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ABSTRACT 

Cardiovascular disease (CVD) is the leading cause of death worldwide, and its 

prevalence is higher among older adults. Moreover, two different temporal variations 

in CVD risk exist: (i) seasonal: in Europe the CVD mortality risk is higher in winter, 

when outdoor temperatures are lower; (ii) diurnal: CVD deaths occur more frequently 

in the morning. However, biological pathways of both seasonal and diurnal variations 

in CVD mortality have not been fully understood. In part, this may be due to lack of 

understanding of variations of underlying CVD risk factors in older adults, especially 

inflammatory markers and physical activity. Investigating physical activity variations 

is of special interest, as new findings could also potentially shape the development of 

physical activity guidelines for older people. 

The aims of this thesis are twofold: (i) to investigate seasonal variations in CVD risk 

factors and mortality, by using outdoor temperature as the main exposure variable and 

seasonal factor of interest; ii) to investigate time of day variations of CVD risk factors. 

To achieve these objectives, data from the British Regional Heart Study of older adults 

were used. 

Seasonal variation findings: lower outdoor temperatures were especially associated 

with higher blood pressure, higher LDL-Cholesterol, higher IL-6, lower physical 

activity levels, and with increased CVD and respiratory mortality. In conclusion, better 

protection against low temperatures, as well as staying active during cold weather, 

could help in reducing the CVD risk in older adults. 

Diurnal variation findings: some CVD risk factors levels, especially blood pressure, 

LDL-Cholesterol and IL-6, increased linearly over the course of the daytime (in 

between 08:00-19:00 hours). Future studies aiming to understand the causal pathways 

of the diurnal variation in CVD events could focus especially on these markers’ 

variations. Also, physical activity levels peaked in the morning, and initiatives 

encouraging more active behaviours in the afternoon/evening are needed.  
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IMPACT STATEMENT  

Every year in the UK more people die in winter than summer, especially from 

cardiovascular disease (CVD). I started this PhD thesis in 2014 to understand why this 

happens. I analysed data from the British Regional Heart Study (BRHS) of older men, 

a suitable study to answer such question. The findings from my research demonstrated 

that exposure to cold temperatures, typically recorded in winter, can affect older 

people’s health conditions (e.g. by increasing blood pressure levels) and behaviours 

(e.g. by increasing sedentariness) and increasing the likelihood of CVD events.  

The impact of the findings from my PhD thesis are already tangible in the research 

community; before thesis submission, I published part of the thesis findings in 4 

different research papers as first author. Such papers have been already cited 45 times 

in total during the years 2015-2018. This will improve my personal research profile 

and confirm the excellent reputation and productivity of both BRHS study team and 

University College London (UCL). 

The findings from my PhD research will inform The National Institute for Health and 

Care Excellence (NICE) evidence based guideline on protecting people from cold 

weather. Indeed, the research findings from my thesis filled addressed gaps in 

knowledge mentioned in such guidelines especially providing information on how 

long a period of cold weather is needed before fatal cardiovascular events emerge. 

Moreover, other PhD findings can be included in future national, and international 

physical activity guidelines reports; indeed, I demonstrated that cold temperatures are 

a determinant of changes in physical activity levels of different intensities (e.g. light 

physical activity and sedentary time, less studied in the literature). Overall, my PhD 

findings highlighted the need of new public health strategies to address the trade-off 

between (i) staying active but yet limiting the exposure to cold outdoor temperatures, 

and (ii) staying warm but yet limiting the time spent sedentary. My research also 

suggested several strategies on how to address this trade-off; the dissemination of such 

findings could represent a further step towards engagement in more active behaviours. 



 

5 

 

Lastly, the expertise, knowledge, and data acquired for this thesis were key to generate 

other benefits inside Academia. When I was still conducting my PhD thesis, in 2015, 

I have received further funding by the National Institute of Health Research School for 

Primary Care Research (NIHR SPCR grant awarded to Richard W Morris for which I 
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FREQUENTLY USED ABBREVIATIONS 

Data sources 

BRHS: British Regional Heart Study 

 

Disease Outcomes 

CHD: Coronary heart disease 

CVD: Cardiovascular disease 

ICD-9: International classification of diseases - ninth revision 

 

Physical activity terms  

CPM: Counts per minute 

LIPA: Light physical activity 

MVPA: Moderate to vigorous physical activity 

SB: Sedentary behaviour 

PA: Physical activity 

 

Physical and blood measurements 

BMI: Body mass index 

BP: Blood pressure 

CRP: C-reactive protein 

DBP: Diastolic blood pressure 

FEV1: Forced expiratory volume in 1 second 

FVC: Force vital capacity 

HDL: High density lipoprotein (cholesterol) 

LDL: Low density lipoprotein (cholesterol) 

IL-6: Interleukin 6 

PV: Plasma viscosity 

SBP: Systolic blood pressure 

t-PA: tissue plasminogen activator antigen 

VitD: Vitamin D 

vWF: von Willebrand factor  
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Statistical terms  

CI: Confidence intervals 

OR: Odds ratio 

HR: Hazard ratio 

RR: Rate ratio 

SD: Standard deviation 

 

Others 

EWD: Excess winter deaths 

NICE: National Institute for Health and Care Excellence 

MET: Meteorological Office of the United Kingdom 

ONS: Office for National Statistics 

RH: Relative humidity 

ILI: Influenza-like illness  
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 INTRODUCTION 

1.1 Introduction and rationale for the thesis 

Cardiovascular disease (CVD) is a general term for conditions affecting the heart or blood 

vessels and includes all heart and circulatory diseases, particularly including Coronary Heart 

Disease (CHD) and Stroke. CVD is the leading cause of death worldwide, accounting for 17.9 

million deaths in 2015 (1).  According to the World Health Organization (WHO), the annual 

number of deaths from CVD worldwide is projected to increase to 20.5 million by 2020 and 

24.5 million by 2030 (2). In the United Kingdom (UK) in 2016, 152,465 deaths were caused 

by CVD (25.5% of all deaths) according to UK official statistics (3). In addition to its impact 

on mortality both worldwide and in the UK, the prevalence of CVD increases with age (4). In 

2011 in the UK the prevalence of CVD among men increased with age from 2% in 16-44 year 

olds to 34% in 75+ years olds (prevalence among men aged 45-64 and 65-74 years was 15% 

and 29% respectively) (5). In women the trend across age groups is similar but the prevalence 

is lower than in men (about 4% lower in women aged 65+ years). As CVD is also the leading 

cause of death in UK men (while for women it is dementia and Alzheimer’s disease) (6), CVD 

prevention is crucial among older people and especially in men. In recent decades, there has 

been an increase in CVD prevalence for both men and women aged over 75; in men over 75 

the CVD prevalence increased from 23% to 34% between 1988 and 2011 while in women aged 

over 75 increased from 27% to 30% (5). In men aged 65-74 years old the CVD prevalence also 

increased from 25% to 29% over this period while in women remained fairly constant around 

23%  (5). In the UK more people survive a heart attack than in the past (7 out 10 today against 

3 out of 10 in the 1960s) which contributes to the increase in the absolute number of older 

people living with CVD (3). Additionally, increases in life expectancy observed in the UK raise 

concern about how to cope with an aging population with increasing CVD prevalence (7). At 

the age of 65 years, UK men and women are still expected to live 18 and 20 more years 

respectively (8), and the proportion of people aged 65 years and over is projected to increase 

from 16% in 2008 to 23% by 2033 (9). As most scientific research on CVD prevention has 

focused on exposures in middle-aged populations (adults less than 60 years old), more research 

investigating CVD variations in older adults is needed to inform future CVD prevention 

strategies and promotion of healthy ageing (7). 
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1.2 Risk factors for cardiovascular disease (CVD) 

Several factors have been associated with increased CVD risk. Some factors, such as blood 

pressure, have been widely investigated and will be termed “established” risk factors for CVD 

(see paragraph 1.2.1). More recently, other risk factors (e.g. markers of inflammation and 

haemostasis) were linked with increased CVD risk and will be presented as “emerging” CVD 

risk factors (see paragraph 1.2.2).  

1.2.1 Established CVD risk factors 

A wide range of established risk factors for CVD mortality and all-cause mortality have been 

identified from epidemiological studies, including cigarette smoking, obesity, diabetes, high 

blood pressure, high blood LDL-cholesterol, low physical activity, and low fruit and vegetable 

intake increase CVD risk (2, 10); WHO estimated that such factors are responsible for more 

than half of the total number of cardiovascular deaths worldwide (11). Good control of both 

blood pressure and LDL-cholesterol, and improvements in healthy behaviour and lifestyle 

choices (e.g. engaging in regular physical activity) are the worldwide focus of prevention 

efforts for protecting people’s health, promoting healthy ageing, and preventing CVD (12, 13).  

Among established CVD risk factors, physical activity is of particular interest for the scope of 

this thesis (see also paragraphs 1.3.1.1 and 1.3.2.2). Worldwide, physical activity is an 

important risk factor for CVD; overall there is a graded inverse association between physical 

activity levels and CVD risk (14). Also, as highlighted in paragraph 1.1, CVD risk is increased 

in older adults at an age when physical activity levels are generally low (15-17). Therefore, to 

reduce CVD risk it is important to understand patterns of both physical activity and sedentary 

behaviour, as it has been hypothesised that are two independent risk factors for both CVD 

mortality and all-cause mortality (18). Understanding such patterns using conventional 

subjective measures (e.g. surveys) has presented substantial challenges due to the fact that 

study participants’ may over or under report time spent in various levels of physical activity 

(19, 20). Wearable devices, such as hip-worn accelerometers (21), permit objective and 

accurate assessment of physical activity and sedentary behaviour patterns in population-based 

studies (17) and, of special consideration for older adults, reduce the impact of recall bias (over 

or under reporting), especially in view of some participants’ memory loss or cognitive 
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impairment (19, 20, 22). Of particular relevance to this thesis are accelerometers, which can 

give insight into how individual activity levels vary over the course of the day (e.g. data can be 

averaged over 1-hour periods) and across seasons. However, to date there is very little evidence 

on how objectively measured physical activity and sedentary time vary by time of the day and 

across seasons among older people.  

1.2.2 Emerging CVD risk factors  

Although much of the variation in CVD risk can be explained by established risk factors, there 

is still uncertainty about which other factors are implicated in the aetiology of CVD (23). 

Emerging CVD risk factors, such as circulating proinflammatory cytokines (e.g. interleukin 6 

[IL-6] (24)), are less studied in the literature and especially in older adults. Investigating IL-6 

is important, as it can be potentially routinely used in blood tests to screen patients for heart 

problems (2), and because Mendelian randomisation studies support a causal association of 

Interleukin-6 with CHD (25). However, IL-6 variations and its determinants are not well 

understood; to know this would be important to important to CVD prevention (26, 27). 

Similarly to IL-6, acute phase proteins (e.g. C-reactive protein [CRP] (28)) and biomarkers of 

haemostasis and thrombosis (e.g. von Willebrand Factor and D-Dimer) (23) are additional 

emerging risk factors less studied in relation to CVD. 

1.3 Variations in CVD  

There are many sources of variation in CVD risk, including differences between geographical 

areas (between and within countries), temporal variations, and differences according to 

sociodemographic factors. This paragraph introduces the rationale for investigating two 

different types of temporal variations: (i) seasonal and (ii) diurnal variations in CVD risk. The 

reasons for such investigations are elucidated in two separate sections (paragraph 1.3.1 for 

seasonal variations, and paragraph 1.3.2 for diurnal variations).  

 

1.3.1 Seasonal variation in CVD  

By definition, the seasons are periods into which a year can be divided (e.g. winter, spring, 

autumn, and summer) to reflect meteorological changes resulting from the earth's changing 

position with regard to the sun. Seasonal variation in all-cause and CVD mortality, with a peak 

in winter and a nadir in summer, has been reported throughout most parts of the world, 
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including the UK (29-31). A common and very simple measure to estimate the seasonal 

variation in mortality is defined as Excess of Winter Deaths (EWDs) (32), which measures the 

number of deaths occurring during the winter season (December to March) compared with 

other specific four month periods of the year of the year (August to November preceding the 

winter, and April to July following the winter). As recently as 2015-2016 there were an 

estimated 24,300 excess winter deaths from all causes in winter in England and Wales (32) and 

2,850 in Scotland (33); in relative terms, this means that 15% and 16% more people died in the 

winter months in England/Wales and in Scotland respectively, compared with the non-winter 

periods. For CVD mortality the relative differences were similar; 14% and 17% more people 

died from CVD in the winter months in England/Wales and in Scotland respectively in 

comparison with non-winter months (32). The Excess of Winter Deaths (EWDs) index contains 

several limitations (34); for example, it is a crude measure of seasonal variation in mortality 

and does not offer any insights on which seasonal factors (e.g. outdoor temperature) may be 

responsible for any increased risk in the winter season. The increases in all-cause and CVD 

mortality in winter were mainly attributed to the difference in ambient temperatures, which are 

generally lower in winter and higher in summer (see paragraph 1.3.1.1) (30). Outdoor 

temperature is widely recognised as an important determinant of seasonal variation in CVD 

mortality and all-cause mortality (30). The largest study of this issue and involving counts of 

deaths in particular locations demonstrated that worldwide the majority of the temperature-

attributable deaths from any cause were associated with cold temperatures, explaining 7.3% of 

all-cause mortality variation (35).  However, in studies where the number of deaths is 

aggregated by day, the unit of observation is the day rather than the individual. It cannot be 

assumed from such studies that relationships existing at aggregated level of analysis necessarily 

demonstrate the same strength as analyses at the individual level (36). Population-based cohort 

studies are therefore important, as they are able to investigate what happens at the individual 

level.  

 

One of the objectives of this thesis is to enhance our understanding of biological pathways 

involved in the seasonal variation of CVD in a large population-based cohort study; this 

requires conducting epidemiological research in which mortality, CVD risk factors, and 

temperature data are collected at an individual level. Also, a further prerequisite of such 

research is that the linkage of (i) individual CVD risk factor measures to (ii) meteorological 
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factors and (iii) mortality outcomes is ascertained for these same individuals (30, 35). I am 

unaware of such complex linkage in previous studies of CVD to date. 

 

1.3.1.1 Season, outdoor temperatures, CVD risk factors and CVD risk 

Each season of the year is characterized by specific weather patterns. For example, in Europe 

one of the typical attributes of the winter season are lower ambient temperatures. In this PhD 

thesis, outdoor temperature is the main exposure variable of interest associated with season, 

because a large body of evidence has suggested that lower outdoor temperatures are associated 

with increased CVD risk and with all-cause mortality (29, 35, 37, 38). However, it is unclear 

(i) how long a period of cold temperatures is needed before CVD deaths occur, (ii) whether the 

association of temperature with mortality is modified by individual risk factors, and (iii) 

whether the temperature-mortality relationship is confounded by other seasonal trends such as 

the prevalence of influenza. These three major gaps in evidence explain the focus of this thesis 

in understanding the temperature-mortality associations.  

Previous studies also hypothesized that lower outdoor temperatures, typically recorded in 

winter, could exert their adverse effects on CVD risk by increasing the levels of established 

CVD risk factors including blood pressure (39), circulating LDL-cholesterol (40), and by 

decreasing overall physical activity levels (41). Elucidating the biological pathways of the 

seasonal variations in mortality is important but filling gaps in evidence poses complex 

challenges (30, 32). Therefore, it is important to clarify that a special focus of my PhD thesis 

is to understand whether seasonal variations in outdoor temperatures are associated with (i) 

seasonal variations in physical activity levels of different intensities (e.g. light or moderate-to-

vigorous physical activity and sedentary time) and (ii) seasonal variations in biological risk 

factors, because there are relatively few studies in the literature with a particular dearth 

concerning older adults. This thesis will place more emphasis in understanding the association 

of temperature with emerging CVD risk factors, as they are less studied in the literature (as 

specified in paragraph 1.2.2). 
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1.3.2 Diurnal variation in CVD 

Diurnal variation refers to variation at different times of day. Marked diurnal variations in CVD 

mortality have been reported, with two separate peaks in early and late morning (at about 9:00 

and 13:00 hours respectively) (42-44).  

 

1.3.2.1 Diurnal variation in established and emerging CVD risk factors 

Studies in middle aged adults have identified diurnal variations in established and emerging 

CVD risk factors. For example, for biological CVD risk factors such as Fibrinogen, blood 

pressure, von Willebrand Factor, Interleukin-6, C-Reactive Protein and t-PA the daily peaks 

are mainly concentrated in between 10:00 and 18:00 hours (45-48). However, the magnitude 

of the diurnal variation (e.g. the estimated percent difference between the peak and nadir 

calculated using a sinusoidal function) was very heterogeneous and equal to 3%, 10%, 22%, 

32%, 34% and 54% for Fibrinogen, blood pressure, von Willebrand Factor, Interleukin-6, C-

Reactive Protein and t-PA respectively  (45-48). Overall, diurnal variations in emerging CVD 

risk factors, particularly for biological markers of inflammation and haemostasis measured in 

older adults, are much less studied (45, 46, 49-52). The reasons for investigating such variations 

are twofold, and include (a) understanding possible reasons for a diurnal variation in CVD 

events occurring in older adults, and (b) whether taking account of diurnal variations in CVD 

risk factors can contribute to the accuracy of CVD risk prediction (45). This thesis aims to 

investigate the latter reason (point b), and extend previous literature by investigating time of 

day variations in a comprehensive range of established and emerging biological risk factors in 

the same population of older adults. 

 

1.3.2.2 Diurnal variation in physical activity 

Worldwide, physical activity is an established risk factor for CVD (14). It has recently been 

shown that physical activity can also vary in relation to time of day; a recent UK Biobank study 

(over 100,000 participants aged 45-79) showed that total physical activity levels (e.g. “counts” 

or steps per day) were higher in the morning than in the afternoon or evening, especially in 

those aged 55 years or more (53). However, how physical activity levels of different intensities, 

such as light and moderate to vigorous physical activity (MVPA) and sedentary behaviour are 

structured throughout the day was not determined by the UK Biobank study or other earlier 

studies. To understand such diurnal variations could have important public health implications 
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as it has been hypothesised that MVPA and sedentary time are two independent risk factors for 

both CVD mortality and all-cause mortality (see also paragraph 1.1.2) (18); therefore, 

maintaining a regular level of activity and minimising sedentary behaviours on a daily basis is 

recommended to prevent CVD later in life (54). Understanding peaks and dips in activity could 

help in implementing effective strategies to maintain a regular level of activity (prolonging or 

increasing physical activity during specific parts of the day), with the prospect of reducing the 

overall CVD risk in older people. 

 

1.3.3 Summary of identified research gaps and needs 

From the literature reviewed (see Chapter 2 for more details), I have identified significant gaps 

on seasonal and diurnal variations in CVD:  

 

- for seasonal variations, these aspects particularly include the lack of understanding of 

the biological pathways of the seasonal variation in CVD, the investigation of which 

CVD risk factors (especially physical activity levels and emerging risk factors) show a 

temperature-related variation, and how long a period of cold temperatures is needed 

before observing an increase in CVD risk factors levels and CVD mortality. Also, more 

studies are needed to understand whether such temperature-related associations are 

modified by individual characteristics. 

 

- for diurnal variations, these particularly include investigating sedentary time and light 

physical activity variations. Also, conducting appropriate analyses to assess whether 

diurnal variations in physical activity levels of different intensities are modified by 

individual characteristics is needed. Lastly, it is unclear which established and emerging 

biological risk factors vary by time of the day and whether taking account of their 

diurnal variations can contribute to the accuracy of CVD risk prediction.  

1.4 Thesis objectives and data 

1.4.1 Aims and objectives of this PhD thesis 

I will present the objectives of this thesis prioritising the importance of the research questions. 

Therefore I will articulate them in two parts:  
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Part 1: objectives from my investigation of seasonal variations in CVD risk factors, CVD 

mortality and all-cause mortality in older age: 

(a) To demonstrate that associations between several seasonal factors (outdoor 

temperature, sunshine duration, relative humidity, and a proxy of influenza exposure) 

and objectively measured physical activity levels of different intensities exist, and to 

demonstrate that outdoor temperature is the most important seasonal factor affecting 

physical activity levels.  Moreover, a further objective is to understand whether 

temperature-related associations with physical activity levels are modified by 

individual risk factors (e.g. age). 

(b) To examine the associations of outdoor temperature (main seasonal factor of 

interest) with established and novel biological cardiovascular risk factors and to 

understand whether such associations (i) persist after adjustment for a proxy of 

influenza exposure and (ii) are modified by individual risk factors; 

(c) To investigate the associations of outdoor temperature (exposure variable) with 

CVD mortality, respiratory mortality, and all-cause mortality (outcomes), and to 

understand whether such associations persist after adjusting for a proxy of influenza 

exposure (seasonal confounding factor). Moreover, the analysis aims to explore the role 

of physical activity and other CVD risk factor (blood pressure, LDL-cholesterol, and 

inflammation) as potential mediators of the relationship between temperature and 

mortality.  

 

Part 2: objectives from my investigation of diurnal variations in CVD risk factors in older age: 

 

(d)  To examine whether objectively measured physical activity levels of different 

intensities (time spent in sedentary behaviours, light physical activity, and moderate-

to-vigorous physical activity) vary over the course of the day in older adults, and to 
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examine whether physical activity levels observed in the morning, afternoon and 

evening, are modified by individual risk factors. 

(e) To examine whether diurnal variations in a comprehensive range of established and 

novel biological risk factors for CVD (e.g. blood pressure and markers of inflammation 

among others) vary over the course of the day in older adults, and to examine whether 

such variations are modified by individual risk factors. 

It should be noted that, to achieve the specific objectives listed above, this thesis has used data 

from the British Regional Heart Study (BRHS) collected at different time points and using 

different methods (see paragraph 1.4.2 for more details). In order to address objectives (a) and 

(d), the thesis used a cross-sectional analysis of data collected in BRHS men aged 70-91 years 

during 2010-2012.  In order to achieve objectives (b) and (e), the thesis used a cross-sectional 

analysis of data collected during 1998-2000 (men aged 60-79 years). To achieve objective (c) 

the thesis used a longitudinal study design (survival analysis) with BRHS individual CVD risk 

factors collected twice during the periods 1998-2000 and 2010-2012 and follow-up of BRHS 

participants from 1998-2000 to 2014. All statistical analysis were carried out using Stata 

(versions 12-14, Stata Corp., College Station, Texas).   

 

1.4.2 Data used in this PhD thesis: the British Regional Heart Study (BRHS) 

The epidemiological research described in this thesis is a statistical analysis of data collected 

as part of the BRHS, an established and ongoing prospective study of cardiovascular disease 

(CVD). A more detailed description of the BRHS data and methods can be found in Chapter 3. 

Briefly, the BRHS is a prospective cohort of 7735 men recruited from a single representative 

local primary care centre in each of 24 British towns in 1978-80 (age 40-59 years) who were 

examined at entry to the study. Between January 1998 and March 2000, after an average of 20 

years follow-up, 5522 surviving men were invited to attend a follow-up examination; 4252 

men aged 60-79 years (77% of those alive and eligible) attended.  Fieldwork was undertaken 

in  the 24 towns in series  between May 1998 and March 2000, ensuring that during each season 

towns with widely different geographical locations and CVD mortality rates were included.  

The measurements were taken by trained nurses in between 08:00 and 19:00 hours 

(anthropometry, physiological and blood samples) and men completed a detailed questionnaire. 
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In 2010-2012, after an average of 32 years from recruitment, the surviving cohort members 

(n=3137, now aged 71-91 years) were invited to attend a further follow-up examination; 1455 

of 3137 men (46.4%) also participated in a study of objectively measured physical activity.  

Since recruitment, the men have been followed up until the present, by several postal 

questionnaires and through the National Health Service Central Register and reports from the 

general practitioners for cardiovascular mortality and morbidity.    

1.4.3 Outcomes investigated in this PhD thesis  

The BRHS allows an investigation of seasonal variation in mortality (deaths from all causes, 

from CVD and respiratory disease) and seasonal variation in CVD risk factors (physical 

activity levels and biological markers of CVD). This is possible because the date of death and 

the date of measurement for the risk factors were collected. An investigation of diurnal 

variation in CVD risk factors is also possible (the time of the day rounded to the nearest hour 

was recorded at measurement, and has been used to estimate the extent of diurnal variations in 

CVD risk). 

 

1.4.4 Value of BRHS for investigation of seasonal and diurnal variation in CVD 

The BRHS is a suitable cohort for investigating seasonal and diurnal variation in CVD. During 

the initial recruitment in 1978–1980, the order in which the towns were surveyed was chosen 

intentionally to avoid the confounding of regional patterns in CVD mortality with seasonal 

patterns (55). Representativeness of the cohort is good: for example, during nine years of 

follow-up (starting from 1998-2000) the excess in CVD mortality in the BRHS was of similar 

magnitude to that seen in official statistics (14% excess in CVD deaths in the BRHS compared 

with 15-20%  reported in official statistics for the same age group) (55). For the scope of this 

thesis, the BRHS data base was supplemented by linkage with temperature data collected daily 

at town level since 1998, thanks to a collaboration with the UK Meteorological Office. As a 

result, daily outdoor temperatures for each town of residence and date are linked with the 

individual BRHS participant data (see paragraph 1.4.2). A detailed description of how the data 

were matched can be found in Chapter 3 (“Methodology”).  Lastly, the BRHS is also a cohort 

study comprising a socio-economically and geographically representative sample of British 

middle-aged men in 1980 and senior citizens in 2000. Long-term co-operation from the cohort 

has been remarkable, with very high rates of follow-up. Measurements collected in the study 
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have been validated, data entry verified and record keeping maintained to an exceptionally high 

standard. However, the BRHS sample is made predominantly of white European men (99% 

Caucasian) and does not include women or ethnic minority groups. For further discussion of 

this point, see Chapter 9 (“Implications and conclusions”).  

Lastly, the BRHS data allow an investigation of diurnal variation in CVD risk factors (as 

specified in paragraph 1.4.3). However, the diurnal variation in CVD mortality cannot be 

directly studied because the time of the death within the day was not collected. This will be 

further discussed as a limitation in Chapters 6 and 9. 

 

1.5 Structure of the thesis 

Each of the above five objectives, from (a) to (e), represent the results Chapters of this thesis 

(Chapters from 4 to 9). The Chapters’ titles and order are reported below: 

Chapter 1 – Introduction: this Chapter provides an introduction to the importance of CVD in 

an aging population and an overview of the seasonal and diurnal patterns in CVD mortality, 

and CVD risk factors (e.g. physical activity and biological markers of CVD), outlining the 

importance of these patterns in older age; Chapter 2 – Literature Review: this Chapter presents 

the epidemiological and etiological background of CVD, seasonal variation in CVD and diurnal 

variation in CVD.  The Chapter also includes literature reviews of the associations of CVD risk 

factors which are known to vary by season and within the day (e.g. physical activity and blood 

pressure), and which also have been reported to be associated with CVD mortality in older age 

in prospective studies; Chapter 3 – Methodology: this Chapter describes the BRHS study and 

methodology, the data used to achieve the thesis objectives and the methods used to analyse 

the data; Chapter 4 – This Chapter reports the results of a cross-sectional study where diurnal 

patterns in physical activity levels of different intensities were examined using data collected 

in 2010-12. This work highlights where diurnal peaks and dips in physical activity occur over 

the course of the day, and discusses the importance of the findings especially for public health; 

Chapter 5 - This Chapter reports the results of a cross-sectional study where seasonal patterns 

in physical activity levels of different intensities were examined using data collected in 2010-

12. This work highlights which meteorological and seasonal determinants of physical activity 
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levels are most important; Chapter 6 – This Chapter reports the results of a cross-sectional 

study where diurnal patterns of established and novel cardiovascular risk factors were 

examined using data collected in 1998-2000. The relevance of these diurnal patterns to CVD 

risk prediction, and risk stratification is also discussed; Chapter 7 – This Chapter reports the 

results of a cross-sectional study where seasonal patterns (mainly temperature-related 

variations) of established and novel cardiovascular risk factors were examined using data 

collected in 1998-2000. The importance of better protection against low temperatures in 

reducing the levels of several CVD risk factors is discussed; Chapter 8 - This Chapter reports 

the results from a time-varying survival analysis where both BRHS and outdoor temperature 

data collected from 1998 were used. The independent associations of outdoor temperature, 

established and novel cardiovascular risk factors, and physical activity levels with CVD 

mortality and all-cause mortality were estimated after accounting for other classic CVD risk 

factors, such as age, social class and smoking, as well as a measure of exposure to influenza; 

Chapter 9 - Implications and conclusions: this Chapter brings together the key findings of all 

results Chapters, together with implications for public health and future epidemiological 

research.  

1.6 Thesis publications 

Four first-author papers (56-59) based on the material in this thesis (Chapters 4, 5, 6 and 7) 

have been published in peer-review journals. These publications are listed below and a full 

copy of each paper is included in Appendix I. The list of oral and poster presentations given at 

conferences based on the material in this thesis can be found in Appendix II and III. 

  

1. Sartini C, Wannamethee SG, Iliffe S, Morris RW, Ash S, Lennon L, Whincup PH, Jefferis 

BJ: Diurnal patterns of objectively measured physical activity and sedentary behaviour in older 

men. BMC Public Health 2015, 15:609. 

 

2. Sartini C, Morris RW, Whincup PH, Wannamethee SG, Ash S, Lennon L, Jefferis BJ: 

Association of Maximum Temperature With Sedentary Time in Older British Men. Journal of  

Physical Activity and Health 2016:1-18. 
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3. Sartini C, Barry SJ, Whincup PH, Wannamethee SG, Lowe GD, Jefferis BJ, et al. 

Relationship between outdoor temperature and cardiovascular disease risk factors in older 

people. European journal of preventive cardiology. 2017;24(4):349-56. 

 

4. Sartini C, Whincup PH, Wannamethee SG, Jefferis BJ, Lennon L, Lowe GD, et al. 

Associations of time of day with cardiovascular disease risk factors measured in older men: 

results from the British Regional Heart Study. BMJ Open. 2017;7(11):e018264. 

 



Chapter 2 Literature review 

33 

 

 LITERATURE REVIEW 

2.1 Introduction 

My PhD project proposal was officially submitted to University College of London (UCL) in 

May 2014. The literature review presented in this chapter includes original manuscripts 

published up to June 2015. Reports on global diseases and risk factors as well as literature 

reviews which made use of data collected up to the year 2015 were also included in this Chapter 

(1, 60). Between June 2015 and the date when this thesis was submitted in 2019, new original 

manuscripts were published in peer-reviewed international journals; they are not part of this 

literature review. Instead I have discussed them in Chapters 4, 5 and 8 within the paragraphs 

“comparison with other studies”, and in Chapter 9 (PhD findings’ discussion).  

In summary, Chapter 2 presents the epidemiological and aetiological background to 

cardiovascular disease (CVD), and reviews existing studies of seasonal and diurnal variation 

in CVD risk published up to June 2015, particularly in older age. Section 2.2 describes the 

epidemiology and pathophysiology of CVD and the importance of CVD in older age. Section 

2.3 details the literature on seasonal variation in CVD. Section 2.4 explores the seasonal 

variation in CVD risk factors, including established and emerging risk factors; this section 

includes approaches to assessment and definition of seasonal variation, and a review of the 

evidence for an association between outdoor temperature, the main seasonal factor investigated 

in this thesis, and risk of CVD and mortality in older age. Section 2.5 explores diurnal patterns 

of CVD risk factors and physical activity, including methods of assessing diurnal patterns and 

a review of the evidence for an association between time of the day and the risk factors, and 

whether or not this could be relevant for the overall CVD prediction. 

2.2 Overview of CVD 

2.2.1 Epidemiology and pathophysiology of CVD 

A comprehensive review of all-cause mortality published by the Global Burden of Disease 

Study group showed that NCDs, such as CVDs, caused 71.3% of deaths (39.8 million) of all 

deaths which occurred globally from 1980 to 2015, an increase of 14.3% since 2005 (5.0 

million deaths) (1). CVD is the leading cause of death worldwide, accounting for 17.9 million 

deaths in 2015 (1). Although death rates from CVD have been decreasing in the UK since the 
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early 1970s (61), 27% of deaths in the UK (155,000 in absolute number) were still caused by 

CVD in 2014 (62), the leading cause of death for men (63). In 2012, nearly half (46%) of all 

CVD deaths in the UK were from coronary heart disease (CHD) and over a quarter (26%) were 

from stroke (64). Overall, CHD was responsible for 16% of all male deaths and 10% of all 

female deaths, a total of just under 73,500 deaths. Around 41 000 deaths were from stroke, 

making up 6% and 9% of total deaths in men and women, respectively (64). CVD is a major 

contributor to morbidity and disability; the 2015 British Heart Foundation report estimated the 

cost to the UK economy (including premature death, disability and informal costs) to be £19 

billion pounds in one year, due to health care costs (60%), productivity losses due to mortality 

and morbidity (23%) and informal care-related costs (17%) (65). 

CHD (coronary [ischaemic] heart disease) and cerebrovascular disease (particularly stroke) are 

the main forms of CVD in the UK. Atherosclerosis is the common underlying disease process 

responsible for almost all CHD (coronary atherosclerosis) and a substantial proportion of stroke 

(carotid atherosclerosis). Atherosclerosis is a complex pathological process which develops 

over many years, characterised by chronic inflammation in the artery walls, where fatty 

materials and cholesterol are deposited (forming atherosclerotic plaques), narrowing the 

arterial lumen, obstructing blood flow and making the arteries less pliable (4, 66, 67). These 

plaques can eventually rupture, triggering the formation of a thrombus which, if large enough, 

may occlude a coronary blood vessel (causing CHD) or a cerebral blood vessel (causing a 

stroke) (4). 

Acute myocardial infarction (MI), angina pectoris, and sudden ischaemic death are the main 

clinical manifestations of CHD (67-69). Acute MI, also known as ‘heart attack’, can be fatal 

or non-fatal and is caused by necrosis of myocardial tissue due to blockage of a coronary artery. 

Symptoms include chest pain, which can often radiate to the jaw, neck, arms and back, 

shortness of breath, dizziness, nausea and an overwhelming sense of anxiety. MI can also be 

silent; asymptomatic and only diagnosed retrospectively through electrocardiograms (70). The 

World Health Organization criteria for myocardial infarction are any two of these three 

conditions: prolonged chest pain, positive electrocardiogram findings and raised cardiac 

enzyme levels (71, 72). Angina pectoris is characterised by chest pain due to ischaemia of the 

myocardium and can be stable or unstable. Stable angina is likely to cause regular and 
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predictable symptoms. Unstable angina can cause prolonged chest pain even at rest or low 

levels of activity or can be previously diagnosed angina that has become more frequent, longer 

in duration, or lower in threshold to activity (73).  

The clinical manifestations of cerebrovascular disease include transient ischaemic attacks 

(TIAs) and strokes (67, 68). A TIA is caused by a temporary disruption in cerebral blood flow, 

with symptoms (including facial weakness, arm weakness and speech problems) disappearing 

within 24 hours. Stroke however, is more severe with permanent symptoms lasting more than 

24 hours. The current universal definition of stroke, as defined by the Stroke Council of the 

American Heart Association and the American Stroke Association, is: “Central nervous system 

infarction is brain, spinal cord, or retinal cell death attributable to ischemia, based on 

pathological, imaging, or other objective evidence of cerebral, spinal cord, or retinal focal 

ischaemic injury in a defined vascular distribution and/or clinical evidence of cerebral, spinal 

cord, or retinal focal ischaemic injury based on symptoms persisting ≥ 24 hours or until death, 

and other aetiologies excluded” (74). 

2.2.2 The importance of CVD in older age 

As reported in Chapter 1 (paragraph 1.1) life expectancy in the UK is increasing; the Office for 

National Statistics (ONS) reported in 2014 that at the age of 65 years, UK men and women are 

expected to live further 18 and 20 years respectively (8). The continuing increase means that 

the proportion of people aged 65 and over is projected to increase from 16% in 2008 to 23% 

by 2033 (9). This has generated increasing concern as older people are particularly at risk of 

non-communicable diseases, such as CVD.  

Estimates from the year 2014 based on records from the Clinical Practice Research Datalink 

GOLD database (a sample of general practices in each of the constituent countries of the UK) 

reported estimates of prevalence of several CVD conditions: in men aged over 75 years, the 

prevalence of stroke, angina and MI was 14.9%, 17.0%, and 12.1% respectively while for men 

aged 65-74 years the corresponding percentages were 6.4%, 8.8%, and 7.1%. In women the 

trend across age group was similar but the prevalence for each of the three conditions was  

lower than in men (64). Moreover, a study which made of use of data obtained from two 

different sources during years 2004-2010, the Hospital Episode Statistics (HES) and mortality 
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statistics data bases in England,  reported that due to increasing survival rates following MI, 

the population burden of CVD morbidity and disability in older people is even greater than in 

previous years (75). 

Findings of the Global Burden of Disease Study published in 2010 showed that the CVD 

burden in older adults is increased in the UK in comparison to other high income countries due 

to higher rates of age-standardised years of lives lost from cardiovascular and circulatory 

disorders (76). Even a small relative risk reduction in CVD could considerably reduce absolute 

mortality and cardiovascular morbidity and disability risks in older adults; therefore, it is 

particularly important to identify and reduce exposure to risk factors for CVD in this age-group 

(77). 

2.2.3 Established risk factors for CVD 

Established risk factors for CVD and mortality are known; smoking, obesity, diabetes, high 

blood pressure, high blood cholesterol, physical inactivity, and low fruit and vegetable intake 

increase CVD risk; such risk factors may act simultaneously and it is difficult to distinguish 

their mutually exclusive contribution to CVD. For example, WHO estimated that worldwide 

the overlapping contribution of blood pressure, physical activity, obesity, saturated fat diet, and 

smoking to CHD mortality was 45%, 30%, 23%, 16%, 11% and 10% respectively (10). Some 

of those risk factors are also potentially modifiable factors; good control of both blood pressure 

and cholesterol, and improving healthy behaviour and lifestyle choices (e.g. engaging in regular 

physical activity) are the worldwide focus of prevention efforts for protecting people’s health, 

promoting healthy ageing, and preventing CVD (12).  

2.2.3.1 Blood pressure 

Blood pressure is known to be causally associated with CVD (78); Evidence from a meta-

analysis of individual data for one million adults in 61 prospective studies reported that 

throughout middle and old age (40-89 years), there is a strong and positive association between 

systolic blood pressure (SBP) and diastolic blood pressure (DBP) and risk of cardiovascular 

(and overall) mortality, seen above the usual SBP of 115 mmHg and DBP of 75 mmHg (79). 

Blood pressure is still an important risk factor in a public health context: a pooled analysis of 

1479 studies worldwide that had measured blood pressure in 19.1 million adults from 1975 to 
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2015 reported that the absolute number of adults with raised blood pressure increased from 594 

million in 1975 to 1.13 billion in 2015. This was partially attributed to population ageing in 

European countries, where blood pressure has been persistently high (especially in in central 

and eastern Europe) (60).  

2.2.3.2 Cholesterol 

In many studies, associations between high serum cholesterol levels and raised CHD risk have 

been reported, and there is no ‘threshold’ below which cholesterol levels are not associated 

with increased CHD risk (80). The Prospective Studies Collaboration showed that an average 

decrease of 1 mmol/L in total serum cholesterol was associated with about a half the risk of 

CHD mortality in early middle-age (40-49 years) and about a sixth of the risk in old age (70-

89 years) (81). The association of elevated low density lipoprotein cholesterol (LDL) with 

CHD events in observational studies has long been established and the causality of this 

association has been also supported by randomized trials of LDL cholesterol lowering drugs 

(82). A meta-analysis of 27 randomised trials reported that in individuals with 5-year risk of 

major vascular events lower than 10%, each 1 mmol/L reduction in LDL cholesterol produced 

an absolute reduction in major vascular events of about 11 per 1000 over 5 years (82). Recently, 

mendelian randomisation findings also support a causal effect of triglycerides on CHD risk, 

but a causal role for HDL-C, though possible, remains less certain (83).  

2.2.3.3 Physical activity and sedentary behaviour 

In the past decades, numerous studies reported that physical activity reduces cardiovascular 

and all-cause mortality (84). For example, a systematic literature review of 33 cohort studies 

(883,372 participants, published between 1995 and 2007, follow-up times from 4 years to 20 

years) in which physical activity levels were self-reported found that: the most active group (vs 

least active) had a risk reduction of 35% in CVD mortality (95% CI 30;40%) and a risk 

reduction of 33% in all-cause mortality (95% CI 28;37%) (84). It has been hypothesised that 

regular physical activity could exert its beneficial effects by reducing the levels of established 

and emerging risk factors, such as blood pressure, lipids, and markers of inflammation and by 

lessening the progression of atherosclerosis and clot rupture (85). More recently, the UK 

physical activity guidelines published in 2011 reported that people who do not meet the 

guidelines (spending 150 minutes of moderate to vigorous activity in bouts of at least 10 
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minutes per week) have approximately 25-35% increased mortality and morbidity (54). One 

BRHS study has also shown that the association between higher physical activity and lower 

CVD risk persists in older age (85). 

More recently, contemporary researchers distinguish between time spent in doing physical 

activity and sedentary behaviours (86, 87) (see paragraph 2.4.4). A standard definition of 

sedentary behaviour has not yet been established, although it has been acknowledged that it is 

not simply a lack of physical activity (87). Sedentary behaviour can be defined as the time 

spent in activities engendering less than 1.5 Metabolic Equivalent of Task (METs) (88). In 

recent years, there have been an increasing number of studies which have reported associations 

between prolonged sedentary behaviour and health outcomes, such as mortality and 

cardiovascular disease, which have been independent of physical activity levels (18). In one 

meta-analysis published in 2015 (47 studies from 2008 to 2014, for a total of 29,917 

participants) self-reported high sedentary time was associated with an 22% increase in all-cause 

mortality, 15% increase in CVD  mortality, 14% increase in CVD incidence, 13% increase in 

cancer mortality, and 13% increase in cancer incidence (18). 

2.2.4 Emerging risk factors for CVD 

Although much of the burden of CVD can be explained by established risk factors, there is still 

uncertainty on which other factors are implicated in the aetiology of CVD (23). Some 

downstream CVD risk factors are less studied in the literature and especially in older adults; 

for example, circulating proinflammatory cytokines (e.g. interleukin 6 [IL-6] (24)) and other 

haemostatic factors are important as they are associated with arterial plaque formation, plaque 

rupture and thrombosis (26, 27). Prospective studies and meta-analyses have shown that 

markers of inflammation, particularly acute phase proteins (e.g. C-reactive protein [CRP] (28)) 

and circulating proinflammatory cytokines (e.g. interleukin 6 [IL-6] (24)) are related to CVD 

risk. Overall, inflammatory and haemostatic factors may be particularly important in older 

adults, in whom levels are increased (89, 90). Additionally, these risk factors are strongly 

related to other established cardiovascular risk factors such as smoking, physical inactivity, 

obesity and blood lipids (91-95).  
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Mendelian randomisation studies support a causal association of IL-6 with CHD (25), while 

such association was not found for CRP (96). To understand the role of IL-6  to CVD 

prevention (26, 27) is important, as in the future IL-6 could potentially be routinely used in 

blood tests to screen patients for heart problems; however, this will depend on future 

availability of accurate and relatively low-cost methods for IL-6 measurement.  Haemostatic 

markers (e.g. fibrinogen (97), von Willebrand factor [vWF]   (97, 98), and tissue plasminogen 

activator [t-PA] (99)) and markers of endothelial dysfunction (D-dimer) (100) are associated 

with an increased CVD risk in adult and older populations. However, their causal associations 

with CVD remain debated or not yet tested. 

2.3 Seasonal variation in CVD  

The purpose of the following section is to review the literature on seasonality of CVD focusing 

on major CVD events (MI and Stroke), and discuss the current gaps in the literature on this 

topic.  

 

2.3.1 Season, mortality and CVD 

The seasons are the periods of the year typically characterised by a particular kind of weather; 

in the Northern Hemisphere four seasons are typically identified: spring, summer, autumn, and 

winter (101). The passage of seasons is resulting from the earth's changing position with regard 

to the sun; meteorological seasons can be recognised by calculating temperature levels, one of 

the most important attributes (or elements) of the season. In the Northern Hemisphere summer 

is typically the hottest period of the year and winter the coldest.  

Understanding the seasonal variation in mortality is very complex and requires understanding 

the seasonal variation of specific causes of death, such as CVD and respiratory disease, and 

their possible environmental triggers, such as outdoor temperatures (30). Evidence for 

associations between outdoor temperature and mortality is examined in detail in paragraph 

2.4.1, being particularly relevant for the scope of this thesis. Seasonal variation in all-cause 

mortality has long been noted in the UK as in most European countries, and exhibits a peak in 

winter (December, January, February and March) and a nadir in summer (29, 30). This pattern 

mainly reflects the seasonal trend in number of deaths from CVD and respiratory disease (102). 

Overall, the increase in deaths during the winter months is generally attributed to either a 
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breakdown of the cardiovascular or respiratory systems (29). In England and Wales a common 

and simple measure to estimate the seasonal variation in mortality is defined as Excess of 

Winter Deaths (EWDs), which is used every year to inform the population and the media about 

winter mortality trends (32). The EWDs approach defines the winter season as December to 

March and compares the number of deaths occurring in this winter period with the average 

number of deaths occurring in the preceding August to November and the following April to 

July (non-winter season). The formula used is EWDs = winter deaths – average of non-winter 

deaths. By definition, this measure is very unsophisticated, but it offers an intuitive and crude 

estimation of the winter mortality trends of the last decades. In England and Wales from 

1991/1992 to 2015/2016 the proportion of the EWDs attributable to CVD and respiratory 

disease was 37% and 40% respectively (32). From 1991/1992 to 2015/2016, the EWDs for 

CVD decreased from 47% to 26%, although the EWDs five-year moving average for CVD 

remained fairly constant since 2002/2003. Similarly, the EWDs five-year moving average for 

respiratory disease remained fairly constant around 36% from 2010/2011 to 2015/2016 (32). 

In the UK, seasonal variation in mortality also varies with age. Increased mortality in the winter 

months particularly affects people aged 65 and over; the majority of the deaths occurred among 

those aged 85 and over, who are known to have higher mortality rates in winter in comparison 

to the rest of the year (Figure 2.1). According to England and Wales national statistics, during 

the period 2002/2012, the monthly average number of deaths during winter in people aged 85 

and over was 18,094 (35.5%) vs 14,760 (33.5%) in summer. Conversely, younger people (<65 

years of age) die less in winter (16.1%) vs summer (17.6%). To summarise, anyone vulnerable 

to almost any underlying medical condition, but especially older people and those with (or at 

risk of) respiratory and CVDs, are at increased risk of dying in winter (32). 

Moreover, in the UK and in comparison to men, a higher proportion of the female population 

are aged 75 and over (9%, compared with 7% of males in 2013 (103)), so a higher absolute 

number of women than men could be exposed to cold weather.  From one large UK study the 

winter vs non-winter mortality ratio in women compared with men was 1.11 but mainly driven 

by a history of respiratory illness (winter vs non winter ratio of 1.20, than cardiovascular illness 

(winter vs non-winter ratio of 0.97). 
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2.3.1.1 Main gaps in the evidence 

As of today, it is not fully understood to what extent the high winter mortality rates in Europe 

and the UK are primarily a specific temperature‑related or overall seasonal phenomenon (e.g. 

due to other seasonal factors, such as influenza). Plausible biological pathways linking low 

temperatures and specific diseases (e.g. cardiovascular disease) have been hypothesised but not 

fully understood (see Chapter 1 paragraph 1.3.1.1 and Chapter 2 paragraphs 2.3.2, 2.3.3, 2.4.1 

and 2.4.5); enhancing our knowledge of such pathways is an objective of this PhD thesis (see 

Chapter 5, 7, and 8). Moreover, it is still unclear how long a period of cold temperatures is 

needed before CVD deaths occur (104); I tried to investigate this topic mainly in Chapter 8. 

2.3.2 Seasonal variation in myocardial infarction 

Seasonal variation in mortality from myocardial infarction (MI) has been well recognised for 

many years; a winter peak in myocardial infarction (MI) was first reported in 1937 (105). 

Overall, previous studies estimating the seasonal variations in MI used different methods, 

making the comparison of these findings very complex (37, 106-109). Overall, MI deaths occur 

more frequently in winter, when temperatures are typically lower; for example, a 

comprehensive literature review of public data sources was conducted in 2009 (e.g. publication 

databases, reference lists, and the websites of a number of relevant public organisations) (109); 

overall, 8 of the 12 studies which included relevant data from the winter season reported an 

increased risk of MI at lower temperatures, typically recorded in winter. An association 

between temperature and MI risk was found for 24 populations, including Europe: the pooled 

mortality RR was 1.008 per 1°C drop in the temperature averaged over the current and previous 

3 days. In one study in Italy MI was slightly more frequent in winter (25.9% of the total number 

of MI) than in summer (22.6%) (110); in other European studies the seasonal variation (month 

of peak [December-February] vs nadir) in standardised mortality ratios (SMR) and hospital 

admissions for MI was respectively 36% (107) and 10% (106). A seasonal pattern dominated 

by the winter peak was found in people aged 65 and over (108); MI mortality was highest in 

January (RR = 1.090), and the seasonal variation in MI deaths (winter vs. summer) increased 

with increasing age: 5.8% for <65, 8.3% for 65 to 74, 13.4% for 75 to 84 and 15.8% for >85 

years (p<0.005 for trend). The pathophysiologic triggers of the occurrence of MI in winter or 

at low temperatures may involve blood pressure and numerous haematological factors known 

to vary by season; this will be discussed later in paragraph 2.4.2 and paragraph 2.4.3). Evidence 
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of increased MI deaths (+1.1%) at very high maximum temperatures was found (a 1°C increase 

in temperature above the 93rd percentile, which varied from 20.9°C for the North East to 

24.7°C for Greater London) during June–September in England and Wales (111). However, 

the association of high temperatures with respiratory mortality was stronger than the 

association of high temperatures with overall CVD mortality (+4.1% vs +1.8% for 1°C increase 

in temperature above the 93rd percentile respectively). 

2.3.3 Seasonal variation in stroke 

Most previous studies worldwide have reported a marked increase of both stroke mortality and 

stroke hospitalizations in the winter (112-117). For example, a large Finnish study collected 

stroke events from the FINMONICA population-based stroke register from 1982 to 1992 in 

15,449 people aged 25 to 99 years (118): the rate of occurrence of stroke events was 12% and 

11% greater in men and women respectively in winter than in summer. This difference was 

mainly due to ischaemic stroke, which is the most common type of stroke in European 

populations (118). A recent systematic literature review identified all population-based 

observational studies published before the year 2015 that investigated the association of 

temperature with stroke (119); in total, the authors included 21 studies with a total of 476,511 

participants. The pooled results showed that lower mean temperature was associated with 

increased intracerebral haemorrhagic stroke (IHS) risk (for a 1 degree Celsius decrease in 

ambient temperature the IHS risk increased by 3%) but no association was found with 

ischaemic stroke. 

The few previous studies which took place in the UK reported an association between season 

of the year and stroke incidence, with higher levels in winter (120, 121). For example, 15% 

more hospital admissions for stroke were registered from December to March (January was the 

seasonal peak) than from June to September (nadir was September) in between 1st January 

1981 and 31st December 1983. Previous studies hypothesised that the occurrence of stroke 

may particularly be due to elevated levels of blood pressure and LDL-Cholesterol (see 

paragraph 2.4.2), which are known to vary by season. However, in the UK the seasonal 

variation in stroke remain controversial: a report from the Oxfordshire Community Stroke 

Project  did not find a seasonal variation in the incidence of ischaemic stroke (122). The authors 

hypothesised that the lack of seasonal variation could be due to a higher case-fatality rate 
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caused by the complications of stroke, such as pneumonia, which also exhibit seasonal 

variation with a peak in winter. 

2.4 Factors influencing the seasonal variation in CVD 

The purpose of this next section is to review the literature on CVD risk factors which have two 

specific properties: (i) they were prospectively associated with CVD in previous studies, and 

(ii) they vary by season. The factors we took into account can be subdivided in three subgroups: 

environmental seasonal factors, established risk factors, and more recently established (or 

emerging) risk factors for CVD. Typically, the seasonal variation in CVD risk and CVD risk 

factors was estimated using outdoor temperature as the main exposure variable (see paragraph 

2.4.1.1). In the last section a possible biological mechanism linking temperature and CVD will 

be presented.  

 

2.4.1 Seasonal variation in meteorological factors 

2.4.1.1 Outdoor temperature  

In Europe and in the UK, outdoor temperatures exhibit a marked seasonal variation with lower 

levels in winter and higher in summer. From 1981 to 2010, the average UK outdoor maximum 

and minimum temperatures were approximately 6.5°C and 1°C in winter (defined as 

December, January, and February) and approximately 18.5°C and 10°C during summer 

(defined as July-August) (123). Seasonal variation in CVD is mainly attributed to seasonal 

variations in outdoor temperatures (e.g. sudden fall in temperature or day-to-day variations). 

For example, studies conducted in European cities (124-126) and countries (127-129), 

including Britain, have provided evidence for the association between low temperatures and 

increased mortality (29, 124-130). For example, in the UK day-to-day changes in outdoor 

temperature during winter are associated with all-cause mortality (+0.38 daily cases per million 

people per 1°C decrease in temperature) (130). Also, previous studies demonstrated that both 

extremely cold days (38, 128) and moderately cold days (35) increased mortality. Worldwide 

and in the UK the majority of the temperature-attributable deaths seemed to be caused by cold 

temperatures (7.3% of all-cause mortality) rather than by heat (0.4%) (35). Although this study 

included a very large number of fatal events in the analysis (about 74 million deaths), the 

analysis involved aggregation of the number of deaths by day (which means the unit of 

observation is the day rather than the individual). 
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2.4.1.2 Other meteorological factors 

In an attempt to explain the seasonal variation in mortality and CVD mortality, previous 

research sought to find alternative or complementary explanatory factors to outdoor 

temperature, such as wind velocity, relative humidity, precipitation and sea-level pressure (30). 

However, none of these variables was found to exhibit a spatial distribution that resembles the 

year-to-year correlation map between winter mean temperature and all-cause mortality (130). 

However, in one study the seasonal variation in absolute humidity was associated with seasonal 

variations in influenza mortality  (131).  Overall, evidence of associations between humidity 

and CVD are scarce and mainly focused on the interplay between very hot temperatures and 

high levels of relative humidity (132), a combination of factors which is rarely seen in the UK. 

2.4.2 Seasonal variation in established risk factors for CVD 

2.4.2.1 Blood pressure  

Previous findings consistently demonstrated a seasonal variation in blood pressure; there is 

also a general agreement that such variation is triggered by the seasonal variation in outdoor 

temperature (39, 133-137). In the BRHS, when 7735 mean aged 40-59 years were examined at 

baseline in 1978-1980, negative associations were found between daily maximum outdoor 

temperature and systolic blood pressure (-0.38 mmHg/°C; p<0.001) and diastolic blood 

pressure (-0.18 mmHg/°C) (137). Also, in one longitudinal study of repeated measures of blood 

pressure in more than 16,000 middle aged patients (mean age of 51 years) from the Glasgow 

Blood Pressure Clinic, a decrease of 10°C in outdoor temperature (a change from the highest 

to lowest quartile) was associated with an increase of 2.1% and 1.6% in SBP and DBP 

respectively (133). It is important to report that in studies of young subjects the seasonal 

variation in SBP was smaller (138) or absent in comparison with older subjects (137). 

Overall, previous literature strongly supports the hypothesis of outdoor temperature as an 

environmental trigger for blood pressure. However, in the UK representativeness of the 

findings and precision of the estimates in older people aged 65 and over can be substantially 

improved by research carried out in population based studies of older adults.   
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2.4.2.2 Lipids 

Seasonal variations in lipids have been widely studied since the mid-1920s (139). In the last 

three decades, an increasing number of studies on seasonal variation in lipids levels were 

published; the findings reported that lipids levels are generally higher during the winter months 

in both middle aged and older adults (although seasonal differences varied depending on which 

population and cholesterol component were studied (139-143)). For example, Robinson et al 

used data collected from 140,000 men and women from the BUPA Medical Centre (London, 

UK) and found a seasonal pattern, with serum total cholesterol levels being 3–5% higher in 

winter than in summer, and independently of body mass. Also, mean monthly cholesterol levels 

were negatively correlated with mean monthly air temperatures (Pearson correlation coefficient 

varied from -0.60 to -0.71 depending on which parameter was analysed) (139). In one study of 

more than 55,000 adults in Seoul (21–86 years of age), for a 10°C decrease in outdoor 

temperatures the levels of LDL-Cholesterol increased by 0.14 mmol/l (144). On the contrary, 

in one study of 478 men (mean age of 74 years) carried out in the Boston area from Halonen 

et al., an increase of 10°C in mean ambient temperature increased LDL-Cholesterol by 3.5% 

approximately, while no variation in total cholesterol was observed (40).  

In one small study of 16 healthy young subjects, LDL-Cholesterol peaked in January and 

reached its lowest levels in July (seasonal difference of 0.29 mmol/l), while HDL cholesterol 

revealed an inverse pattern with a peak value in August and the lowest value in February 

(seasonal difference of 0.25 mmol/L) (145). Also, it is unclear whether temperature variations 

affect triglycerides levels as Halonen et al did not find an association (40). In other studies of 

middle aged German adults (mean age of 38 years) triglycerides levels were significantly 

greater in winter for women only (seasonal difference of 0.22 mmol/l), or did not significantly 

change between February and August (142). In a further study, triglycerides levels exhibited a 

peak in September and a nadir in April (seasonal difference of 0.19 mmol/l) (145). 

Overall, there is a consensus among researchers that there is a seasonal variation in lipids, with 

higher levels observed during winter months and at lower temperatures. However, associations 

were reported as both absolute change and percent change in cholesterol levels, making the 

comparison of such findings difficult. Findings on total and LDL-Cholesterol were much more 

consistent than findings on HDL and triglycerides. In those studies statistical analysis were 
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mainly adjusted for age and body mass index; therefore, a common limitation of previous 

studies was the lack of data on physical activity, use of medication, or health behaviours that 

might have affected the associations. Only population-based studies using a wide and detailed 

range of information on life styles and behavioural factors can improve generalisability of the 

findings and comparison with previous studies. 

2.4.3 Seasonal variation in emerging risk factors for CVD 

2.4.3.1 Interleukin-6  

To my knowledge, only six previous studies investigated whether seasonal variations in 

Interleukin-6 (IL-6) exist; four studies out of six were in older adults. The biggest European 

study of temperature-related variations in IL-6 in middle aged and older adults was the 

AIRGENE study which included 1003 participants aged 35 to 80 years (mean age of 62 years) 

from 6 different countries (not including the UK), who previously had MI (146). The authors 

found that a 10°C decrease in the 5-day-average outdoor temperature was associated with an 

increase of 3.3% (95%CI 0.1-6.3) in IL-6. Schauble et al analysed data from 274 participants 

(mean age 63) from Augsburg, Germany, with type 2 diabetes mellitus, impaired glucose 

tolerance or with genetic polymorphisms on the detoxification and inflammation pathways; the 

authors found that a 5°C decrease in the 5-day average outdoor temperature was associated 

with an increase of 8.0% (95% CI 0.5% to 16.2%) in IL-6 (147). Two other two studies of older 

adults aged between 75 and 82 years old, from the Belfast (Northern Ireland) and the Boston 

(US) area, did not find an association between outdoor temperature (148) or season  (149) with 

IL-6. In a study of 154 Brazilian middle aged adults (mean age 43.5), self-reported length of 

light exposure was positively associated with IL-6 levels (β = 0.095 pg/ml in IL-6 per 1 hour 

increase in light exposure; p<0.05), while a further study in young Japanese adults (mean age 

21) observed a seasonal variation in IL-6 with 2 peaks; one in winter and the other in summer 

(150).  

To date, findings from studies in older adults did not provide sufficient evidence regarding the 

association of season or temperature with IL-6. Previous studies were limited due to lack of 

statistical power or reduced generalisability of the findings at national level (e.g. participants 

were from one location only or with previous chronic conditions). To my knowledge, seasonal 
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or temperature-related variation in IL-6 in older people in the general population has yet to be 

demonstrated in the UK.   

2.4.3.2 C-Reactive Protein 

Seasonal and temperature-related variations in CRP have been investigated in several previous 

studies. At all ages CRP levels exhibits a seasonal variation with higher levels recorded in the 

winter months or at lower temperatures (45, 146-148, 151-156). For example, in the AIRGENE 

study, a 10°C decrease in the 5-day-average of air temperature was associated with a 4% (95% 

CI 0.2-8.1) increase in CRP. Halonen et al conducted another study including 673 men with 

mean age of 74.6 years living in the Boston (US) area and found an increase of 8.0% (95% CI: 

1.93, 14.8) in CRP levels per 5°C decrease in temperature (148). Rudnicka et al analysed data 

of 9377 men and women aged 45 years from the 1958 British Birth Cohort study and observed 

slightly higher levels in winter months (≈5 ng/ml between November and January vs ≈4 ng/ml 

from May to August). However, when seasonality was analysed fitting harmonic functions to 

the data (e.g. using trigonometric functions of day of the year) evidence of seasonal variation 

was not found (152). Moreover, a Norwegian population based study (Tromsø Study) measured 

CRP in 38,037 participants (mean age of 50 years) and found that CRP peaked in later 

winter/spring (2.54 mg/l in March).  

Overall, it seems that findings from previous studies in middle aged adults are fairly consistent 

and excluded a peak in CRP during summer; however, the winter peak in CRP levels may be 

shifted and did vary by month (generally from November to March). Studies in older adults are 

rare; the main limitations are the reduced statistical power, due to the small number of 

participants recruited, and limited generalisability of the findings at national level (e.g. 

participants from one location only or with previous chronic conditions). To my knowledge, 

studies of older adults carried out in the UK have not yet demonstrated the existence of  

seasonal or temperature-related variation in CRP.   

2.4.3.3 Other major markers of inflammation and haemostasis  

Findings on seasonal variation in Fibrinogen, PV and t-PA are sparse; I found that previous 

studies observed higher levels of such factors in winter (45, 142, 157-161). Fibrinogen is the 

most studied of the three: in the Rotterdam Study, a population based study of 7983 men and 
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women aged 55 and over, the seasonal variation in Fibrinogen (peak in March and nadir in 

August) was estimated as 0.34 g/L (95%CI 0.29-0.39) and was more pronounced in subjects 

aged 75 years and over (160). Additional adjustments for BMI, SBP, DBP, total and LDL-

Cholesterol did not substantially change the findings. Also, the seasonal variation in Fibrinogen 

was independent of outdoor temperature although the magnitude of the association of 

temperature with Fibrinogen was not provided (160). Similarly, and to the best of my 

knowledge, the association of temperature with t-PA and PV was not investigated in previous 

studies. 

Seasonal variations in Vitamin D were also observed in 9377 participants (mean age=45 years) 

from the British 1958 Birth Cohort study. In linear regression models, the prevalence of self-

reported respiratory infections (influenza, pneumonia, bronchitis or severe cold during 3 weeks 

prior to blood examination), was negatively correlated with Vitamin D levels; each 10 nmol/l 

increase in 25(OH)D was associated with a 7% lower risk of infection after adjustment for 

adiposity, lifestyle and socio-economic factors. Overall, it seems that findings support the 

hypothesis that influenza infection, a typical element of the winter season, can penetrate the 

epithelial cells, thus causing the reduction in vitamin D synthesis in the skin (162), and 

worsening health status. Vitamin D peaked in between August and September (78 nmol/L) and 

reached the lowest levels in between January and April (40-45 nmol/L). In a smaller study of 

96 community-dwelling British men and women aged 65-74 years, Vitamin D average 

concentration was lowest in winter (22.7mmol/l) and highest in summer (35.4mmol/l). In one 

German study in older community-dwelling individuals from Southern Germany (n=1193, 

aged ≥65 years of which 58% men), Vitamin D levels were higher in summer (mean of 24 

mg/mL) and autumn (mean of 21 mg/mL) vs winter (16 mg/mL) and spring (14 mg/mL) (163). 

One of major determinants of Vitamin D variation is sunlight, which is typically reduced in 

winter vs summer; it is known that Vitamin D levels are typically lower in subjects with 

reduced sunlight exposure, and the levels increase with increasing duration of sunlight 

exposure (164, 165). 

The seasonal and temperature-related variation in vWF and D-dimer remain poorly 

investigated; in the British 1958 Birth Cohort study, the vWF peaked in early spring (between 

March and May (45)). A further study using the same data found that D-dimer showed an 
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unusual seasonal variation, with peaks in February/March and August/September (152). In the 

British 1958 Birth Cohort study there was no significant seasonal variation in FEV1 and FVC, 

although descriptive statistics found lower levels of such measures in summer; for FEV1 mean 

was 3322 mL in winter vs 3278 mL in summer while for FVC the mean was 4221 mL in winter 

vs 4142 mL in summer (166). It has been hypothesised that FEV1 and FVC seasonal variations 

could be related to one of the three pollen seasons (typically tree pollen season occurs between 

late March and mid-May , grass pollen season from mid-May to July and weed pollen season 

from the end of June until September); one previous study found that in London an increase in 

daily total grass pollen concentrations from 2005 to 2011 were associated with increased 

emergency hospital admissions for asthma amongst adults, with a lag of 2 to 5 days between 

exposure and after accounting for outdoor temperatures (167). Also, toward the end of summer, 

concentrations of an airborne fungus peak in August and September and this may lead to lower 

levels of FEV1 and FVC (168).  

In summary, findings from studies in older adults did not provide sufficient evidence regarding 

the association of season or temperature especially with Fibrinogen, PV, t-PA, vWF, or D-

dimer in older adults. Also, the peaks and dips in some risk factors levels (e.g. Fibrinogen, 

vWF, and D-Dimer levels peaked in March) was not reflecting the typical seasonal variation 

in outdoor temperature (nadir in January and peak in August). Further evidence is needed to 

support the contribution of such factors to the seasonal variation in CVD. 

2.4.3.4 Seasonal variation in physical activity and sedentary behaviour 

This sub-section presents the literature review on seasonal variation in physical activity (PA) 

and sedentary behaviour (SB) in older adults, mainly focusing on studies where physical 

activity was objectively measured. Sensor technology, such as accelerometery, permits 

objective measurements of physical activity in population-based studies such as the BRHS (see 

paragraph 3.4.2 for details). Accelerometers can record the exact day and time in which the 

activity takes place. Therefore, the use of such devices is ideal when trying to estimate specific 

patterns in physical activity levels, such as diurnal and seasonal variations. This should 

overcome concerns about questionnaire-based assessment of physical activity in older people, 

in whom misclassification bias and recall bias (which could be exacerbated by memory loss) 
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(10) are particularly likely. Accelerometers can also distinguish between time spent in physical 

activity levels and sedentary behaviour (see paragraph 3.4.2.2) (87). 

 

2.4.3.5 Seasonal variation in physical activity 

In 2007 a large systematic review on seasonal patterns in self-reported physical activity 

identified 37 relevant studies (published 1980–2006) representing a total of 291,883 

participants (140,482 male and 152,085 female of different age groups, from 3 to 71 years old) 

from eight different countries (41). Season was categorised in different ways, for example 

dividing the year into 4 parts (typically winter: January–March, spring: April–June, summer: 

July–September, and autumn: October–December), or by using seasonal factors such as 

average daily temperature, length of the day (or daylight), monthly or total daily  precipitation, 

daily barometric pressure, daily humidity, and average daylight cloud cover. The authors 

concluded that season and adverse weather conditions (e.g. extremely hot and cold days) are 

potential determinants of PA; for example, levels of physical activity in the northern 

hemisphere were highest in spring and summer (April– August), peaking in July–August while 

energy expenditure decreased in winter. Also, the decline in activity in the shorter days and 

adverse weather conditions was attributed to the winter season. Lastly, levels of physical 

activity were typically lower during cold, wet and winter months for both indoor and outdoor 

activity (41). 

Since the use of accelerometers became more common in epidemiological studies during recent 

years, there have been more publications about seasonal variation in physical activity measured 

in participants of different age groups (169-171). However, only few studies have investigated 

the associations between meteorological factors and objectively measured PA in community 

dwelling older adults: the Nakanojo study (172-175) and PIPAOI project (176) in Japan, the 

Physical Activity Cohort Scotland study (177-179), a Canadian study (180) and the ActiFE 

study based in Germany (169). The findings suggested that older adults were more active in 

summer than winter and that PA levels are positively associated with higher outdoor 

temperature, longer day length and duration of bright sunshine (169, 172-175, 177-180). The 

largest study among them investigated a German population of 747 men and 577 women (mean 

age 74.6 years) with at least one completed day of physical activity assessment (169). In linear 

regression analyses, increases in global radiation (a proxy of exposure to sunlight) were 
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strongly associated with increases in daily walking time (16.1 minutes in men and 19.2 minutes 

in women) comparing an average winter day (with about 0.8 kWh/m2 radiation) vs average 

summer day (with about 6 kWh/m2 radiation). Also, an increase of 10.8°C in maximum daily 

temperature extended the walking duration by more than 7 min in both genders. When days 

were shorter (9 h) vs longer (16 h) the walking duration increased by 12.6 and 13.3 minutes in 

men and women respectively. Negative associations were seen between wind speed, daily 

precipitation and humidity with walking time. In mutually adjusted models for several weather 

parameters, daylight was no longer significant, while associations of walking time with other 

weather parameters was reduced, but still significant (169). Another study using activity data 

from community-dwelling people aged 65 and over in the Physical Activity Cohort Scotland 

(547 participants, mean age 78.5 years) found that for each degree increase in minimum 

temperature, daily activity counts increased by approximately 0.9%. Similarly for each extra 

hour in day length, daily activity counts increased by approximately 1.5%. This corresponds to 

a 16.5% difference between the longest day and shortest day at the latitude at which the study 

was conducted. The authors found that age, anxiety, and depression did not modify the effect 

of either day length or minimum temperature on daily activity. However, Witham et al. found 

a significant interaction between social functioning scores (measured through the SF-36 quality 

of life questionnaire) and day length (178): the decrease in activity observed during shorter 

days was especially marked among participants with lower social functioning. 

All previous studies have one main limitation; they focussed exclusively on global measures 

of activity, particularly counts per minute (CPM), steps and time spent walking, and they did 

not consider time spent in different activity intensities, particularly moderate to vigorous 

(MVPA), light (LIPA) and sedentary behaviours (SB). Differentiating intensity of PA is 

important because for most health outcomes, additional benefits occur as the amount of PA 

increases through higher intensity, greater frequency, and/or longer duration (181). 

Furthermore, prolonged sedentary time is also independently associated with health outcomes 

(see Chapter 5 introduction,  paragraph 5.2), including cardiovascular disease, regardless of 

PA level (18). 
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2.4.3.6 Seasonal variation in sedentary behaviour  

Seasonal variation in sedentary behaviour (SB) has been overlooked in sedentary behaviour 

guidelines (182) and as a determinant of sedentary time (183, 184). Specifically, a large 

systematic literature review of determinants of sedentary behaviour in older adults (the 

DEDIPAC study) published in 2015 did not mention season, temperature or other weather 

parameters among the possible determinants (184). Overall, studies on seasonal variation in 

sedentary behaviour are less frequent than studies looking at overall activity levels or activities 

of different intensities (e.g. MVPA). The few published studies investigated middle aged 

people (185) or younger participants, such as adolescents (186) or children (187, 188). A 

review of seasonal variation in accelerometer-determined sedentary behaviour in children 

published in 2012 (16 out of 819 articles were eligible for inclusion) made no conclusions 

regarding the association of season with SB in children due to small sample size, lack of repeat 

measures, incomparable definitions of season and inconsistent accelerometer protocols. On the 

other hand, a small study in 46 UK adults (age 18–65 years old, 72% female) supported the 

concept that SB is more common in winter than summer. The percentage of time spent in SB 

was 68.2% in men and 70.5% in women during winter (when the average temperature was 

8.1°C) vs 65.0% in men and 65.6% in women during summer (when the average temperature 

was 14.7°C). The authors concluded that health promotion campaigns need to encourage year-

round participation in more PA, whilst limiting SB (185). 

 

Associations between sedentary time with specific seasonal factors, such as outdoor 

temperature, have not been estimated in published studies of older adults up to June 2015.  

 

2.4.4 Conceptual framework linking factors influencing the seasonal variation in CVD 

The CVD seasonal variation can be explained in many ways, but this thesis especially focuses 

on specific possible pathways linking temperature and CVD (Figure 2.2) in older adults. Two 

possible putative pathways are presented below: 

1) CVD deaths caused by coronary thrombosis due to exposure to cold temperatures, 

a typical element of the winter season. In summary, the exposure to cold 

temperature can trigger several changes in our body: first, cold exposure can cause 

a reduction or even cessation of most of the blood supply to the skin. This reduces 
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transfer of body heat to the skin and so reduces body heat loss, but it shifts a 

considerable amount of blood from the skin (even one litre or more) to the central 

organs of the body (189, 190). That excessive amount of blood overloads the central 

organs, and it is then disposed of by removal of salt and water from the blood, partly 

by the kidneys as urine (diuresis). This leaves most of the other components of the 

blood (e.g. cholesterol) more concentrated, and more prone to clot (30, 39, 138). 

Higher levels of cholesterol would be responsible for plaque formation on the walls 

of the coronary arteries. If the plaque ruptures, a platelet aggregation would occur 

resulting in a blood clot (via stimulation of haemostatic factors). If the blood clot 

persists, the heart muscle linked with the clot will start to die off due to lack of 

oxygen (not supplied via blood) causing a heart attack, also called myocardial 

infarction (31). On a macro level, vasoconstriction can increase central blood 

volume, which further increases blood pressure and therefore the risk of developing 

cardiovascular events, such as a myocardial infarction (39). 

 

2) CVD deaths caused by changes in inflammatory status due to exposure to cold 

temperatures. In summary, exposure to cold temperatures can influence life-style 

factors; for example, during cold weather people are less active. Decreasing levels 

of physical activity may exert an adverse effect on cardiovascular disease in part 

through an inflammatory effect and by influencing haemostatic factors. For 

example, inflammation has been linked to CVD and lack of physical activity has 

been associated with an increased risk of CVD (191). The inflammatory and 

coagulation pathways could potentially become more active with ageing and 

potentially exert positive feedback on each other, increasing the risk of CVD events.
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2.5 Diurnal variation in CVD 

The purpose of this section is to review the literature on diurnal variation in cardiovascular 

disease (CVD). First, the epidemiological and aetiological background to diurnal variation in 

cardiovascular disease (CVD) is described. This part comprises an overview of how diurnal 

variation has been assessed, defined, and measured in previous studies (e.g. using hour of the 

day), when the majority of CVD events occur over the course of the day and which CVD risk 

factors may play a key role in such variation. Then, this section mainly focuses on describing 

diurnal variations in two subgroups of factors: (i) physical measurements and blood markers, 

and (ii) physical activity. 

2.5.1 Epidemiology of diurnal variation in CVD  

2.5.1.1 Assessing and defining diurnal variation 

In epidemiological studies, diurnal variation in CVD has been assessed by comparing 

frequencies or absolute number of CVD events, typically myocardial infarction and stroke, by 

time of the day (42) over a specified period of time, generally several years (192) or decades 

(44). Alternatively, the CVD events are assessed by dividing the day into periods, such as day 

time vs night time, or by a period of 3, 4, 6 or 12 hours (44, 193). Similarly, diurnal variation 

in CVD risk factors levels, such as blood pressure, lipids and some well-established 

inflammatory and haemostatic factors, has been mainly assessed in the literature by comparing 

individuals’ measures at various hours of the day (46, 48-50, 52, 194-201). In the last decade, 

wearable devices permit objective and accurate assessment of other CVD risk factors, such as 

physical activity (see Chapter 4 for more details). For example, accelerometers can give insight 

into how activity levels vary over the course of the day. However, to date there is very little 

evidence on how PA and SB are structured throughout the day among older people (see 

paragraph 2.5.3). 

Less frequently, diurnal variations in CVD factors and cardiovascular events have been 

explored by fitting a sinusoidal model to the study data, typically using a trigonometric function 

of time of the day with two terms (the Fourier terms, a combination of sine and cosine) (45, 

202, 203); these models can estimate a peak and a nadir for the variable of interest over 24 

hours and estimate the amplitude of the diurnal variation (45, 203). 
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2.5.1.2 CVD events and time of the day 

Literature on diurnal variation in CVD risk is extensive and focused mainly on myocardial 

infarctions and strokes; overall, the number of CVD events peaks in early morning (around 

9:00 hours) and late morning (at about 13:00 hours) (42-44, 192, 193, 203). The most extensive 

data on the time of myocardial infarction were published in 1976 by the World Health 

Organization (WHO) in the report of the Myocardial Infarction Community Registers from 19 

European centers (204). The WHO report of 8900 patients with myocardial infarction clearly 

demonstrated a peak incidence from 8 to 11 a.m.. More recent findings confirmed that onset of 

myocardial infarction (MI) exhibit a similar diurnal variation with MIs two to three times more 

likely to occur in the morning than in the late evening (2-8). For example, Cohen et al presented 

findings from 29 studies involving 66,635 patients who experienced MI for the first time in  

their lives. There was a 40% increase between 6 am and 11:59 am, in comparison with what 

would have been expected if the MI had been evenly distributed throughout the 24 hours of the 

day (205). Moreover, Muller et al investigated onset of MI in the Multicenter Investigation of 

Limitation of Infarct Size (MILIS), a United States multicentre study of acute myocardial 

infarction. The authors analysed the plasma creatine kinase MB (CK-MB) activity, which 

permitted objective assessment of the time of onset of myocardial infarction. In total, 2999 

patients were admitted with myocardial infarction and screened; the results demonstrated a 

marked circadian variation in the time of onset of myocardial infarction with a peak incidence 

between 6 a.m. and noon. 

Literature on diurnal variation in stroke events is also vast (44, 206-210). The major publication 

on stroke events was from Elliot et al (44); the authors conducted a MEDLINE search 

investigating diurnal variation of onset of stroke in all languages from 1966 to December 1997; 

they performed a search using both text word searching and the appropriate MESH headings 

of “circadian variation,” and “stroke, cerebrovascular accident, transient ischaemic attack, or 

brain attack” (44).  In total, 31 publications were found and 11,816 strokes were recorded. 

There was a marked diurnal variation of onset of strokes, which was remarkably consistent 

across the various subtypes of stroke: for ischaemic stroke, haemorrhagic stroke and even 

transient ischaemic attacks, the excess risk during the 6 a.m. to noon time period is significantly 

higher than would be expected by chance: 89%, 52%, and 80% respectively, compared with 

the normalized risk for the other 18 hours of the day). Similarly, there is a significantly lower 
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risk of stroke during the night time hours (midnight to 6 AM) for each stroke subtype: 30%, 

54%, and 81% respectively, compared with the normalized risk for the other 18 hours of the 

day. The study from Elliot et al. is the most important in this field, with similar findings 

reported in more recent studies published in last decade (206-208, 211). 

2.5.1.3 Factors influencing diurnal variation in CVD events 

Although the diurnal variation in CVD events is well documented, the biological pathways 

underlying such variations are not fully understood. This is partially due to lack of 

understanding of diurnal variations in underlying CVD risk factors (see paragraph 2.5.2) and 

physical activity (see paragraphs 2.5.3) especially in older adults, in whom CVD is increased. 

Overall, previous studies support the parallelism of diurnal variations in blood pressure and MI 

events (42, 48, 192) and blood pressure with stroke events (44, 206, 208); however, such 

studies could only speculate on the underlying pathophysiological mechanisms. For example, 

the diurnal variation in MIs was attenuated in patients on beta-blockers, which are known to 

lower blood pressure levels (42). For stroke events, it is possible that key changes in the early 

morning due to ‘wakeup’ stress and related blood pressure surge may further compromise 

cerebral vascular health, potentially exacerbating the possibility of stroke in the morning (206). 

Although different types of strokes involve different underlying pathophysiological 

mechanisms, there was considerable consistency in diurnal patterns of all types of strokes from 

the literature (44). One previous study including a population of 21,481 male physicians (mean 

age of 53 years, SD=9) followed up for 12 years highlighted the relevance of bouts of vigorous 

physical activity alternated with periods of rest or non-vigorous activity; the risk of sudden 

death during and up to 30 minutes after vigorous exercise was elevated and the authors 

hypothesised that such irregular activity could potentially trigger sudden cardiac and cerebral 

events (212). Therefore, it is important to study physical activity patterns per se (see paragraph 

2.5.3) in studies on circadian variation in order to understand the circadian changes in 

circulatory control. Other risk factors that can potentially alter the diurnal patterns in CVD 

events are age and sex; descriptive statistics from one previous study reported an attenuated 

diurnal variation in patients of a younger age, and females (42). It is possible that long acting 

medications for primary or secondary prevention of myocardial infarction have a theoretical 

advantage of conferring protection in the morning hours, when the cardiovascular event rate is 

highest and patients are most vulnerable (205). However, a formal interaction test of time of 
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the day with those variables has not been performed. Among behavioural factors, habitual 

morning activities such as coffee drinking or cigarette smoking are unlikely to be the cause of 

MI events, since the MILIS findings indicated that diurnal amplitude of such events was as 

prominent in patients who did not smoke or drink coffee as it was in those who did (213).  

Overall, literature on whether markers of inflammation and haemostasis influence time of day 

variation in CVD events is very limited and inconclusive (see in paragraph 2.5.2 for more 

details). Excluding blood pressure, the biological pathways and the role of other risk factors in 

the diurnal variation in CVD events is not fully understood and whether the effect of time of 

the day is relevant for CVD risk prediction need to be assessed. Previous studies agree it is 

important to investigate time of day variations beyond simple descriptive diurnal patterns (45). 

2.5.2 Diurnal variations in CVD risk factors 

Time of day variations in both established and emerging cardiovascular disease (CVD) risk 

factors in middle aged adults, such as blood pressure, lipids and some well-established 

inflammatory and haemostatic factors (e.g. white blood cell, red blood cell, and platelets 

counts) have been reported for BRHS men when aged between 40 and 59 years  (200, 201) as 

well as in other studies (46, 48-50, 52, 194-199). The importance of assessing such diurnal 

variations has been repeatedly acknowledged in the literature (48, 194, 195, 200, 214, 215), as 

this may be relevant to CVD risk prediction and risk stratification (45). Overall, in middle-aged 

adults levels of blood pressure, total and LDL-cholesterol, and established markers of 

inflammation (e.g. white blood cell count), showed peaks in the morning, especially between 

10:00 am and noon (45, 46, 194) in parallel with incidence of CVD events (see paragraph 

2.5.2). However, a steady increase from early morning throughout the day time was also 

observed (48, 194). For example, an increase in triglycerides and total cholesterol over the 

course of the day was reported (194); food intake seems to be a major contributor, as 

triglycerides in particular can increase in response to the proportion of fat in the meal (216). 

Findings regarding CRP, Fibrinogen, D-dimer, and vWF reported in earlier studies of middle 

aged adults did not clearly confirm a diurnal pattern: for example previous studies reported that 

they did not find an association of time of day with CRP (196), D-dimer (214), and vWF  (195). 

In one study, the variation in CRP, Fibrinogen, D-dimer, and vWF attributable to time of day 

was minimal (45). Moreover, findings from a recent meta-analysis of several small studies 
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which analysed IL-6 proposed a diurnal pattern, with overall IL-6 levels increased between 

08:00 and 19:00 hours (47). However, in two previous very small studies of twelve (217) and 

five (218) participants, IL-6 peaked at night. 

 

In summary, literature on time of day variation in CVD markers of inflammation and 

haemostasis in population based studies of older adults is very limited as it is mainly focused 

on blood pressure (48). It is important to assess effects of any diurnal variations in markers of 

inflammation and haemostasis on prediction of CVD risk, given the potentially wider use of 

such markers (e.g. IL-6) in risk stratification and their potential causal links with cardiovascular 

disease (219).  

 

2.5.3 Diurnal variations in physical activity and sedentary behaviour  

As reported in paragraph 2.4.4, there have been an increasing number of epidemiological 

studies which objectively assessed physical activity (PA) and sedentary behaviour (SB) levels 

using accelerometers. Due to the fact accelerometers can continuously measure PA levels (e.g. 

every second) or provide data aggregated by minute (see paragraph 3.4.2), they can accurately 

assess physical activity patterns over the course of the day. However, to date there is very little 

evidence on how PA and SB are structured throughout the day among older people (15, 16, 

220-223).  Existing studies have been small (15, 16, 220, 221, 223) or mainly have focussed 

on global measures of activity such as counts per minute (CPM) and moderate to vigorous PA 

(MVPA, see paragraph 3.4.2). Overall, they suggest that older adults were more active in the 

mornings than during afternoons and evening. For example, a study of 38 healthy active adults 

(mean age 70 years) reported fewer minutes of MVPA in the evening than in the morning or 

afternoon (221) and that longer bouts of activity occurred in the morning (6 am-12 pm) more 

often than afternoon or evening.  The AGES-II study of 579 adults aged 73–98 from Iceland 

reported that the majority of PA occurred between 8 am and 4 pm on an average day (220); the 

authors also reported that sedentary time was similar across all age groups, except for the oldest 

age group (>85 years old) who were the most sedentary and PA levels declined with increasing 

age and BMI. Data from the AGES-II study (220) and from the Baltimore Longitudinal study 

of Ageing (223) also found that older age groups had a steeper decline in in PA levels over the 

course of the day.  Moreover, activity levels were lower in the mornings in obese than normal 

weight men in a study of Canadian adults aged 20-79 years (222).   
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2.6 Research gaps identified from the literature 

The studies reviewed in this Chapter revealed research gaps on seasonal and diurnal variations 

in CVD risk factors and CVD risk. This forms a basis for the investigation in this PhD thesis. 

I divided the main gaps in the literature in two: 

Seasonal variation: 

- it is unclear (i) how long a period of cold temperatures is needed before CVD deaths 

occur, (ii) whether the association of temperature with mortality is modified by 

individual risk factors, and (iii) whether the temperature-mortality relationship is 

confounded by other seasonal trends such as the prevalence of influenza; 

- which CVD risk factors, especially physical activity levels and emerging risk factors, 

show a temperature-related variation. Also, there is the need to understand whether such 

temperature-related associations are modified by individual characteristics. 

- It is unclear whether temperature-related changes in physical activity and other 

emerging CVD risk factors cause an increase in CVD mortality. 

Diurnal variation: 

- for diurnal variations, gaps in the literature include investigating sedentary time and 

light physical activity variations. Also, whether diurnal variations in physical activity 

levels of different intensities are modified by individual characteristics is unclear. 

- The need to understand which established and emerging biological risk factors exhibit 

a diurnal variation and whether taking account of their diurnal variations can contribute 

to the accuracy of CVD risk prediction. 
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Figure 2.1 Excess of winter deaths in England and Wales by cause and age in 2011-2012 

 

Source: Adaptation from Office of national Statistics. 2013 

 
Figure 2.2 Conceptual framework of the present PhD  thesis 
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 METHODOLOGY 

3.1 Introduction 

This thesis comprises epidemiological analysis of data from the British Regional Heart Study 

(BRHS), an established prospective cohort study of cardiovascular disease. The BRHS was 

initiated in 1978-80 when men aged 40-59 years were selected from General Practices in 24 

towns across Britain in 1978-80 (224). The cohort continues to be followed-up for morbidity 

through General Practice records, and for mortality through the Office of National Statistics 

General Register Office. Physical examination including a range of physiological 

measurements and blood sampling for biochemical measurements were carried out at the start 

of the study and at follow-up examinations 20 and 32 years later, respectively during 1998-

2000 and 2010-2012. Questionnaires at regular intervals during the follow-up have been used 

to collect information on self-reported health and disease, lifestyle, disability, personal and 

socioeconomic conditions, and physical activity. From 2010 to 2015 surviving participants 

have been invited at yearly intervals to wear an accelerometer, a device which objectively 

assesses physical activity levels of different intensities.  

This Chapter gives an overview of the BRHS, including the study design and methodology 

(paragraph 3.2), measures of meteorological variables linked to the BRHS (section 3.3), a 

description of the data used in this thesis, including measures of relevant cardiovascular risk 

factors, self-reported and objective measures of physical activity, and outcomes (paragraph 

3.4), and an overview of statistical methods (section 3.5). Specific details of statistical analyses 

for each of the results Chapters are described in more detail in each of the relevant Chapters 

(Chapters 4 to 9). 

3.2 The British Regional Heart Study 

3.2.1 Description of the data source 

The aim of the British Regional Heart Study (BRHS) was to investigate the development of 

cardiovascular disease and its determinants, including geographical and social variations in 

cardiovascular risk (225, 226). The BRHS is a prospective cohort study based on 7735 men 

aged 40-59 years recruited from a single local primary care centre in each of 24 British towns 

in 1978-80. The cohort has been continuously followed up for mortality and morbidity from 
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baseline until the present. Over time, as the cohort has aged, research conducted on the cohort 

has increasingly focused on the aetiology and prevention of cardiovascular disease in older 

ages. Moreover, the development and availability of small lightweight wearable devices to 

objectively measure physical activity of different intensities permitted an accelerometer study 

of physical activity levels in the BRHS. All participants provided written informed consent, 

obtained in accordance with the Declaration of Helsinki (227). The National Research Ethics 

Service (NRES) Committee for London provided ethical approval. 

 

3.2.2 Selection procedure 

The selection of towns to enter the study was based on the following criteria: (226, 228): 

• All standard regions within England (North East, North West, Yorkshire and the 

Humber, West Midlands, East Midlands, South West, South East, and East of England), 

as well as Wales and Scotland had to be represented. 

• Towns had to be discrete entities with populations of 50,000-100,000 at the 1971 

Census. In England one larger town was included (Ipswich). In Scotland, some towns 

below 50,000 were considered to obtain a reasonable number of suitable towns. 

• The choice of towns within regions had to reflect the variations in mortality from CVD 

and water hardness. 

• Towns had to be representative of the region in socioeconomic terms. 

• Towns with noticeable population movement or with unusual population structure were 

avoided. 

• The study included some towns that were apparent "outliers" when CVD mortality and 

water hardness were plotted against each other, for example Hartlepool, Exeter, and 

Harrogate. 

• When similar towns met the above criteria, random selection was made between the 

towns. 

The 24 BRHS towns’ locations are shown in Figure 3.1. In Table 3.1 the standardised mortality 

ratios for CVD in 1969-73 in men aged 35-64 years, the number of men examined in each of 

the 24 towns and the corresponding response rate are reported. Participants were selected from 

one General Practice in each town and the practices were selected based on size (practice 
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population >7,500), representativeness of the town’s socioeconomic composition and 

characteristics of the town population and the willingness of the practice to participate. About 

400 men aged 40-59 years were selected from the register of each General Practice randomly, 

stratified into equal five-year age groups (40-44, 45-49, 50-54 and 55-59 years). Men with 

severe mental or physical disability were excluded (between 6-10% per practice) and the 

remaining participants were invited to take part. Invitations were sent to almost 10,000 men, 

signed by their General Practitioners (GPs), encouraging them to attend the cardiovascular 

health check at a local venue, usually the Practice premises. The response rate for those men 

invited was 78%, with 18 of the 24 towns having a response rate of 75% or more (Table 3.1). 

This resulted in a total of 7735 men being recruited into the study, approximately 300 men 

from each town (225). 

3.2.3 Baseline examination 

Clinical measurements were made on 7735 men at baseline. Trained nurses collected  

anthropometric (height and weight), physiological measurements, (blood pressure, 

electrocardiogram, and lung function), and a blood sample. All baseline examinations were 

completed in 1978-1980. Men also completed a questionnaire covering date and place of birth, 

medical and family history, occupation, socio-economic indices, and other relevant 

information (225). The questionnaire is shown in Appendix IV. 

3.2.4 Follow up of participants from baseline 

On 01/01/1998, 5875 men were alive (76% of the original cohort). After excluding emigrations, 

ONS cancellations, subjects currently living overseas, subjects withdrawn from the study, 5516 

men were contacted and invited to attend a follow-up clinical measurements; 4252 men 

(response rate 77%) aged 60–79 years attended. The examinations took place in between 

February 1998 and March 2000, after an average of 20 years from the baseline examination. 

Respondents also completed a detailed questionnaire on their lifestyle and medical history. In 

between May 2010 and July 2012, 3596 surviving participants aged 70-91 years were invited 

to attend a third reassessment of clinical measurements, after an average of 32 years from the 

baseline examination. 2147 men (response rate 59.7%) attended and completed a questionnaire 

on their lifestyle and medical history. 
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3.2.4.1 Follow-up questionnaires 

Questionnaires at the two follow-ups in 1998-2000 and 2010-12 repeated selected baseline 

questions in order to detect changes in personal circumstances (e.g. marital status), medical 

history (e.g. cardiovascular conditions and cancer), personal risk factors (e.g. smoking status, 

alcohol consumption, diet, physical activity), use of medication (e.g. aspirin), self-rated health 

and disability (225). All standard BRHS questionnaires delivered to participants in 1998-2000 

and 2010-12, are displayed in Appendix V and Appendix VI. Further details are provided in 

section 3.4. 

3.2.4.2 Twenty year and thirty-two year examinations 

At each of the two follow-up examinations (1998-2000 and 2010-2012), physical 

measurements were carried out by a team of specially trained nurses who rotated through 

different workstations to ensure that each nurse contributed an equal number of assessments to 

each town’s data set (see Chapter 7, Table 7.2 for details of the information collected). All men 

were asked to provide a fasting blood sample, which was collected by using the Sarstedt 

Monovette system (Sarstedt, Numbrecht, Germany). Participants without diabetes were 

requested to fast for a minimum of 6 hours prior to their appointment time and to drink only 

water. Men attended a measurement session at a specified time between 08:00 and 18:00 hours. 

Within 6 hours of the blood sample collection time, plasma and serum samples were 

centrifuged, separated and frozen at –20 degrees Celsius and transferred to central laboratories 

for analysis. Later, the samples were transferred to a central freezer storage location at −70°C 

within 2 weeks of sample collection. Samples were then transferred on dry ice to a single 

central laboratory and were thawed immediately before new analysis. Plasma samples were 

used for all the analyses reported here. The analyses of biomarkers reported in this thesis were 

carried out after a maximum of 3 years storage for both follow-up examinations; further details 

of the data collected at the re-examination are described in Paragraph 3.4. 

 

3.2.4.3 Physical activity assessment  

Self-reported physical activity data were collected using the same questions approximately 

every two years from 1998-2000 ( in 2003, 2005, and 2007), and on average every year during 

2010-2016 (see Appendix V and VI for details of the information collected during 1998-2000 

and 2010-2012). At each time point, a physical activity score was derived (see paragraph 3.4.1).  
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3.2.4.4 Mortality data 

The National Health Service Central Registers (Southport for England and Wales, and in 

Edinburgh for Scotland) were established to collect and classify information on death (225).  

The Central Register sent death certificates containing identification details, date and place of 

death and cause of death coded using the International Classification of Diseases ninth revision 

(ICD-9) and subsequently the tenth edition (ICD-10), see 3.2.4.5 for more details.  

 

3.2.4.5 Morbidity data 

Information regarding non-fatal CHD and stroke events was obtained by on-going reports from 

General Practitioners and by regular reviews of the patients’ medical records (225). At 2-yearly 

intervals a standard medical record review form was sent to the General Practice (see Appendix 

VII for details) requesting confirmation of each man's continuing registration, current address, 

and any new cardiovascular events (including myocardial infarction, angina, stroke, transient 

ischaemic attack and heart failure), or new diagnoses of cancer or diabetes or cardiovascular 

treatments (coronary artery bypass graft, coronary angioplasty) which had occurred within the 

last two years. All new non-fatal myocardial infarction and stroke events reported by the 

General Practices are followed up with an enquiry form to the General Practitioner or hospital 

consultant to obtain confirmatory evidence that case criteria have been met (225, 229). Criteria 

for diagnosis of non-fatal myocardial infarction are based on World Health Organization 

criteria for myocardial infarction, including the presence of any two of three of the following: 

prolonged chest pain, positive electrocardiogram findings and raised cardiac enzyme levels 

(71, 72). The criteria for stroke are based on an acute disturbance of cerebral function of 

vascular origin, producing a neurological deficit lasting for more than 24 hours (74, 225). Men 

who had re-registered with another General Practice were traced to the new Practice. In 

addition to the original 24 practices, in 1998-2000 the study included over 1400 practices 

nationwide (225); follow-up of participants has been maintained for 98% of surviving men 

throughout.  

 

3.3 Meteorological factors 

UK Meteorological data are freely downloadable to UK researchers from the Centre for 

Environmental Data Analysis (CEDA) web site (http://www.ceda.ac.uk). In collaboration with 

experts from the UK Meteorological (MET) Office (http://www.metoffice.gov.uk), 35 weather 

http://www.ceda.ac.uk/
http://www.metoffice.gov.uk/
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stations were chosen to be representative of the weather for the 24 BRHS towns and their 

surroundings (Figure 3.2). The data covered the period between 01/01/1998 and 31/10/2014. 

The participants resident in each of the 24 UK towns and their surroundings were matched with 

the closest weather station via post code of residence (mean distance approximately 10 

kilometres). Details of imputation of missing data are described in paragraph 3.3.3, while 

linkage with the BRHS data are described in the “Methods” sections of Chapters 5,  7  8. 

 

3.3.1 Outdoor temperature 

Mean outdoor temperature was chosen as main seasonal factor and exposure variable of interest 

in this PhD thesis (as reported in paragraph 1.3.1.1). Mean outdoor temperature was 

consistently used in the analyses conducted in Chapters 5, 7 and 8  (seasonal variations in 

physical activity, seasonal variations in CVD markers, and seasonal variations in CVD 

mortality). The Meteorological Office provided outdoor maximum and minimum temperatures 

in degrees Celsius (°C) during spells of 12 hours each from 9am to 9pm and from 9pm to 9am 

which were used only for Chapter 5 (see method section paragraph 5.4).  The Meteorological 

Office also provided outdoor maximum and minimum temperatures in degrees Celsius (°C) 

during spells of 24 hours (e.g. temperatures from 9pm of 15/01/2007 to 9pm of 16/01/2007 

were used for the 16/01/2007); such temperatures were used specifically for Chapters 7 and 8 

(see respectively method sections in paragraph 7.4 and 8.4 for more details). Mean outdoor 

temperature was always calculated as the average of maximum and minimum temperatures.  

 

3.3.2 Other meteorological variables  

Sunshine duration (hours) and relative humidity (RH) % were also collected for analysis in 

Chapter 5 (seasonal variation in physical activity) and to investigate association of sunshine 

duration with Vitamin D in Chapter 7. Sunshine duration and RH % were considered of 

secondary importance for the scope of this thesis which focuses on outdoor temperature as the 

main exposure variable; moreover, and according to one previous study assessing accuracy of 

meteorological station network measurements, the higher spatial variability of solar radiation 

and RH% in comparison with temperature make them less accurate exposure variables in 

environmental studies (230). Rainfall and wind speed were not investigated because we 

considered them too prone to local fluctuations within short distances and time intervals. For 

analysis in Chapter 5, the percentage of relative humidity (RH%) is a single value recorded 
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each day at 9am ; hours of sunshine were recorded from 00:00 - 23:59 each day (see methods 

section in Chapter 5, paragraph 5.4.3 for more details). Snow precipitation was not explored 

because there was so little during the follow up periods. 

 

3.3.3 Imputation of missing values 

Because not all 35 weather stations covered the entire period (between 01/01/1998 and 

31/10/2014), missing values of maximum temperature, minimum temperature, RH% and hours 

of sunshine were imputed similarly to previous studies (231). The overall percentage of missing 

data was 1.2% (between 0 and 8% depending on weather station). The imputation process 

began by calculating the correlations between all pairs of the 35 stations for each of the 

meteorological variables. To impute the missing values for a given station, the station with 

complete data that had the highest correlation with the station being predicted and that belonged 

to the same BRHS region (South, Midlands, North, Scotland) was chosen as a predictor 

variable in a regression model. The regression model used to predict missing temperatures 

included as predictors temperature in the chosen station, month and the interaction of the two 

variables. Imputed estimates were validated first, by comparing them to observed data values 

for a single year (reference) with completed data for the two stations with the highest 

correlation. Next, the beta coefficients from the model using that reference year was used in 

the imputation of the remaining years (231). The comparison of predictions to actual values 

returned R2 values above 90% for all stations, and for both maximum and minimum 

temperatures. A similar process was used to impute missing RH% and hours of sunshine. 

Imputations were obtained from a regression model including humidity and maximum 

temperature variables from the two weather stations that showed the highest correlation with 

the station being predicted. The comparison of predictions to actual values returned R2 values 

above 75% and 80% for RH% and hours of sunshine respectively. 

3.4 Data used in this thesis 

This thesis uses data from the second participants’ examination (follow up at 20 years, in 1998-

2000) to address the objectives reported in Chapter 6 and 7, and the third examination (follow-

up at 32 years, in 2010-2012) to address the objectives of Chapters 4 and 5. To achieve the 

objectives of Chapter 8, the follow-up data on mortality from CVD and all-causes were 

collected prospectively from the second participants’ examination until the 31/10/2014, and 
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meteorological data collected covered the same period. In addition, some socioeconomic 

variables have been used from questionnaires at 1978-80 (baseline). The next section will 

present how data on physical activity levels, established and emerging risk factors and 

outcomes used in this thesis were collected, processed and defined. 

 

3.4.1 Self-reported physical activity  

The self-reported physical activity data used in Chapters 6 and 7 in statistical analysis were 

collected during 1998-2000, while self-reported physical activity data used in statistical 

analysis of Chapter 8 (methods described in detail in paragraph 3.5.3) were collected in 1998-

2000 (follow-up year 20) and 2010-2012 (follow-up year 32). The same self-completed 

questionnaire on physical activity was used at the two follow-up times (see “Methods” section 

of Chapters 6, 7, and 8 for more details). Men were asked questions relating to their usual 

patterns of physical activity under the headings of (i) regular walking and cycling related to 

daily journeys, (ii) recreational activity including gardening, pleasure walking, and do-it 

yourself jobs and (iii) Sporting activity including for example running, golf, swimming, tennis, 

sailing and digging. A physical activity index ranging from 0 to 46 was derived for each man 

based on the three domains. Scores were assigned for each type and duration of activity on the 

basis of the intensity and energy demands of the activities reported based on Minnesota 

intensity codes (41). The total score is not a measure of total time spent doing physical activity 

but is a relative measure of how much physical activity has been carried out. Participants were 

classified into a six category score based on their physical activity index: inactive (index 0-2), 

occasional (index 3-5; regular walking or recreational activity only), light (index 6-8; more 

frequent recreational activities or vigorous exercise less than once a week), moderate (index 9-

12; cycling or very frequent recreational activities or sporting activity once a week), 

moderately-vigorous (index 13-20; sporting activity at least once a week or frequent cycling, 

plus frequent recreational activities or walking, or frequent sporting activity only), and 

vigorous index ≥ 21. The resulting 6 category score was initially validated against resting heart 

rate and FEV1 from data collected when men were aged 40-59 years in 1978-80 (232). A further 

validation was carried out on data collected in 2010-2012 where the 6 category score was 

compared with objectively measured physical activity, resting heart rate, and FEV1 when men 

were aged 71–93 years (233). Further support for use of self-reported physical activity comes 

from a more recent analysis of the BRHS physical activity questionnaire administered in 2010-
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2012 which was shown to relate strongly to physical activity measured by accelerometers 

during the same period (233). 

3.4.2 Objectively measured physical activity by using accelerometers 

In Chapter 4 and 5 I used objectively measured physical activity data, collected during 2010-

2012 (follow-up year 32). The BRHS men who attended the follow-up examination in 2010-

2012 were asked to wear an Actigraph GT3x accelerometer (Pensacola, Florida) over the right 

hip on an elasticated belt for 7 days, during waking hours, removing it for bathing, swimming 

or showering and returning the device by post. Actigraph accelerometers record physical 

activity “counts” and steps, which both depend upon the frequency and intensity of the raw 

acceleration. The Actigraph GT3X measures accelerations in three individual orthogonal plans 

associated with motion [the vertical (VT), antero-posterior (AP), and medio-lateral (ML) plan], 

and also provides activity counts as a composite vector magnitude of these three axes (VM, 

which is the square root of the sum of the squares of activity counts in each axis). In this thesis 

we used data from the VT axis only, which is the dominant axis for walking based activities or 

in relation to number of steps; in the BRHS the Pearson correlation between VT and steps (by 

minute) was 0.92 (p<0.001) while the correlation between VM and steps (by minute) was 0.86 

(p<0.001). From the VT counts is possible to derive the time spent in physical activity levels 

of different intensities, such as time spent in sedentary behaviour (SB), light physical activity 

(LIPA) and moderate to vigorous physical activity (MVPA). It must be noted that when this 

PhD thesis started in 2014 agreed cut-points for VM counts had not been defined in the 

literature. 

3.4.2.1 Wear time calculation  

First, to separate non-wear time from wear time, a sensitivity analysis was carried out using 3 

different algorithms based on different ‘non-wear time windows’ of 120, 90 and 60 minutes of 

zero counts) in a sample of 100 randomly selected men. We compared the self-reported wear 

time (when the men reported putting on and taking off the accelerometer, see paragraph 3.4.2.3 

“Log diary and questionnaire data”) to the wear time derived from algorithms using 3 different 

non-wear time windows. In the sample of 100 men, the average self-reported wear time per 

day, over 1 week, was 863 minutes (SD=80); the difference between self-report wear time vs 

algorithm wear time was -8 minutes (SD=54), -1 minute (SD=57) and +28 minutes (SD=76) 
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for non-wear time window of 120, 90 and 60 minutes respectively. The algorithm which made 

use of the non-wear time window of 90 minutes performed best with the mean difference being 

closest to zero and the SD of differences being similar to that obtained for 120 minutes and 

smaller than that obtained for 60 minutes; therefore we used that option for the overall 

population. In detail, non-wear time was identified and excluded using the R package “Physical 

Activity” (234), based on (i) periods of continuous zero activity lasting more than 90 minutes 

or (ii) periods of zero activity lasting more than 90 minutes broken only by non-zero counts 

lasting up to 2 minutes, provided no activity counts were detected during both the 30 minutes 

before and after that interval (17), as showed in Figure 3.4. Valid wear days were defined as 

>=600 minutes wear time, and participants with at least 3 valid days were included in analyses 

(Chapters 4 and 5), a conventional requirement for estimating usual PA level (235). Overall, 

98% of BRHS men who wore the accelerometer met this requirement and were included in the 

analysis in Chapter 4 and Chapter 5. 

3.4.2.2 Definition of physical activity levels during wear time  

The number of minutes per day in spent in sedentary behaviour, light physical activity (LIPA) 

and moderate to vigorous physical activity (MVPA) was also derived and categorised using 

VT count-based intensity threshold values of counts per minute (CPM) developed for older 

adults, as in previous studies; the cut-points used (Figure 3.3) were <100, 100-1040, >1040 

CPM for sedentary time (<1.5 METs Metabolic Equivalent of Task), time spent in LIPA (1.5-

2.9 METs) and MVPA (>=3 METs) respectively (221, 236). The percentage of time spent in 

SB, LIPA and MVPA was also calculated using the number of minutes per day spent in each 

of three categories of intensity divided by the wear time in minutes during the same day. 

Subsidiary variables were also defined, including time spent in SB, LIPA and MVPA in bouts 

of different length (e.g. 5, 10, 15, or 30 minutes). The number of sedentary breaks per hour was 

also derived (defined as at least 1 min where the accelerometer registers ≥100 counts/min 

following 1 minute of sedentary time). All physical activity variables were also averaged over 

a valid week of data and the calculation accounted for both valid days and daily wear time. The 

number of sedentary bouts of at least 1 hour (a period of 60 or more consecutive minutes where 

the accelerometer registers <100 CPM) and MVPA bouts of at least 10 minutes (a period of 10 

or more consecutive minutes where the accelerometer registers more than 1040 CPM, which 

did not allow any “grace period” of minutes equal or less than 1040 CPM). As a subsidiary 
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variable to be used in sensitivity analysis, time spent in MVPA in bouts of at least 10 minutes 

were calculated when the accelerometer registers more than 1951 CPM was used (236). 

3.4.3 Log diary and questionnaire data 

For completeness of information, participants completed a log diary while wearing the 

accelerometer detailing when the accelerometer was put on and taken off during the seven days 

of wear. Participants’ log diaries were checked and matched against accelerometer data to 

verify the date on which they started wearing the device. During the first 3 days the respondents 

were also asked to report the type of activity (e.g. housework, gardening, preparing meals, 

watching TV) that they did during each hour of the day. Participants were asked to send back 

the accelerometer and log-diary questionnaire by post (expenses were covered by the BRHS) 

as soon as possible after the 7th day of wear as the accelerometer battery lasts approximately 

three weeks. 

3.4.4 Physical and blood measurements 

3.4.4.1 Anthropometric measurements 

During physical examinations in 1998-2000, height and weight were measured while the 

participants were standing, in light clothing and without shoes. Height was measured with a 

Harpenden stadiometer to the last complete 0.1 cm. Weight was measured with a Soehnle 

digital electronic scale to the last complete 0.1 kg. At physical examination in 2010-2012, 

height and weight were measured using the same procedure, but using the Tanita MA-418-BC 

body composition analyser (Tanita, Tokyo, Japan). Body mass index (BMI) was calculated for 

each man in Kg/m2. 

3.4.4.2 Blood pressure 

Blood pressure (BP, in mmHg) collected at the physical examinations in 1998-2000 (follow-

up year 20) was measured in duplicate in the right arm with a Dinamap 1846SX automated 

blood pressure monitor (Critikon Inc, Tampa, USA) with the participant seated and the arm 

supported (237). During 2012-2012 (follow-up year 32) BP was measured using an Omron 

blood pressure recorder twice in succession in the right arm, with the subject seated and the 

arm supported. At each examination, blood pressure was adjusted for observer variation (238), 

and the mean of the two blood pressure recordings was used in this thesis. 
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3.4.4.3 Lung function  

At the physical examinations in 1998-2000, lung function measured in litres (Forced Expiratory 

Flow after 1 second [FEV1], and  Forced vital capacity [FVC]) was measured using a 

Vitalograph. The final value used in all analysis was the best performance out of three readings. 

The lung function measurements for each participant were adjusted by height using a standard 

method (239): adjusted FEV1 = observed FEV1 *(1.73/height)2, where height is measured in 

metres and 1.73 is the mean height for the population. 

3.4.4.4 Lipids 

At the physical examinations in 1998-2000, cholesterol levels (in mmol/L) after collection were 

analysed at the Department of Chemical Pathology, Royal Free Hospital. Fasting serum total 

cholesterol and high density lipoprotein (HDL) cholesterol, and triglycerides were measured 

using an automated analyser Hitachi 747 (Hitachi, Tokyo, Japan) (201). Low density 

lipoprotein (LDL) cholesterol was calculated using the Fredrickson-Friedewald equation (240). 

Triglycerides and LDL cholesterol concentrations were adjusted for the period of fasting and 

the time of day the blood sample was taken (201).  Intra- and inter-assay coefficient of 

variations were ≤6.5% for HDL-Cholesterol, ≤3% for total cholesterol and triglycerides. 

At the physical examinations in 2010-2012, cholesterol levels and triglycerides were measured 

at the Department of Chemical Pathology, Royal Free Hospital (241) with enzymatic 

colorimetric assays using methods of Nauck et al and Wahlefeld et al, respectively (242, 243). 

Intra- and inter-assay coefficient of variations were ≤2% for HDL-Cholesterol, total cholesterol 

and triglycerides. 

3.4.4.5 Inflammatory and haemostatic factors 

Haemostatic and inflammatory markers were also analysed in citrated blood plasma at the 

Department of Medicine, University of Glasgow (244, 245). The risk factors and their units of 

measurement were as follows: CRP (mg/L), IL-6 (pg/mL), Fibrinogen (g/L), PV (mPa.s), t-PA 

(ng/mL), vWF (IU/dL), D-dimer (ng/mL), and Vitamin D (ng/mL). 

During 1998-2000 examinations, plasma D-dimer, PV, and t-PA levels were measured using 

an enzyme-linked immunosorbent assay (ELISA; Biopool AB, Umeå, Sweden), as was vWF 
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antigen (Dako, High Wycombe, UK). C-reactive protein was assayed using ultrasensitive 

nephelometry (Dade Behring, Milton Keynes, UK). IL-6 was assayed using a high-sensitivity 

ELISA (R & D Sys-tems, Oxford, UK). Fibrinogen was assayed using an automated Clauss 

assay in a coagulometer (MDA-180, Organon Teknika, Cambridge, UK). For plasma Vitamin 

D, measurement of 25OHD was performed on EDTA-anticoagulated plasma via a high-

throughput method for the measurement of 25OHD3 and 25OHD2 using a gold-standard liquid 

chromatography-tandem mass spectrometry method following an automated solid-phase 

extraction procedure. Our method is calibrated and controlled using reagents from 

Chromsystems GmbH (Manchester, United Kingdom) and is currently in routine clinical use. 

The lower limit of sensitivity was 4 ng/mL for both 25OHD3 and 25OHD2. Results are 

reported as total 25OHD (25OHD2, plus 25OHD3); virtually all participants had an 

undetectable 25OHD2 which is commensurate with results observed in routine National Health 

Service use (246). Intra- and inter-assay Coefficient of Variations (CVs) were, respectively: 

4.1% and 6.6% for t-PA; 3.2% and 4.2% for vWF; 4.7% and 5.2% for D-dimer; 4.7% and 8.3% 

for CRP; 7.5% and 8.9% for IL-6; 2.6% and 3.7% for Fibrinogen, 6.2% and 7.9% for VitD and 

PV.  

At the physical examinations in 2010-2012, a slightly reduced number of variables were 

measured (at this occasion Fibrinogen, Vitamin D, and PV were not measured). The 

Department of Medicine, University of Glasgow analysed fasting venous blood samples for 

IL-6 (pg·mL−1), CRP (mg·L−1), tPA (ng·mL−1), vWF (IU·dL−1), and D-Dimer (ng·mL−1). 

CRP was assayed using ultrasensitive assay on an automated clinically validated analyzer 

(e411; Roche, Burgess Hill, UK) using the manufacturer’s calibrators and controls (coefficient 

of variation 6.9%). Plasma levels of high-sensitivity IL-6 (R&D Systems, Oxon, UK), tPA and 

D-dimer (Asserachrom assays; Stago, Theale, UK), and vWF antigen (Technozym assay; 

Pathway Diagnostics, Dorking, UK) were measured using enzyme-linked immunosorbent 

assays. Intra- and interassay coefficients of variation, respectively, were as follows: 5.9% and 

11.6% (IL-6), 5.5% and 4.1% (tPA), 14.1% and 14.3% (vWF), 5.4% and 3.2% (D-dimer). 
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3.4.5 Socioeconomic circumstances and life-style variables 

3.4.5.1 Socioeconomic position 

Adult socioeconomic position was defined as the longest held occupation of participants as 

recorded at study entry (aged 40-59 years), via a nurse-administered questionnaire in 1978-80 

(Appendix VIII). The Registrar General’s Classification of Occupations (247) was used to 

classify subjects into six occupational social class categories: I (professional occupations e.g. 

barristers, physicians, engineers), II (intermediate occupations e.g. teachers, sales managers), 

III non-manual (skilled non-manual occupations e.g. clerks, shop assistants), III manual 

(skilled manual occupations e.g. bricklayers, coalminers), IV (partly skilled occupations e.g. 

bus conductors, postmen) and V (unskilled occupations e.g. porters, general labourers). 

Occupational social classes were categorised into three groups: non-manual (social classes I, 

II, III non-manual) and manual (social classes III manual, IV, V) and Armed Forces. 

When comparing the social class status measured at baseline in 1978-1980 vs follow-up in 

1998-2000, the majority of the non-manual and manual social class groups remained within 

the same group (86% and 83% respectively). The proportion of subjects who had changed 

social class status from baseline was 9%. Thus, the longest-held occupation was considered to 

be a stable marker of social class; therefore, it is also likely to fulfil the criterion of using a 

single measure of adult social class in statistical analysis. This would act as a reference point 

over the entire study period covered by this thesis, as it was considered to most adequately 

reflect the socioeconomic position of the BRHS men for most of their adult life. In conclusion, 

the longest-held occupation was used as the main measure of adult socioeconomic position in 

the thesis. 

In additional to occupational social class, information was collected on other measures of 

socioeconomic position. The 20 year re-examination questionnaire in 1998-2000 asked 

participants about car and house ownership, and whether they had central heating at home 

(Appendix V). 

3.4.5.2 Smoking status 

Detailed questions on cigarette smoking habits were obtained from the self-completed 

questionnaire during 1998-2000 and 2010-2012. Participants were asked whether they had ever 
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smoked cigarettes regularly (at least 1 a day), whether they smoke cigarettes at present and, if 

not, at what age they gave up smoking. From the information given, men were classified into 

three cigarette smoking groups (never smoked; ex-smokers; current smokers) (93). 

3.4.5.3 Other personal circumstances 

During 1998-2000 and 2010-2012 follow-ups, the BRHS men were asked what their marital 

status was (single; married; widowed; divorced/separated; other); this variable was 

dichotomised as married vs not in statistical analysis. 

During 2010-2012, BRHS men were asked “do you have any difficulties getting about 

outdoors?” which was grouped as “none”, “slight” and “moderate/ severe/ unable to do”.  Men 

were also classified as having vision problems if they had one or more of glaucoma, macular 

degeneration or cataract, as in advanced age these are primary causes of visual dysfunction 

(248, 249).  Men scoring >=2 on the 4-item Geriatric Depression score were classified as 

depressed (250). Participants completed the Lubben scale of social isolation which asks about 

interactions with family members and with friends, men scoring <12 were classed as at risk of 

social isolation (251). Participants reported which forms of transport they used regularly (car, 

public transport, dial a ride, walk or cycle); this variable was finally dichotomised: one category 

included those who reported walking or cycling (active transport); a second category included  

those who selected car, public transport and dial a ride. Information on participants’ disability 

were collected: mobility limitation was determined by asking participants whether they had 

difficulty in getting about outdoors; three categories were created: none, slight, and severe 

mobility limitations/unable to do). 

3.4.6 Prevalent disease 

During 2010-2012 follow-up, BRHS men were classified according to the number of chronic 

conditions according to whether they recall a doctor telling them (previous heart attack, heart 

failure, angina, diabetes, stroke, osteoporosis, claudication, Parkinson’s disease, chronic 

kidney disease and cancer). Participants provided a ’yes/no’ response to each question. The 

number of chronic conditions were categorised as None, 1 or 2, and 3+ chronic conditions. 
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3.4.7 Incident disease 

The two main outcome variables assessed in this thesis are CVD mortality and all-cause 

mortality. Fatal cases were ascertained through the National Health Services Central Registers 

(death certificates with International Classification of Diseases-Ninth Revision) as described 

in section 3.2.4.4). CHD fatal events were classified with ICD-9 codes 410-414. For stroke 

fatal events, indicating deaths with cerebrovascular disease as the underlying cause, the ICD9 

codes 430–438 were used. CVD mortality was defined as all fatal CVD deaths (ICD-9 codes 

390-459). All-cause mortality was defined as death from any cause. CVD mortality and 

mortality from all-causes were collected prospectively from the second participants’ 

examination in 1998-2000 until 31/10/2014. 

3.5 Statistical methods 

All statistical analyses were carried out using Stata versions 12-14 (Stata Corp., College 

Station, Texas). The recurrent statistical methods used in this thesis are described below. 

However, statistical analyses are described in more detail in each Chapter. 

3.5.1 Generalised regression models 

Generalised linear models are used to analyse the relationship between an exposure variable 

and an outcome variable (252). Specifically, linear regression is used to relate a continuous 

outcome variable (y) to exposure variables (x) as follows: 

Y = β0+ β1X+ Ꜫ 

β0 is the intercept (the value of y where x = 0) and β1 is the regression coefficient (the increase 

in y for every unit increase in x), and Ꜫ is the error term. The error term Ꜫ is as assumed to be 

Gaussian distributed, with zero mean and variance independent of the value of x. Linear 

regression assumes that for any value of x, y is normally distributed and that the magnitude of 

the scatter of the points about the line is the same for all values of x. In this thesis the linear 

regression technique was used in combination with multilevel modelling (a generalization of 

regression methods) to assess the cross-sectional associations examined in Chapters 4, 5, 6 and 

7. 
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3.5.2 Multilevel models 

Multilevel models, also known as mixed models (252) are widely used in epidemiological 

studies having a hierarchical or clustered structure, and have an extended range of assumptions 

compared with other major general linear models (e.g., ANOVA, linear regression). The 

complex nature of a study design such as the BRHS necessitates the use of such models. 

Multilevel models recognise the existence of data hierarchies (see section “Methods” in 

Chapters 4, 5, 6 and 7 for details specific to those hierarchies in analyses) and have the ability 

to separately estimate the predictive effects of an individual predictor and its cluster-level mean 

(or a predictor measured just at cluster level), taking into account for residual components at 

each level in the hierarchy (252). Multilevel modelling can also be used to analyse repeated 

measures data, as when a dependent variable is measured in individuals several times over a 

certain period (see section “Methods” in Chapters 4 and 5); in this case the repeated 

measurements can be thought of clustered within individuals.  

Multilevel models can be used on data with many levels (≥2), although in this thesis 2-level 

models were used. In the case of a two levels model with one dependent variable and one 

predictor, the dependent (outcome) variable is always investigated at level 1, as reported below 

Equation at level 1: 

Yij = β0j+ β1j Xij + Ꜫij 

 

where: 

• the subscript j defines the groups (level 2) and the subscript i refers to the individual-

level data (level 1) 

• Yij refers to the value of the dependent variable at level 1 (subscript i refers to the 

individual case, subscript j refers to the group) 

• Xij refers to the predictor at level 1 

• β0j refers to the intercept of the dependent variable in group j (level 2). 

• β1j refers to the slope for the relationship in group j (level 2) between the predictor at 

level 1 and the dependent variable. 

• Ꜫij refers to the error term of prediction for the level 1 equation 
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In comparison with a standard regression model which does not recognise levels, the multilevel 

models approach assumes that each group has a different intercept β0j, and different slopes 

coefficients β1j. This is indicated in the equation by attaching a subscript j to the regression 

coefficients. Because the regression coefficients β0j and β1j vary across the groups, this 

variation can be modeled at the group level (or level 2): 

 

Equation at level 2: 

β0j = ϒ00 + ϒ01 Wj + U0j 

β1j = ϒ10 + ϒ11 Wj + U1j 

 

where: 

• Wj refers to the predictor at the level 2;  

• ϒ00 refers to the overall intercept. This is the grand mean of the scores on the dependent 

variable across all the groups when all the predictors are equal to zero 

• ϒ01 is the slope of the regression coefficient used to predict β0j from Wj 

• U0j refers to the error term in the equation for β0j  

• ϒ10  refers to intercept of the regression coefficient used to predict β1j from Wj 

• ϒ11 is the slope of the regression coefficient used to predict β1j from Wj 

• U1j refers to the error term in the equation for β1j  

 

3.5.2.1 Random intercept models  

This is the case of a model where intercepts are allowed to vary, and therefore, the value of the 

dependent variable for each single observation (level 1) is predicted by the intercept that varies 

across groups (level 2). This model assumes that slopes are fixed (the same across different 

contexts). A random intercept model was used in Chapters 5, 6, and 7 (see methods section in 

paragraph 5.4, paragraph 6.4, and paragraph 7.4 for further details on which explanatory 

variables were set at level 1 and 2).  

3.5.2.2 Random intercept and slope models 

This is the case of a model where both intercepts and slopes are allowed to vary across groups, 

meaning that they vary according to the level 2 unit. This model was used in Chapter 4 to 
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estimate the change in physical activity levels during the day (derived for 3 points in time: 

morning, afternoon, and evening) and across BRHS men (see methods section in paragraph 

5.4, for further details on which explanatory variables were set at level 1 and 2). 

3.5.3 Survival analysis and Cox proportional hazards regression analysis 

Survival analysis is used to investigate the probability of having an event when time to a binary 

event is the main outcome of interest (252). Survival time for each participant is the time from 

a predetermined start point e.g. entry into the study, until the occurrence of the event of interest. 

For some participants the time to the event of interest may be censored, if the event has not 

occurred at the end of follow-up, they were lost to follow-up after a certain date or if they die 

from a cause other than the event of interest. Cox proportional hazards regression analysis is 

used to examine the association between an exposure variable and a time to event outcome 

variable, and is the most commonly used approach to the regression analysis of survival data. 

It assumes the ratio of the hazards comparing different exposure groups is constant over time, 

which is known as the proportional hazards (PH) assumption, that can be tested with the 

Schoenfeld’s global test for the violation of proportional hazards assumption (253). In 

summary, the test concerns whether the slope of scaled residuals from the model against time 

is zero or not. If the slope of the residuals is not zero then the PH assumption has been violated. 

The mathematical form of the Cox proportional hazards model is:  

h(t)=h0(t) × exp(β1 x1 + β2 x2 +...+ βpxp) 

where h(t) is the hazard at time t, h0(t) is the baseline hazard (the hazard for an individual in 

whom all exposure variables = 0) at time t, and x1 to xp are the p exposure variables. 

The hazard ratio comparing exposed and unexposed individuals at time t is: 

HR(t) = h0(t) × exp(β1)/h0(t) = exp(β1) 

where β1 is the coefficient for the relationship between the predictor and the outcome variable 

associated with 1 unit increase in a single exposure variable x1, assuming x2, …, xp remain 

constant. 
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Survival analysis and Cox proportional hazards regression analysis has been used to assess the 

prospective associations between outdoor temperature, physical activity, and CVD risk factors 

with the risk of cardiovascular mortality and all-cause mortality during 1998-200 to 31/10/2014 

in Chapter 8. Specifically, a time-varying Cox model was used because outdoor temperature 

(exposure variable) has been fitted in the model as a time-varying risk factor. For this model to 

work it is essential to organize the data in a specific longitudinal form (see Chapter 8 for more 

details, paragraph 8.4). In summary, the time-varying risk factors in Cox models refers to serial 

measurements of that risk factor during the follow-up time. Most statistical packages such as 

Stata and R will easily do this analysis. However, the interpretation of the coefficient needs to 

be clarified; in a time-varying covariates analysis, the follow-up time for each patient is divided 

into different time windows (1 day, 1 month, 1 year, etc). First, for each time–window, a 

separate contribution to the partial likelihood function is calculated using the value of the time-

dependent variable for all participants still at risk at the beginning of that specific time window. 

These are multiplied together for all time windows to produce a likelihood function to be 

maximised. The final HR, derived from a weighted average of effects observed at each time 

window, refers to the instantaneous relative risk for an individual with a particular covariate 

value (254). Alongside time dependent variables it is possible to fit non-time-dependent 

variables, which are fixed by definitions made. For example, social class in the BRHS was 

based on the longest held occupation (see paragraph 3.4.5.1); this explains why it was fitted in 

model as a non-time dependent variable. 

This chapter has described the reasons for using BRHS data in this thesis, and a summary of 

such reasons have been already offered in Chapter 1 (paragraph 1.4.4), therefore this will not 

be repeated here. I would like to highlight here that the linkage of the BRHS data with outdoor 

temperature measurements collected from 1998 to 2014 was possible thanks to a collaboration 

with the UK Meteorological Office (see paragraph 1.4.2). This linkage allowed the statistical 

analysis performed in Chapter 5, Chapter 7, and Chapter 8). Lastly, the BRHS data allow an 

investigation of diurnal variation in CVD risk factors (as specified in paragraph 1.4.3). 

However, the diurnal variation in CVD mortality cannot be directly studied because the time 

of the death within the day was not collected. This will be further discussed in Chapters 6 and 

9.  
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Table 3.1 Standardised mortality ratios for cardiovascular disease in men aged 35-65 years in 1969-73 in 

the 24 British Regional Heart Study towns 

Town 

Standardised mortality 

ratios for 

cardiovascular disease 

in men aged 35-65 

years in 1969-73 

Men examined (n) Response rate (%) 

Ayr 140 301 70 

Bedford 80 303 73 

Burnley 114 286 80 

Carlisle 121 389 85 

Darlington 109 382 82 

Dewsbury 142 326 79 

Dunfermline 118 350 80 

Exeter 90 332 84 

Falkirk 98 308 75 

Gloucester 84 309 73 

Grimbsy 96 318 71 

Guildford 78 335 82 

Harrogate 82 280 77 

Hartlepool 101 334 70 

Ipswich 92 362 85 

Lowestoft 85 324 83 

Maidstone 99 319 72 

Mansfield 95 321 80 

Merthyr Tydfil 135 282 76 

Newcastle-upon-Lyme 115 293 77 

Scunthorpe 109 313 76 

Shrewsbury 95 310 83 

Southport 114 322 80 

Wigan 134 337 77 
    

Data source: Adapted from Shaper et al (226)   
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Figure 3.1 British Regional Heart Study towns geographic location 

 

Data source: Pocock et al. British Regional Heart Study: geographic variations in 

cardiovascular mortality, and the role of water quality. Year 1980 (228) 
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Figure 3.2 Geographic location of BRHS towns and UK Meteorological Office Stations  
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Figure 3.3 Raw accelerometer data of one BRHS participant over the course of one day, and physical 

activity cut points (sedentary behaviours, light and moderate-to-vigorous physical activities) 
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Figure 3.4 Physical activity data processing: identifying wearing time and non-wearing time in raw 

physical activity data (VT axis counts) by minute  

 

Note: A period of non-wear time is a period with at least 90 minutes of consecutive zero counts, 

or a period of at least 90 minutes in which periods of 30 minutes of zero counts are interrupted 

by up to 2 minutes of non-zero counts. 
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 DIURNAL VARIATIONS IN PHYSICAL ACTIVITY 

LEVELS 

4.1 Summary 

Physical activity plays a crucial role in disease prevention particularly in older adults 

who are the least active and most sedentary age group. Previously published papers 

about physical activity in older adults, recognise that older adults can benefit greatly 

from increased physical activity levels. Difficulties in changing the persistently low 

levels of physical activity in older populations may be in part due to a lack of 

understanding of variations in daily patterns of activity levels in free living adults. To 

date, literature about how physical activity varies over the course of the day is sparse 

for older adults, and broadly shows that global measures of total activity are higher in 

the morning than in the evening. This Chapter examined how habitual physical activity 

varies over the course of the day among older British men. Additionally, and uniquely, 

the extent to which daily patterns in physical activity are modified by key individual 

factors (socio-demographic and health indicators) was explored. At the 32 year re-

examination in 2010-2012, the surviving British Regional Heart Study (BRHS) men 

resident in the UK (n=3137, aged 71-91 years) were invited to attend a physical 

examination and were asked to wear a GT3x Actigraph accelerometer over the hip for 

one week.  1455 of 3137 men (46.4%) participated;  1329 men had complete data 

(measures of physical activity for at least 45 valid wear minutes per hour of wear and 

information on covariates of interest). From accelerometer raw data, percentages of 

time spent in sedentary behaviour (SB, <100 counts per minute [CPM]); in light 

(LIPA, 100-1040 CPM) and in moderate to vigorous PA (MVPA, >1040 CPM) were 

derived. The percentage of time spent in MVPA was highest in the morning, peaking 

at 10-11am (8.4%), and then declining until the evening, with the exception of a small 

increase at 2-3pm.  LIPA followed a similar pattern. Conversely, SB levels were 

lowest in the morning and increased throughout the day, peaking at 9pm (88%). 

Multilevel models were used to assess associations between period of the day and 

physical activity levels; the average time spent in SB increased in the afternoon (+9 

percentage points) and evening (+21 percentage points) when compared to morning. 



Chapter 4 Diurnal variations in physical activity levels 

87 

 

Conversely, time spent in LIPA decreased by -6% and -16% percentage points during 

afternoon and evening respectively. Whether the daily patterns in activity varied by 

key variables related to health status was assessed: four key variables (age, presence 

of multiple chronic conditions, having mobility limitations and being obese) all had a 

disproportionate impact on the morning peak of activity, such that the oldest, obese, 

least healthy and least mobile men had a greater reduction in the morning peak in 

activity whereas reductions in afternoon and evening activity levels were less marked 

in these groups.  

 

4.2 Introduction 

Physical activity (PA) declines with increasing age (223, 255) and older adults, 

especially the oldest old, are the least active age group in the population (220, 256, 

257). PA levels of older adults are generally low and levels of sedentary behaviour 

(SB) are high (15-17). To implement effective strategies to increase PA and reduce 

SB, it is important to understand patterns of both PA and SB, as they are two 

independent risk factors for mortality (18, 258). For example, understanding when 

peaks and dips in physical activity levels occur over the course of the day is important 

for dissemination of public health messages to older adults and health care 

professionals working with older adults. Accelerometers permit objective and accurate 

assessment of physical activity in population-based studies and, of special 

consideration for older adults, reduce the impact of recall bias (over or under 

reporting), participants memory loss or cognitive impairment (19). Accelerometers 

record physical activity levels at very short time intervals (e.g. 1 minute or shorter 

intervals), therefore they can give insight into how activity levels vary over the course 

of the day. However, to date there is very little evidence on how PA and SB are 

structured throughout the day among older people. Existing studies suggest that older 

adults were more active in the mornings than during afternoons and evenings (15, 16, 

220, 221, 223). Moreover, and among older people (60+ years old), there has been a 

suggestion that age can impact the diurnal patterns of activity; for example, among 

free-living people from Baltimore, USA, aged 75+ years old vs 60-67 years old, the 
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physical activity levels appeared to be especially low in the afternoon and evening 

(223).  

 

A common limitation of previous studies was the small sample size and the focus on 

a limited number of physical activity variables, such as global measures of activity 

(e.g. counts per minutes, CPM) and moderate to vigorous physical activity MVPA (15, 

16, 220, 221, 223). Such studies did not consider a wider range of variables including 

different activity intensities as light physical activity (LIPA), SB and duration of bouts 

of activity (222). Moreover, it is plausible that risk factors more common in older age, 

such as obesity, can potentially modify the diurnal variations in physical activity; 

however, this was not demonstrated in previous studies. In older adults,  I would expect  

CPM and steps to be higher in the morning, as in previous studies (220, 223), and to 

find a similar pattern for the time spent in LIPA and MVPA. I would also expect SB 

to be lower in the morning. Over the course of the day I would expect a gradual decline 

in the physical activity levels (223), and more time spent in sedentary behaviours 

especially during the evening.  

 

4.3 Objectives 

The aim of this Chapter is to investigate diurnal variations in objectively measured 

physical activity levels in older men from the British Regional Heart Study (BRHS). 

The specific aims of this Chapter are:  

1) Do physical activity variables (LIPA, MVPA, and SB) vary over the course of 

the day in older adults? 

2) Are diurnal variations in physical activity variables in older adults modified by 

age and other individual risk factors? 

Secondary objective: 

3) to describe diurnal variations of total volume in physical activity (CPM and  

steps) and important components of UK national PA guidelines, such as long 

bouts of SB (≥60 minutes) and MVPA bouts of at least 10 minutes 
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4.4 Methods 

4.4.1 Participants  

The 32-year follow-up of the BRHS took place in 2010-2012 and was previously 

described in Chapter 3, paragraph 3.2.4.1 and 3.2.4.2. In summary, the surviving 

BRHS participants resident in the UK (n=3137) were invited to attend a physical and 

blood examination and to wear a GT3x Actigraph accelerometer over the hip for one 

week. 1454 of 3137 men (46.4%) participated (see flow chart in Figure 4.1). The men 

were also asked to complete a questionnaire measuring socio-demographic 

characteristics, life style factors, and health behaviours (all variables were described 

in Chapter 3.4 “Data used in this thesis”). BRHS men included in the present Chapter 

4 (as well as in Chapter 5) were independently mobile (not confined to wheelchair) 

and community dwelling (not in residential care homes).   

4.4.2 Physical activity assessment 

The objective physical activity assessment (e.g. accelerometer wear protocol, wear 

time calculation and derivation of PA measures) was described in the methods section 

of Chapter 3 (see paragraph 3.4.2.1 and 3.4.2.2), while the supporting role of the log 

diaries was described in paragraph 3.4.2.3. In summary, participants who attended the 

32-year follow-up were asked to wear an Actigraph GT3x accelerometer (Pensacola, 

Florida) over the right hip on an elasticated belt for 7 days, during waking hours, 

removing it for bathing, swimming or showering and returning the device by post. For 

this Chapter the main PA measures of interest were the percentage of the day spent in 

SB, LIPA and MVPA.  

4.4.3 Statistical methods 

4.4.3.1 Descriptive statistics 

To give a general overview of the within day variation of total PA, counts per minute 

and steps were plotted against hour of day (e.g. from 09:00 to 09:59, from 10:00 to 

10:59, etc.). The main outcome variables were the proportions (percentages) of the day 

spent in (1) sedentary behaviour, (2) light PA and (3) moderate to vigorous PA. Each 
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outcome was calculated according to hour of the day, with the number of minutes that 

the accelerometer was worn in that hour used as the denominator.  Due to sparse data 

in early morning and late evening, we examined the mean activity counts per hour 

between 7.00 am and 10.59 pm. Only hours with ≥ 45 valid wear minutes were 

included. As a descriptive analysis the percentage of time spent in SB, LIPA and 

MVPA was plotted against hour of day. Pearson’s correlations of LIPA with MVPA, 

LIPA with SED, and MVPA with SED were also calculated across men and each hour 

of accelerometer wear over the course of 1 week. 

 

The mean percentage of each hour of the day spent in sedentary bouts of at least 1 hour 

and MVPA bouts of at least 10 minutes (definitions in Chapter 3, paragraph 3.4.2.2) 

was also calculated and plotted against hour of the day. For example, if a bout started 

within 10:00 and 10:59 hours, then this would be labelled as “10am bout” (see results 

section - paragraph 4.5.1, and Figure 4.8). 

 

4.4.3.2 Associations between period of the day and physical activity levels 

The day was divided in 3 periods [morning (7am-12.59pm), afternoon (1pm-6.59pm) 

and evening (7pm-10.59pm)]. Each period had a minimum of 2 valid hours of wear 

time. Next, the associations between period of the day and SB, LIPA and MVPA 

(outcomes) were investigated.  

 

The distributions of each outcome were investigated before carrying out statistical 

models: percentage of MVPA distribution was highly positively skewed as reported in 

previous studies (259, 260). MVPA data were highly over-dispersed with variance 5 

to 6 times higher than the means within each period of the day, so a negative binomial 

model was used to investigate the associations between period of the day and 

percentage of time spent in MVPA. Linear multilevel regression models were used to 

investigate the associations between period of the day and percentage of time spent in 

LIPA and SB (normally distributed). 
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Two level random-intercept and random-slope models were used: in all models Level 

1 was period of the day and Level 2 was the individual.  At Level 2, all statistical 

models were additionally adjusted for age, region, mobility limitations, number of 

chronic conditions, BMI, depression, smoking status, social isolation, social class, use 

of public transport, and vision problems.  These variables are worth adjusting for as 

their relationship with outcome is known a priori to be strong in the BRHS (17), 

although it is unlikely these variables are related to exposure (period of the day). 

Including such covariables in the model would have the scope of reducing the standard 

error and increasing in precision of the estimates of the effect of our exposure variable. 

The models were additionally adjusted for season, but the physical activity variation 

by season will be presented in Chapter 5, and not further investigated here. The random 

slope in the models allowed us to estimate variations in PA levels over the day varied 

between different men. The estimated slopes over the course of day were reported as 

mean differences between afternoon vs morning (baseline), and evening vs morning 

(baseline). In negative binomial models the results were reported as rate ratios (RRs) 

(261). A RR is as multiplicative factor: any deviation from 1 indicates a percent 

difference in the outcome relative to the respective reference category (baseline) in the 

exposure variable. Beta coefficients were reported to estimate the difference in time 

spent in SB and LIPA between the categories of each explanatory variable against the 

reference.   

 

4.4.3.3 Interaction of period of the day with individual factors on PA and SB 

From one previous study there was evidence that age can modify the diurnal patterns 

of activity; in the Baltimore Longitudinal Study of Aging (n = 611, 50% male, mean 

age 67 years), participants over 75 years of age decreased their activity over the day 

to a greater extent than those aged 60-67 (223). Also, it is plausible that risk factors 

common in older age, such as obesity among others, can potentially modify the diurnal 

variations in physical activity; however, this was not demonstrated in previous studies. 

Therefore, I explored whether the diurnal patterns in activity were modified by 

individual risk factors known to be strongly associated with the physical activity 

outcomes in the BRHS (17): (i) age group (71-75, 75-79, ≥80 years); (ii) BMI category 



Chapter 4 Diurnal variations in physical activity levels 

92 

 

(<25, 25-30 and ≥30 kg/m2);  (iii) number of chronic conditions (none, 1-2, ≥3); (iv) 

mobility limitations (none, slight, moderate/severe/unable to do). There seemed no a 

priori rationale or prior scientific evidence for testing the interaction of period of the 

day with other risk factors such as social class, depression and smoking; therefore, I 

limited my investigation to those factors in relation to physical activity using 

descriptive plots (see paragraph 4.4.3.1); social class, depression and smoking were 

still included as confounders in statistical models (see paragraph 4.4.3.2).  

 

In all interactions tests, an overall Wald test for interaction between the categories of 

the explanatory variables and period of the day (morning, afternoon and evening) was 

used. 

4.5 Results   

1454 of 3137 men (46.3%, see Figure 1) participated; mean age was 78.4 years (range 

71-93). The characteristics of the study participants are shown in Table 4.1. Men who 

agreed to participate were about 2 years younger and more likely from non-manual 

social class; also, 10 years previously they had a lower BMI and were less likely to 

smoke cigarettes compared to men who did not participate.  Participants took on 

average 4800 steps per day and spent 72.6% of the day in SB, 22.9% in light activity 

and 4.5% in MVPA (618, 196 and 39 minutes per day respectively).  Participants had 

a mean of 6.7 (SD=0.8) valid days of accelerometer wear. 1329/1454 men (91.3%) 

had complete data [at least 2 valid hours of wear time in each period of the day 

(morning 7:00-12:59, afternoon 13:00-18:59, evening 19:00-22:59, and data on all 

covariates], and the same patterns of associations with characteristics in Table 4.1 are 

seen in the reduced sample. From this point forward all results refer to the 1329 men 

(complete case analysis). 

 

4.5.1 Descriptive statistics 

On average, the volume of PA indexed by both accelerometer CPM and the number 

of steps peaked around 10am and then declined until a small further increase at 2pm 

followed by a long decline until 9pm and then a small increase after 10pm (Figure 
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4.2).  Figure 4.3 shows the average percentage of time spent in PA of different 

intensities (SB, LIPA and MVPA) plotted against hour of the day. The correlation 

(n=130506 observations across men and hour of the day over 1 week) of LIPA and 

MVPA was r=0.21, p<0.001; time spent in SB was negatively correlated with LIPA 

(r=-0.88, p<0.001) and with MVPA (r=-0.64, p<0.001). The pattern in daily variation 

of MVPA and LIPA closely followed the pattern observed for CPM. At around 10am, 

the proportions of each hour spent in LIPA and MVPA peaked (at approximately 30% 

and 8% of all activity respectively) and then declined until 1pm, followed by a slight 

increase in the afternoon around 2-3pm and then a long decline until around 9pm, 

when light activity accounted for only approximately 10% and MVPA 1% of each 

hour.  Conversely, SB levels increased throughout the morning, with a steeper increase 

before 1pm and then a small dip around 3pm, followed by a slow increase to a peak of 

over 80% spent in SB between 8-9pm, followed by a slight decline after 9pm (Figure 

4.3). Univariable descriptive plots show hourly patterns of different intensities of 

physical activity stratified by age, mobility limitations, number of chronic diseases, 

BMI categories, geriatric depression score and smoking status (Figures 4.4 and 4.5) 

and by social isolation, social class, active transport and vision problem, season (winter 

vs summer) and day of the week (Figures 4.6 and 4.7).  In most cases, the patterns of 

mean percentage of SB, LIPA and MVPA by hour of the day followed a consistent 

pattern of peaks and dips at the same time of day. Descriptive plots of sedentary and 

MVPA bouts (Figure 4.8) showed consistent results with patterns in Figures 4.4-4.7. 

49.0% of the sedentary bouts lasting ≥60 minutes over a valid week occurred in the 

evenings; most started between 8-9pm (13.6%) or 9-10pm (14.0 %).  Conversely, most 

(59.5%) of MVPA bouts lasting ≥10 minutes over a valid week occurred in the 

morning and in particular when the peaks of MVPA were reported, at 10am (15.9%) 

and 11am (16.4%). 

 

4.5.2 Associations between period of the day and physical activity levels 

Associations of period of the day (evening or afternoon vs morning) with time spent 

in physical activity and sedentary behaviour each day were estimated using multilevel 

models. The magnitude and significance of the associations did not differ greatly when 
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adjusted for just one explanatory variable at a time or with further adjustments for all 

explanatory variables together, hence the fully adjusted results are reported (Table 

4.2).  The average time spent in SB increased in the afternoon (+9 percentage points) 

and evening (+21 percentage points) when compared to morning (Table 4.2, Model 1). 

Conversely, time spent in LIPA decreased by -6% and -16% percentage points during 

afternoon and evening respectively (Table 4.2, Model 2). Table 4.2 also reports 

associations of individual factors with the physical activity outcomes. The percentage 

of time spent in SB each day was significantly higher and the percentage of the day in 

LIPA was significantly lower in the following groups; age ≥80 years, any mobility 

limitations, three or more chronic diseases, and obese.  Total levels of SB were higher 

in the men who were depressed and did not use active transport, although LIPA did 

not vary by these characteristics.  Neither LIPA nor SB differed by social class, 

presence of social isolation or vision problems.  

 

The MVPA results were reported as RRs rather than beta coefficients, due to non-

normality of the outcome distribution (Table 4.3). The decline in MVPA was 

particularly marked over the course of the day; compared to the morning, levels of 

MVPA (>1040 CPM, Table 4.3 Model 1) declined substantially in the afternoon 

(RR=0.57, 95%CI 0.54-0.59) and in the evening (RR=0.17, 0.15-0.18). Overall, men 

with moderate or more severe mobility limitations compared to the reference category 

(no mobility limitations) had a RR of 0.50 (95%CI 0.43, 0.57) for MVPA indicating 

that men with mobility limitations were half as likely to spend time doing MVPA 

compared to people with no limitations. Moreover, men who were older, did not use 

active transport, were obese, depressed, had more chronic health conditions, and were 

smokers had lower levels of MVPA. Similar associations were seen when these 

analyses were repeated with a higher cut point (>1951 CPM) to define MVPA (Table 

4.3, Model 2). The largest RRs (risks of having low MVPA levels) were for being over 

80 compared to less than 75 years, for the category “ moderate/severe limitations or 

unable to do” if compared with no mobility limitations and use of active transport 

versus car/public transport. However, when using the >1951CPM cut-point, MVPA 

level no longer differed by depression or smoking status. 
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4.5.3 Interaction of period of the day with individual factors 

Four factors were significantly associated with each of SB, LIPA and MVPA levels: 

age, mobility limitations, chronic diseases, and BMI as observed in Table 4.2 and 

Table 4.3.  The effects of older age, obesity, mobility limitations and chronic diseases 

on LIPA, MVPA and SB appeared to be more marked in the morning than in the 

afternoon and evening, independent of the lower overall levels of PA observed in these 

subgroups (as suggested in Figure 4.4 and 4.5).  Interaction tests (overall Wald test) 

were performed to establish whether these associations differed by period of the day, 

see Table 4.4. The interaction tests of period of the day with age, chronic conditions, 

BMI and mobility limitations provided enough evidence to suggest that diurnal 

patterns in physical activity levels were modified by health status (Table 4.2), 

consistently with the trends observed in Figure 4.4 (for the variables age, chronic 

conditions, and mobility limitations) and Figure 4.5 (for BMI).  

 

4.6 Discussion  

4.6.1 Summary of main findings 

This study investigated the diurnal variations in accelerometer-measured PA and SB 

levels in a large sample of older British men.  In this section I address the research 

questions listed in the paragraph 4.3 (Objectives). 

 

Question 1) Do physical activity variables (LIPA, MVPA, and SB) vary over the course 

of the day in older adults? 

Yes, the analyses demonstrated that the total amount of physical activity (steps and 

CPM) was highest in the morning but then decreased during the day, except for a small 

increase at 2-3pm.  LIPA and MVPA showed a similar pattern. Conversely, SB levels 

were lowest in the morning and increased throughout the day, peaking at 9pm (88%).  

 

Question 2) Are diurnal variations in physical activity variables in older adults 

modified by age and other individual risk factors? 
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Yes, I found that age, mobility limitations, chronic conditions and obesity influenced 

LIPA, MVPA and SB levels in the morning more than in the afternoon and evening. 

The findings showed an attenuation of the diurnal pattern among less active subgroups 

(e.g. older and more infirm men). This reflects their diminished ability to maintain 

relatively high intensity physical activity during the morning, and this is not simply 

related to the generally low PA level typical of these subgroups. This information is 

important for policy and practice because there is scope to extend the existing activity 

bouts during the morning and early afternoon and also to increase activity levels later 

in the afternoon. Our analysis of whether or not the effects of specific health and social 

variables on PA levels varied by time of day offers unique new insights, as previous 

studies of older adults have not considered this question. 

 

For completeness of information I also reported that overall LIPA and MVPA levels 

were lower (and SB higher) if BRHS men were older, had mobility limitations, more 

chronic health conditions and were obese. Moreover, men who did not use active 

transport, who were depressed and smoked cigarettes spent less time in MVPA, but 

those factors did not affect SB or LIPA. 

 

Question 3) to describe diurnal variations of total volume in physical activity (CPM 

and  steps) and important components of UK national PA guidelines, such as long 

bouts of SB (≥60 minutes) and MVPA bouts of at least 10 minutes 

I did describe those PA variable plotting the levels by hour of the day, as secondary 

analysis. On average, the volume of PA indexed by both accelerometer CPM and the 

number of steps peaked around 10am and then declined until a small further increase 

at 2pm followed by a long decline until 9pm and then a small increase after 10pm. 

About half of the sedentary bouts lasting ≥60 minutes over a valid week occurred in 

the evenings; Conversely, most of MVPA bouts lasting ≥10 minutes over a valid week 

occurred in the morning. 
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4.6.2 Comparisons with other studies  

To date there has been little work using hourly accelerometer data to examine diurnal 

physical activity patterns among older adults. Our results showing that physical 

activity peaks in the morning are consistent with recent studies (15, 16, 220-223), 

although our study extends the literature by investigating more intensities of activity 

(SB, light PA and MVPA) and bouts of activities. In our study the overall PA levels 

(measured as CPM) over the course of the day were similar to other smaller studies 

using the same measurement device (15, 16, 220, 221, 223).  We examined PA patterns 

between 7.00 am and 10.59pm and a similar period (6am-10pm or 7am-9pm) was 

analysed in other studies due to sparse data in early morning and late evening (222). 

In line with our findings, a study of 38 healthy active adults (mean age 70 years) 

reported significantly fewer minutes of MVPA in the evening than in the morning or 

afternoon (221) and that longer bouts of activity occurred in the morning (6 am-12 

pm) more often than afternoon or evening.  The AGES-II study of 579 adults aged 73–

98 from Iceland reported that the majority of PA occurred between 8 am and 4 pm on 

an average day (220), which fits with our findings.  In line with our study, they also 

reported that sedentary time was similar across all age groups, except for the oldest 

age group (>85 years old) who were the most sedentary and PA levels declined with 

increasing age and BMI, but other social and health factors were not taken into 

account.  Our findings about age modifying the daily patterns in physical activity fit 

with data from the AGES-II study (220) and from the Baltimore Longitudinal study of 

Ageing (223), which also found that older age groups had a steeper decline in in PA 

levels over the course of the day.  Our finding that activity levels were lower in the 

mornings in obese than normal weight men mirrors data from a study of Canadian 

adults aged 20-79 years (222).  To our knowledge other studies have not investigated 

how presence of chronic conditions and mobility limitations affect the diurnal patterns 

of physical activity and sedentary behaviour in older adults. 

4.6.2.1 Comparison with studies published after June 2015 

The literature review (see Chapter 2, Paragraph 2.1) included previous published 

papers published until June 2015 (one year after the proposal of this thesis was 

officially deposited at University College London). The findings from this Chapter 
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were published in June 2015 (57); later, five more papers on diurnal variation in 

physical activity were published from other researchers (53, 262-265). The findings 

were consistent with those presented in this Chapter; for example, findings from over 

100,000 participants of the UK Biobank study confirmed that physical activity levels 

are higher in the morning (peak observed around 10-11 a.m. and 2 p.m.) followed by 

a decrease over the course of the day (53). A recent paper investigated daily patterns 

of accelerometer activity in 2967 men from the osteoporotic fractures (MrOS) study 

(266). Using principal component analysis, the authors identify 4 major types of 

diurnal patterns: the first component confirmed our overall findings (higher activity 

levels in the morning, followed by decrease over the course of the day). The second 

component was linked to those with later and earlier rise and bed times. The third 

component  was linked to those with (i) longer biphasic (first peak in early morning, 

second in the afternoon) and (ii) shorter more monophasic activity patterns (one single 

peak in the morning). The fourth component represented morning and evening peaks 

in activity. Overall, having a late afternoon peak in activity was associated with a 1.4-

fold higher rate of all-cause mortality (HR= 1.46, 95%CI [1.21–1.77]). Although the 

authors admitted that it was tempting to associate causality between specific patterns 

and outcome measures, their study does not directly address this hypothesis (266). A 

later study including patients (mean age 65.6 years) with chronic obstructive 

pulmonary disease (COPD) demonstrated that participants who experienced severe 

COPD-related symptoms (vs less severe) at the beginning of the day took significantly 

fewer steps especially in the morning and this also appeared to precipitate the decline 

in physical activity over the course of the day. The authors admitted limitations from 

their study; indeed, only prospective studies could prove causality between morning 

symptoms and physical activity during different parts of the day (264). Lastly, findings 

from the MRC National Survey of Health and Development tested the interaction of 

hour of the day with BMI categories and obesity history in older people aged 60-64 

years. Despite total PA levels being especially higher in the morning among those with 

BMI<=25 vs >25 or >30,  the authors could not support the hypothesis of an 

interactions between BMI or obesity history and time of day, when the overnight 

segment was excluded (265). 
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4.6.3 Strengths and limitations 

This study investigates how hourly levels of objectively measured SB, LIPA and 

MVPA vary over the course of the day and how daily activity patterns are modified 

by a wide range of demographic and health characteristics. It is particularly important 

to investigate LIPA in population based samples of older adults, because of the high 

proportion of time spent in light activity. Our findings about the correlates of LIPA 

offer a new contribution to the ongoing debate about whether and how the PA 

guidelines should include recommendations on LIPA as well as MVPA (267, 268). 

This study benefits from using a large scale population-based cohort of free-living 

older men rather than a special at risk population, which should increase 

generalizability. The response rate achieved in this study is comparable with other 

studies on objective measurements of daily physical activity patterns, or better than 

the UK Biobank study (53). Men who did not accept our invitation were about two 

years older and had higher BMI measured 10 years earlier; implying that overall PA 

(e.g. total counts or number of steps) might be lower in the general population.  Our 

study is however limited by studying only white European men, who, based on existing 

literature, would be expected to have higher levels of total PA (e.g. steps), particularly 

MVPA, but also higher levels of SB compared with women (17).  Therefore our results 

may not be generalizable to older women or ethnic minority populations (269). Our 

study did not report detailed information on mode of activity, which was self-reported 

only during the first three days of accelerometer wearing. The importance of this 

information is recognized (270) and future studies could investigate further the 

particular types of activities carried out during the entire week of accelerometer wear 

time and focusing especially on the activities which occurred during the highest and 

lowest peaks of activity. 

 

4.6.3.1 Strengths and weakness of accelerometer measurements 

The use of accelerometers helps to overcome problems of participants forgetting, 

recall bias or cognitive impairment in older people (19) and permits measurements of 

physical activity by hour of the day, which would be very difficult to achieve in self-

reported physical activity studies. Also, accelerometers permit investigations of 
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specific intensities of PA, for example light intensity PA (LIPA), which is especially 

important because of the substantial proportion of time older men spent in LIPA 

activity intensity and also SB (17, 267, 271, 272).  In addition, it is important to 

objectively measure time spent in moderate to vigorous physical activity (MVPA) 

because it forms the basis of current physical activity guidelines (273).  In terms of 

understanding health benefits of PA, accelerometers are important for measuring 

duration in specific intensities of activity, as this is more informative than simple 

measures such as “time spent walking” or total daily step count which do not indicate 

energy expenditure.  

The objectively measured PA intensities defined in this study used age-appropriate 

and validated cut points (221). Although the measure of sedentary time used in this 

work does not give any insights on posture (e.g. standing time can be potentially 

included), the hip-worn sedentary time measure showed strong correlation with thigh-

worn sedentary time measures (r = 0.76) in a study of middle aged adults (274). Also, 

in a previous study of healthy older adults the Actigraph sedentary time cut-point of 

<100CPM had an estimated 93% and 58% sensitivity and specificity respectively, 

while 11.8% of time classified by Activpal as standing was classified as sedentary. 

However, in comparison, the BRHS participants are older and potentially less healthy, 

therefore likely to spend less time standing, which would improve classification.  

Accelerometers did not detect the “type” of activity; to overcome such limitation, in 

this study the BRHS men were asked to complete a log diary self-reporting the type of 

activity every hour during the first three days; however, the degree of data 

completeness was judged to be insufficiently consistent to study as a specific objective.  

4.6.4 Implications 

The marked variations in PA occurring on a within-day basis provide information 

which could be helpful in planning interventions to increase PA levels.  Older adults 

do most of their MVPA and light activity during the morning.  Thus, one possible 

strategy for interventions aiming to increase these intensities of activity would be 

either to focus on the morning when people are already active and when variability in 
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activity levels are greatest, aiming to increase the intensity or duration of existing 

physical activity bouts.  Alternatively, interventions could focus on the afternoon 

period, aiming to stimulate physical activity of comparable intensity to that occurring 

in the morning.  It is unlikely that low levels of activity in the evening can be changed, 

particularly in the winter months when it is dark in the late afternoons and evenings.  

Indeed, the combination of darkness and visual problems have been previously 

investigated as potential causes of falls (275). Likewise with sedentary behaviours, our 

findings suggest that the period in the late afternoon and early evenings are periods 

with high levels of SB and when bouts of SB are likely to be longest, so it may be 

particularly valuable to focus on efforts to break up long sedentary bouts at these times 

of day.  Our investigation showed that age and health status affected these diurnal 

patterns suggesting that PA policies might be targeted by sub-groups. Among older 

and disabled men, lower levels of MVPA were observed in morning and afternoon 

than in younger healthy men, the morning peak was more reduced than the afternoon 

peak, suggesting that with increasing age, the higher morning peak in moderate to 

vigorous activity may be particularly difficult to maintain. Longitudinal analyses could 

offer additional insights and determine if there are independent effects on health of 

MVPA or SB at different times of the day. 

 

The analysis of season and PA carried out in this Chapter was particularly relevant to 

the aims of Chapter 5 and the overall aim of this thesis. That fact that diurnal patterns 

of physical activity levels were not modified by season, as observed in this Chapter, 

suggested that diurnal patterns of PA are not relevant to the seasonal patterns in PA 

(investigated in Chapter 5), and therefore to the seasonal variation of the CVD itself. 

However, modifying the diurnal patterns of physical activity (e.g. increasing the levels 

of activity during the morning) may have beneficial effect on health in the long term; 

increasing PA levels on daily basis can reduce the levels of several CVD risk factors, 

and therefore reduce the overall risk of CVD later in life.  
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4.7 Conclusions  

This study provides detailed data about diurnal patterns in habitual physical activity 

levels in free-living older men which can inform the development of effective 

programmes to encourage older men to be physically active.  This study highlights that 

especially among men over 80 years old, who are obese, with multiple chronic diseases 

or with mobility limitations there are particular opportunities to maintain or enhance 

existing activity bouts during the morning and early afternoon and to reduce the 

duration of SB periods in the afternoon and evening hours. That fact that diurnal 

patterns of physical activity levels were not modified by season, as observed in this 

Chapter, suggested that actual diurnal patterns of PA are not relevant to the seasonal 

patterns in PA (see Chapter 5), and therefore to the seasonal variation of the CVD 

itself. However, modifying the diurnal patterns of physical activity (e.g. increasing 

activity levels during the morning) may benefit health in the long term; increasing PA 

levels on daily basis can reduce the overall risk of CVD later in life.  
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Table 4.1 Characteristics of men who met the inclusion criteria for the study and men who did 

not meet the inclusion criteria. 

 

 

Men who met 

inclusion criteria for 

the study 

Men who 

did not 

meet the 

inclusion 

criteria 

p-value for 

difference * 

N 1454 1683  

Demographic and background characteristics    

Age, mean (SD) 78.4 (4.6) 80.1 (5.2) <0.001 

Region, n(%)   0.029 

   South 526 (36.2) 525 (31.2)  

   Midlands 216 (14.9) 268 (15.2)  

   North 569 (39.1) 701 (42.6)  

   Scotland 143 (9.8) 189 (10.9)  

Social class, n(%)    

   Manual 665 (45.8) 954 (56.7) <0.001 

   Non-Manual 751 (51.6) 676 (40.2)  

   Armed Forces 33 (2.3) 51 (3.0)  

   Missing 5 (0.3) 2 (0.1)  

Physical Health     

BMI, mean (SD) 27.1 (3.8)   

BMI 10 years earlier, mean (SD) 26.7 (3.3) 27.2 (3.8) <0.001 

Number of Chronic conditions, n(%) §    

   None 673 (46.3)   

   1-2 668 (45.9)   

   3+ 108 (7.4)   

   Missing 5 (0.3)   

Mobility limitations outdoors, n(%)    

   None 914 (62.9)   

   Slight limitations 264 (18.2)   

   Moderate/severe difficulty/unable to do  237 (16.3)   

   Missing 39 (2.6)   

Vision Problems, n(%)    

   None 986 (68.1)   

   1+ problem 463 (31.8)   

   Missing 5 (0.3)   

Mental health and wellbeing    

Social isolation, (isolated), n(%)1    

   Isolated 256 (17.6)   

   Non isolated 1187 (81.6)   

   Missing 11 (0.8)   

Geriatric Depression Scale, (depressed), n(%)2    
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   Depressed 316(22.1)   

   Not depressed 1111 (76.4)   

   Missing 27 (1.9)   

Behaviours     

Smoking status (cigarettes)    

    Yes 46 (3.3)   

    No 1388 (95.5)   

    Missing 18 (1.2)   

Smoking status 10 years earlier (cigarettes), yes 97 (7.2) 160(12.8) <0.001 

Accelerometer data    

    Number of valid days, mean (SD) 6.7(0.8)   

    Wear time, mean (SD) 853(68)   

    Counts/min, mean (SD) 185(110)   

    Steps, mean (SD) 4800(2791)   

    Minutes in SB per day 3, mean (SD) 618(84)   

    Minutes in LIPA per day 4, mean (SD) 196(66)   

    Minutes in MVPA (>1040 CPM) per day 5, mean (SD) 39(32)   

    Minutes in MVPA (>1951 CPM) per day 5, mean (SD) 16(18)   

    Percent wear time in SB per day3, mean (SD) 72.6(9.4)   

    Percent wear time in LIPA per day4, mean (SD) 22.9(7.1)   
    Percent wear time in MVPA (>1040 CPM) per day 5, 

mean (SD) 4.5(3.7)   
    Percent wear time in MVPA (>1951 CPM) per day 5, 

mean (SD) 1.9(2.1)   
 

* Comparisons of continuous and categorical variables across groups were based on independent t tests 

and chi‐squared tests respectively. The Fisher's exact probability test was used for comparisons of 

sparse binary data. 

 
§ BRHS men were classified according to the number of chronic conditions according to whether they 

recall a doctor telling them (list of conditions: previous heart attack, heart failure, angina, diabetes, 

stroke, osteoporosis, claudication, Parkinson’s disease, chronic kidney disease and cancer).  

 

Note: The correlations between steps and CPM, steps and MVPA, steps and LIPA, steps and SB were 

0.93, 0.92, 0.47, and -0.46 respectively, (p<0.001). 
 

1 Lubben scale;, isolated <12        

2 Geriatric Depression Scale; depressed >2      

3 Sedentary Behaviour (SB) is at least one minute where the accelerometer registers values <100 CPM 

4Light physical activity (LIPA) is at least one minute where the accelerometer registers values 

between 100-1040 CPM      

5 Moderate to vigorous physical activity (MVPA) 1+ is at least one minute where the accelerometer 

registers values over the specified threshold (1040 or 1951 CPM)  
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Table 4.2 Adjusted associations between demographic and health factors and physical activity 

levels: percent of time spent in SB and LIPA 

 

Model 1                 

Percent of time spent 

in SB (<100 CPM) 

Model 2 

Percent of time spent in LIPA                  

(100-1040 CPM) 

 

Mean difference               

(95% CI) 1,2 

Mean difference                             

(95% CI) 1,2 

Part of the day (ref: Morning)   

Afternoon 9 (9,10) -6 (-7,-6) 

Evening 21 (21,22) -16 (-16,-15) 

Age categories (ref: age < 75 years old)   

75-79 years old 0.5 (-0.4,1.5) -0.1(-0.9,0.7) 

80+ years old 3.5 (2.5,4.5) -2.3(-3.1,-1.4) 

Mobility limitation (ref: no mobility limitations)   

slight mobility limitations 1.6 (0.6,2.6) -1.1(-2.0,-0.3) 

moderate/severe limitations or unable to do 3.3 (2.1,4.6) -2.6(-3.6,-1.5) 

Chronic conditions (ref: no chronic diseases)   

1-2 chronic diseases 0.7 (-0.1,1.5) -0.6(-1.3,0.1) 

3+ chronic diseases 2.6 (1.0,4.2) -2.1(-3.4,-0.8) 

 

Obese (ref: non-obese, BMI<30) 

 

1.4 (0.5,2.4) 

 

-1.2(-2.0,-0.3) 

 

Depressed (ref: not depressed) 

 

0.9 (0.0,1.9) 

 

-0.8(-1.6,0.1) 

 

Current smoker (ref: non-smoker) 

 

0.8 (-1.3,3.0) 

 

-0.6(-2.5,1.2) 

 

Use car/public transport (ref: cycle/walk) 

 

1.0 (0.2,1.9) 

 

-0.6(-1.3,0.1) 

 

Social isolated (ref: not isolated) 

 

0.2 (-0.8,1.2) 

 

-0.2(-1.1,0.6) 

 

Manual social class (ref: non manual) 

 

0.2 (-0.5,1.0) 

 

0.2(-0.5,0.9) 

 

Vision problems (ref: none) 

 

-0.2 (-0.6,1.1) 

 

0.2(-0.6,0.9) 

 

Season (ref: Winter) 
  

Spring -0.9 (-2.1,0.3) 0.3 (-0.7,1.4) 

Summer -2.8 (-4.0,-1.7) 2.0 (1.0,2.9) 

Autumn 0.1 (-1.0,1.2) -0.2 (-1.1,0.8) 
 1 Complete case analysis (n= 1329 in each model): men who met the inclusion criteria (Figure 1) and 

who had at least 2 valid hours of wear time in each period of the day (morning 7:00-12:59, afternoon 

13:00-18:59, evening 19:00-22:59). A valid hour is defined as an hour with ≥45 minutes of wear time. 
2 The mean difference is the absolute difference in percent of time spent in SB (Model 1) and LIPA 

(Model 2) compared to the reference category of each explanatory variable. Models are multilevel linear 

regression models mutually adjusted for, region of residence plus all explanatory variables listed in the 

table.  
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Table 4.3 Adjusted Rate Ratios (RRs) for the percent of time spent in MVPA  using two 

different cut offs according to demographic and health status variables 

 
Model 1 

MVPA  

(> 1040 CPM) 

Model 2 

MVPA  

(> 1951 CPM) 
 RR (95% CI) 1,2 RR (95% CI) 1,2 

Part of the day (ref: Morning)   
Afternoon 0.57 (0.54,0.59) 0.50 (0.46,0.54) 

Evening 0.17 (0.15,0.18) 0.11 (0.10,0.13) 

Age categories (ref: age < 75 years old)   
75-79 years old 0.87 (0.79,0.96) 0.82 (0.71,0.95) 

80+ years old 0.55 (0.50,0.61) 0.49 (0.42,0.57) 

Mobility limitation (ref: no mobility limitations)   
slight mobility limitations 0.79 (0.71,0.89) 0.69 (0.59,0.81) 

moderate/severe limitations or unable to do 0.50 (0.43,0.57) 0.33 (0.26,0.41) 

Chronic conditions (ref: no chronic diseases)   
1-2 chronic diseases 0.91 (0.83,0.99) 0.91 (0.80,1.03) 

3+ chronic diseases 0.66 (0.55,0.79) 0.65 (0.50,0.85) 

 

Obese (ref: non-obese, BMI<30) 0.83 (0.75,0.93) 0.72 (0.61,0.84) 

 

Depressed (ref: not depressed) 0.88 (0.79,0.98) 0.92 (0.79,1.08) 

 

Current smoker (ref: non-smoker) 0.76 (0.60,0.97) 0.85 (0.60,1.21) 

 

Use car/public transport (ref: cycle/walk) 0.75 (0.68,0.82) 0.62 (0.55,0.72) 

 

Social isolated (ref: not isolated) 0.97 (0.87,1.08) 1.11 (0.95,1.31) 

 

Manual social class (ref: non manual) 0.93 (0.85,1.01) 0.98 (0.86,1.11) 

 

Vision problems (ref: none) 0.96 (0.87,1.05) 1.00 (0.88,1.15) 

 

Season (ref: Winter)   
Spring 1.2 (1.0,1.4) 1.1 (0.9,1.3) 

Summer 1.1 (1.0,1.3) 1.1 (0.9,1.3) 

Autumn 1.1 (0.9,1.2) 1.0 (0.9,1.2) 
1 Complete case analysis (n= 1329 in each model): men who met the inclusion criteria (Figure 1) and 

who had at least 2 valid hours of wear time in each period of the day (morning 7:00-12:59, afternoon 

13:00-18:59, evening 19:00-22:59). A valid hour is defined as an hour with ≥45 minutes of wear time. 
2 RR is a multiplicative factor. Compared to the reference category of each explanatory variable, any 

deviation from 1 indicates a relative change in percent of time spent in MVPA and a value < 1 indicates 

a decrease in MVPA (e.g. RR=0.91 means a decrease in MVPA by a factor of 0.91 compared to the 

reference, that is about 10%). Model 1 and 2 are negative binomial multilevel regression models 

mutually adjusted for region of residence plus all the explanatory variables in the table. 
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Table 4.4 Overall interaction tests (Wald test p-value) between period of the day (morning, 

afternoon and evening) and individual risk factors on physical activity outcomes 

 Interaction of period of the day with…  

Physical activity outcomes; 

time spent in… 
Age 

Mobility 

limitations 

Chronic 

conditions  
BMI 

SB <0.001 <0.001 0.002 <0.001 

LIPA 0.012 <0.001 0.021 <0.001 

MVPA <0.001 <0.001 0.032 <0.001 
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Figure 4.1 Recruitment flow chart and identification of the eligible population of men  

  



Chapter 4 Diurnal variations in physical activity levels 

109 

 

 
Figure 4.2 Mean accelerometer counts per minute (CPM, continuous line) and steps (dotted line) 

according to hour of day in 1329 men aged 71-93 years.  
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Figure 4.3 Percentage of total wear time spent in SB, LIPA, and MVPA according to hour of day in 1329 

men aged 71-93 years 
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Figure 4.4 Plots from raw data: percentage of total wear time spent in SB, LIPA, and MVPA according to 

hour of day, stratified by age group, mobility limitations and chronic conditions 
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Figure 4.5 Plots from raw data: percentage of total wear time spent in SB, LIPA, and MVPA according to 

hour of day, stratified by BMI, depression, and smoking status.  
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Figure 4.6 Plots from raw data: percentage of total wear time spent in SB, LIPA, and MVPA according to 

hour of day, stratified by social isolation, social class, and use of active transport 
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Figure 4.7 Plots from raw data: percentage of total wear time spent in SB, LIPA, and MVPA according to 

hour of day, stratified by day of the week and season 
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Figure 4.8 Plots from raw data: mean percentage of each hour of the day spent in sedentary bouts of 60+ 

minutes (top) and MVPA bouts of 10+ minutes (bottom) in 1329 men aged 71-93 years 
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 SEASONAL VARIATIONS IN PHYSICAL ACTIVITY 

LEVELS 

 

5.1 Summary 

Difficulties in increasing the levels of physical activity in older populations, the least 

active and most sedentary age group, may be in part due to a lack of understanding of 

seasonal patterns in physical activity levels and their determinants. Outdoor 

temperature is an important seasonal factor and has been acknowledged as a 

determinant of physical activity levels in older adults. For example, in Europe low 

outdoor temperatures are typically recorded in the winter season, and have been 

associated with less time spent walking. However, the hypothesis that outdoor 

temperature is a determinant of time spent in sedentary behaviours has not been 

explored. It is important to investigate sedentary behaviour, which is distinct from too 

little exercise and independently associated with cardiovascular disease and mortality, 

regardless of physical activity levels. Therefore, in this Chapter the main focus was to 

investigate the association between mean outdoor temperature (main exposure 

variable) and sedentary time in participants from the British Regional Heart Study 

(BRHS) of older men. Alongside this unique analysis on sedentary behaviour, the 

associations of outdoor temperature with other physical activity outcomes (number of 

steps, time spent in light and moderate to vigorous physical activity) were estimated 

and compared with findings from previous studies in older adults.  Secondarily, this 

thesis investigated the association of other daily meteorological parameters (e.g. 

sunshine duration) with sedentary time and physical activity outcomes. This Chapter 

made use of the same data described in Chapter 4 and collected at the 32 year re-

examination (3137 BRHS men aged 71-91 years who were invited to participate in a 

study of objectively measured physical activity). 1454 of 3137 men (46.4%) 

participated and wore a GT3x Actigraph accelerometer over the hip for one week in 

between May 2010 and July 2012. 1361 men had complete data on all covariates. 

Multilevel models included weekly consultation rate for influenza measured at 

population level; since experience of influenza like illness is another seasonally 
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patterned variable which may also affect ability to exercise. Additionally, associations 

of temperature with sedentary time and physical activity outcomes levels were 

adjusted for individual characteristics. When temperatures were in the lowest quintile 

(between -7.1°C and 6.4°C), men spent on average 19 (95%CI 12;26) minutes more 

per day in sedentary time in comparison with a typical summer day (temperatures in 

the highest quintile, between 16.2°C and 24.4°C), which corresponds to an relative 

increase of 2.4% (95%CI 1.6%;3.2%) in sedentary time. We also confirmed findings 

from previous studies in older adults which reported lower physical activity levels at 

lower temperatures. These findings are relevant for guidelines: interventions aimed to 

increase levels of activity may consider targeting older adults when temperatures are 

expected to be lower in winter, providing recommendations for minimising 

sedentariness on a daily basis, or maintaining (or enhancing) existing hours of activity.  

5.2 Introduction 

It has been demonstrated that both high levels of sedentary time and low levels of 

physical activity are independent predictors of mortality from any cause (258, 276, 

277). Difficulties in modifying the low levels of physical activity observed in older 

populations, the least active and most sedentary age-group (17), may be in part due to 

a lack of understanding of the role of particular environmental influences on physical 

activity, especially those associated with season. As of today, the role of season has 

been overlooked in UK physical activity guidelines (182), and as a determinant of 

sedentary time (183, 184). Therefore, new research is needed to generate appropriate 

public health messages to older adults and professionals working with older adults 

(278). Until recently, previous studies used self-reported PA to investigate seasonal 

variations; a large meta-analysis of thirty-seven studies (published from 1980–2006) 

representing a total of 291,883 participants (children, adults, and older adults), 

reported that levels of physical activity vary by season, and that poor or extreme 

weather (e.g. extreme cold days) decreased participation in physical activity among 

various populations (41, 84), although pooled estimates of magnitudes of effect were 

not reported. The methods to define season and self-reported physical activity varied 

greatly between studies; this made a comparison of the findings complex; overall, it 
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was observed that study participants engaged in more active behaviours during 

summer (peak in June/July) (41). Much more recently, wearable devices such as hip-

worn accelerometers (21) allowed objective and accurate assessment of seasonal 

patterns in population-based studies (17) and, of special importance for older adults, 

reduce the impact of recall bias (over or under reporting), participants memory loss or 

cognitive impairment (19, 20, 22). Until September 2018, few studies to have 

investigated accelerometer measured seasonal patterns in community dwelling older 

adults include the Nakanojo study (172-175) and PIPAOI project (176) in Japan, the 

Physical Activity Cohort Scotland study (177-179), a Canadian study (180) and the 

ActiFE study based in Germany (169). These studies used outdoor temperature to 

represent seasonal patterns, while other meteorological factors were not consistently 

investigated; the findings suggested that time spent walking (or the total number of 

steps) decreased at lower outdoor temperature, and shorter duration of bright sunshine 

(169, 172-175, 177-180). However, these studies did not consider the time spent in 

different activity intensities, such as light physical activity (LIPA) and sedentary 

behaviour (SB). Differentiating intensity of PA is very important, as prolonged 

sedentary time was also independently associated with health outcomes, including 

cardiovascular disease, regardless of PA level (18). I would intuitively expect 

sedentary time to be higher at lower temperatures (main proxy for season) and physical 

activity levels (e.g. steps) to be lower, as occur during the winter season, but this has 

not been yet demonstrated because temperature has been overlooked both in UK 

guidelines (182), and as a determinant of sedentary time (183, 184). Consistently with 

analysis conducted in Chapter 7 and 8, associations of temperatures with physical 

activity outcomes are reported after controlling for Influenza-like illness (ILI) weekly 

consultation rate in primary care, a proxy used in UK and other European countries to 

assess exposure of individuals to influenza (279-282), and which may affect the ability 

to engage in physical activity (283). 
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5.3 Objectives 

The main objective of this Chapter is to investigate how physical activity levels of 

different intensities vary according to outdoor mean temperature in the BRHS. The 

main research questions (objectives) of this Chapter are:  

1) Do variations in mean outdoor temperature (main seasonal factor and exposure 

variable analysed in this thesis) relate to variations in 4 different physical 

activity variables measured in the BRHS?  

Specific physical activity variables analysed:  

(i) the number of minutes per day spent in sedentary behaviour 

(ii) the number of minutes per day spent in light physical activity (LIPA), 

(iii) the number of minutes per day spent in moderate to vigorous physical 

activity (MVPA); 

(iv) number of steps per day 

 

2) Do variations in mean outdoor temperature relate to variations in 4 physical 

activity variables after adjusting for seasonal influenza trends, and for baseline 

individual characteristics? 

3) Is the association of mean outdoor temperature with 4 physical activity 

variables modified by individual risk factors?  

Secondary objectives of this chapter are: 

4) to conduct analyses repeating the approach described in question 1) and 2), but 

using other daily meteorological parameters instead of outdoor mean 

temperature, such as daily maximum and minimum temperatures, hours of 

sunshine, and relative humidity 

5) to conduct sensitivity analyses repeating the approach described in question 1) 

and 2), but fitting all meteorological parameters as quintiles (instead of 

continuous variables), and one at a time, in statistical models, and investigating 
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their associations with the physical activity outcomes (measured in (i) minutes 

per day and (ii) percentage of time spent in the different activities). 

 

5.4 Methods 

5.4.1 Participants 

The 32-year follow-up of the BRHS took place in between May 2010 and July 2012 

and was previously described in Chapter 3 (see paragraph 3.2.4.2) and Chapter 4 (see 

paragraph 4.4.1). In summary, 3137 BRHS men were invited to participate in a study 

of objectively measured physical activity. 1454 of 3137 men (46.4%) participated and 

wore a GT3x Actigraph accelerometer over the hip for one week (see flow chart in 

Figure 4.1). All these men were independently mobile and community dwelling.  

Given the deliberate ordering of fieldwork in the towns to avoid having certain parts 

of the country done in winter and others done in summer, there should be no accidental 

associations between temperature and CVD risk factors 

5.4.2 Physical activity assessment 

The objective physical activity assessment (e.g. accelerometer data processing, wear 

time calculation and how PA measures were derived) was also described in the method 

section of Chapter 3 (see paragraph 3.4.2.1 and 3.4.2.2) and Chapter 4 (see paragraph 

4.4.2), while the supporting role of the log diaries was described in paragraph 3.4.2.3.  

 

For this Chapter the main PA variables (outcomes) of interest were (i) the number of 

minutes per day spent in sedentary behaviour (SB), (ii) the number of minutes per day 

spent in light physical activity (LIPA), (iii) the number of minutes per day spent in 

moderate to vigorous physical activity (MVPA); and (iv) number of steps per day.  

 

Investigating the number of minutes, rather than the percentage of time spent in, 

physical activity levels was the preferred choice for the analysis (see paragraph 5.4.4), 

as it offered a simple and more intuitive interpretation of the results, especially 

regarding sedentary time (see Implications paragraph 5.6.4). However, and 
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consistently with Chapter 4, further sensitivity analyses were carried out using the 

percentage of time spent in SB, LIPA, and MVPA (as specified in paragraph 5.3). 

 

5.4.3 Meteorological factors  

Several meteorological factors were used as proxy for season; the data were provided 

by the UK Meteorological (MET) Office (see Methods section paragraph 3.3). For the 

study conducted in this chapter, the MET office provided daily maximum and 

minimum temperatures between 9am and 9pm, while mean temperature was calculated 

as the average of maximum and minimum temperatures. Mean temperature was 

chosen as the main seasonal factor for consistency with analysis conducted in Chapter 

7 and 8 (seasonal variation in CVD markers, and seasonal variation in CVD mortality). 

Moreover, I decided on the use of mean temperature as the main exposure variable 

over maximum and minimum temperatures as it seemed the best compromise to 

capture PA variations over the whole daytime: maximum temperatures would more 

likely fall in the middle of the day, while  minimum temperatures are more likely to 

be recorded around 9am or 9pm (the beginning and end of the time for which 

participants wore their accelerometer).  Moreover, night-time temperatures (from 9pm 

to 9am) were excluded as the participants of this study had been told to remove the 

accelerometer during overnight sleep (see Chapter 3, paragraph 3.4.2.1 and 3.4.2.2); 

therefore, over-night temperatures do not relate directly to  PA levels occurring in the 

daytime. Sunshine duration (hours) and relative humidity (RH) % were also collected 

but considered of secondary importance for the scope of this thesis which focuses on 

temperature as the main exposure variable; moreover, and according to one previous 

study assessing accuracy of meteorological station network measurements, the higher 

spatial variability of solar radiation and RH% in comparison with temperature make 

them less accurate exposure variables in environmental studies (see paragraph 3.3.1) 

(230). Rainfall and wind speed were not investigated because we considered them too 

prone to local fluctuations within short distances and time intervals. Snow 

precipitation was not explored because there was so little during the study period. The 

meteorological factors were linked to the accelerometer data for each day the men 

wore the device, as described in paragraph 5.4.2.  



Chapter 5 Seasonal variations in physical activity levels  

122 

 

 

5.4.4 Adjusting temperature for exposure to influenza 

Influenza-Like illness (ILI) weekly consultation rate (from Monday to Sunday of each 

week) per 100,000 population admitted to General Practice in the UK is generally used 

to estimate seasonal trends of influenza viruses (281, 282). In this thesis, ILI rate was 

consistently used in Chapter 5, 7, and 8 and included in statistical models in order to 

adjust temperature-related associations with the outcomes for possible seasonal 

confounding induced by exposure to the influenza viruses.  

 

I decided to use ILI rate as adjustment variable in statistical models for the following 

reasons: 

- ILI rate typically exhibits a strong peak in between December and January, 

when temperatures are lower: thus it relates to the main exposure variable; this 

explains the advantage of using ILI rates in epidemiological studies as proxy 

for season, as in previous studies (130, 279). 

- In the UK, ILI rate includes the number of consultations for flu-like 

syndrome/symptoms and other illnesses including bronchitis, pneumonia, and 

acute respiratory infection (284), and so is associated with the outcome because 

such illnesses may impact the ability to exercise. I would expect the ILI rate to 

be higher in less active vs active individuals, as one previous study reported 

(283).  

- I also prefer using ILI rate in comparison with generic proxies of season (e.g. 

dichotomic variables dividing the year in 2 parts, such as winter vs non-winter 

seasons) as they cannot be clearly interpreted; categorical variables or 

trigonometric functions of day of the year can potentially capture a seasonal 

trend, but this does not enhance our understanding of which biological 

pathways are relevant to seasonal variations in physical activity.  

 

The limitation of using the ILI rate variable is that such a measure is typically used in 

studies where data are aggregated at population level. Therefore, this measure does not 

capture individual exposure to influenza; however, it may capture a trend in the BRHS 
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population: I hypothesised that the higher the ILI rate when a given individual in the 

BRHS was wearing their accelerometer, the more likely they were to have flu that 

week and thus be less active. ILI rates were collected for the study period (May 2010 

to July 2012) and were freely downloadable thanks to the work carried out by the 

Royal College of General Practitioners in England and by Public Health Wales (281). 

For England and Wales together, one single value estimating the ILI weekly 

consultation rate per 100,000 population during the study period was used (32).  ILI 

rates from Health Protection Scotland were not available for download; according to 

several on-line reports, ILI weekly consultation rates over time observed in Scottish 

general population were comparable to rates recorded in England and Wales, as well 

as the ILI rates observed in older adults aged  65+ years (281, 282). Therefore, BRHS 

participants residing in the 3 Scottish towns were linked to ILI weekly consultation 

rates recorded in England and Wales. ILI rate was linked to the accelerometer data 

collected during the study period and for each of the BRHS participants via week of 

the year and year of measurement. ILI rate is a fixed number estimated for each week 

(from Monday to Sunday) of the calendar year. For example, when a BRHS men 

started to wear the accelerometer on Wednesday [e.g. from Wednesday (day 1) to 

Tuesday of the following week (day 7)], the ILI rate used in statistical models (see 

paragraph 5.4.5.2) was the daily weighted average of 2 ILI rates [e.g. ILI rate of the 

first week*5 (Wednesday-Sunday) + ILI rate of the second week*2 (Monday-Tuesday, 

all divided by 7]. 

 

5.4.5 Statistical methods 

 

5.4.5.1 Descriptive statistics  

Several preliminary analysis were carried out to explore the data: 

- Characteristics of men who met the inclusion criteria for the study (n=1454) 

and men who did not meet the inclusion criteria were compared 

- Means and standard deviations (SD) of meteorological factors and ILI rate was 

compared by season, which was classified as winter (December-February), 
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Spring (March-May), Summer (June-August), Autumn (September-

November). 

- Correlations between meteorological factors and ILI rate were calculated 

- Raw physical activity levels (steps, minutes spent in LIPA, MVPA, and SB) 

were averaged over the valid week for each participant and means (with 95% 

CI) were plotted against quintiles of meteorological factors and ILI rates during 

the study period.  

- As secondary analysis, for LIPA, MVPA, and SB the results were also 

expressed as percentage of wear time over a valid week.  

5.4.5.2 Associations between meteorological factors and physical activity levels 

As it has been hypothesised that adverse weather conditions during winter, such a 

decrease in temperatures or cold days, are associated with a decrease in physical 

activity levels (41), the results of this Chapter were presented as the change in physical 

activity levels associated with a decrease of 1 SD (5.4C) in mean outdoor temperature. 

Linear regression models were used to investigate such associations. The outcomes 

were: sedentary time, time spent in LIPA, time spent in MVPA and number of steps 

per day. Other exposure variables taken into account in the analysis were maximum 

and minimum temperature, sunshine duration and relative humidity (meteorological 

factors with SDs of 5.7C, 5.2C, 3.8 hours, and 12.6%) 

 

Since data comprised repeated measures for each day of wear by individuals, 

multilevel models were used for regression analysis. In all multilevel models, level 1 

was day order (first day of accelerometer wear, second day, etc.) and level 2 was the 

individual. We used a random intercept only (each individual had their own intercept) 

and estimated one slope for each of the meteorological factors fitted as continuous 

variables. Estimates from unadjusted models were compared with adjusted models, 

which included adjustment for: 
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- At level 1: several measurement variables which could vary over the week the 

mean wore the accelerometer (accelerometer-wear time, wear day order [first 

day of wear, second, etc.], day of the week).  

- At level 2: the adjustment for ILI rate was made to check whether there was 

confounding between mean temperature and a different seasonal factor 

(collinearity between temperature and ILI was not observed as the Variance 

Inflation Factor (VIF) score was less than 1.5). Adjustment was made for age, 

social class, Body Mass Index (BMI), chronic conditions, mobility limitations, 

geriatric depression scale, vision problems, smoking status, and marital status, 

since the relationship of these variables with outcome is known a priori to be 

strong in the BRHS (17), although it is unlikely they are related to exposure 

(mean temperature). Including such covariables in the model would have the 

scope of reducing the standard error and increasing precision of the estimated 

effect of our exposure variable. 

 

As a sensitivity analysis, a linear model for each of the physical activity outcomes was 

performed using each of meteorological parameters (fitted one at a time) divided into 

quintiles. The objective of this analysis was to offer a more intuitive interpretation of 

the findings, as meteorological parameters in the lowest quintile (e.g. mean 

temperature Q1, -7.1C; 6.4C) were representative of the typical UK winter, while 

meteorological parameters in highest quintile (e.g. mean temperatures Q5: 16.1C; 

24.4C) were representative of the typical UK summer (123). This also allowed 

explorations of whether the relationship between physical activity and each 

meteorological parameter was linear. 

 

5.4.5.3 Interaction of temperature with individual risk factors 

Interaction of temperature with age and other socio-demographic characteristics and 

health variables (e.g. diabetes status) was not found in one previous study of Scottish 

older adults aged 65 and over (178). To confirm prior findings, I tested whether lower 

temperatures particularly affect the oldest old men in the BRHS (e.g. men aged 80+ 

years) and those who are obese; they can potentially perceive lower outdoor 
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temperatures as a more difficult barrier to overcome, opting for more sedentary 

behaviours in a warmer indoor environment. Therefore I tested the interaction of 

temperature with age categories (<75, 75-79, and 80+ years old) and temperature with 

BMI categories (<=24.9, 25-29.9, 30+). An overall Wald test for interaction between 

the categorical variables and temperature was used. 

 

5.5 Results 

5.5.1 Descriptive statistics 

 

5.5.1.1 Participants 

Among 3137 surviving men, 1454 (46.3%) provided adequate data for analysis. 

Comparisons between included and excluded participants were already presented in 

Chapter 4 (Table 4.1). In summary, participants were younger than non-participants 

and in a survey 10 years earlier had lower BMI and were less likely to be smokers. 

Participants took on average 4800 steps per day and spent 618 minutes in sedentary 

time, 196 minutes in LIPA and 39 minutes in MVPA. 1361/1454 men (93.6%) with 

complete data (accelerometer data and temperature on the same day, plus data on all 

covariates) had similar characteristics to those who did not have complete data on all 

covariates. From this point forward, all results presented here refer to the 1361 men 

(complete case analysis). 

 

5.5.1.2 Meteorological parameters 

Means and standard deviations of the meteorological factors and ILI rates during the 

study period were summarized (Tables 5.1 and 5.2).  Average temperatures (mean, 

maximum and minimum) were lowest in winter and highest in summer. Conversely, 

RH% and ILI rates were highest in winter, and lowest in summer. Sunshine duration 

was lowest in winter and highest in spring, on those days when participants were 

measured. Mean temperature and sunshine were positively correlated (r=0.30, Table 

5.3), while mean temperature and RH% were negatively correlated (r=-0.40, Table 

5.3). Similarly, mean temperature and ILI rate was also negatively correlated (r=-0.57, 
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Table 5.4). A full summary of the correlations between meteorological factors and ILI 

rate is provided in Table 5.3 and 5.4. 

 

5.5.1.3 Plots of physical activity levels vs seasonal factors 

Over a course of a valid week, the number of steps and minutes spent in LIPA and 

MVPA was lower at lower temperatures (mean, maximum, and minimum), lower 

sunshine hours and higher level of relative humidity (Figure 5.1-5.3), and a fairly 

linear trend was observed. Conversely, time spent in SB was higher at lower 

temperatures, lower sunshine hours, and higher level of humidity (Figure 5.1-5.3). 

Patterns of percentage of time in LIPA, MVPA, and sedentary time vs meteorological 

parameters were very similar (Figure 5.4 and 5.6). 

 

The number of steps and minutes spent in LIPA, MVPA were typically higher when 

ILI consultation rates were lower. Conversely, time spent in SB was higher when ILI 

consultation rates were also higher (Figure 5.1 and 5.4). 

 

5.5.2 Associations between meteorological factors and physical activity levels 

In an unadjusted model, a decrease of 1 SD (5.4°C) in mean temperature was 

associated with an increase of 7 minutes in sedentary time per day (95%CI 4;11, Table 

5.5 Model 1). The additional adjustment of temperature for ILI rate and other baseline 

characteristics did not alter substantially the magnitude of these associations (increase 

of 8 minutes in sedentary time, 95%CI 5;11, Table 5.5 Model 4). Mean temperature 

was also strongly associated with other physical activity outcomes: a decrease of 1 SD 

in mean temperature was associated with a decrease of 5 minutes in LIPA per day 

(95%CI -7; -3), a decrease of 3 minutes in MVPA per day (95%CI -4; -2), and -234 

steps per day (95%CI -341; -128). Similar associations were found for maximum 

temperatures, while associations with minimum temperatures were smaller (Table 

5.6). 

 

Fewer hours of sunshine and higher relative humidity were associated with higher 

levels of sedentary time (Table 5.6). Similarly, variations of hours of sunshine and 
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relative humidity were also associated with variations of time spent in LIPA, MVPA, 

and steps per day (Table 5.6). 

 

An increase in ILI rate was associated with an increase in sedentary time and a 

decrease in physical activity levels in unadjusted models; however, after mutual 

adjustment with temperature (mean, maximum, or minimum) ILI rate was no longer 

significant (Table 5.7). ILI rate maintained its association with steps, LIPA and MVPA 

when adjusted for sunshine or RH% (Table 5.7). 

 

The fully adjusted analysis of mean temperature divided into quintiles confirmed the 

findings of linear models when temperature was fitted as continuous variable; the 

relationship between temperature and the physical activity variables appeared to be 

linear. Men spent 19 minutes more per day (95%CI 12; 26) in sedentary time when 

temperatures were in the lowest compared with the highest quintile (Table 5.8). Also, 

men spent 13 minutes more per day (95%CI 7; 19) in LIPA and 7 minutes more per 

day (95%CI 3; 10) in MVPA when temperatures were in the lowest compared with the 

highest quintile (Table 5.8). The difference in sedentary time was similar between the 

bottom and top quintile of other meteorological factors (temperature maximum, 

minimum, and sunshine duration). In relative terms, the percentage of sedentary time 

increased by 2.4% (95%CI -3.2; 1.6) per day at lower mean temperatures vs higher, 

while percentage of time spent in LIPA and MVPA decreased by 1.6% (95%CI 1.0; 

2.3) and 0.8% (95%CI 0.4; 1.2) per day respectively when comparing lower vs higher 

mean temperatures (Table 5.9). 

 

5.5.3 Interaction of temperature with individual risk factors 

I did find a consistent interaction between temperature and age on MVPA and steps 

(Table 5.10). In men aged 80+ vs <75 years old, there was an additional decrease in 

MVPA per a decrease in 1 SD in mean temperature of 5.6 (95%CI -8.7; -2.5, p<0.001) 

minutes per day (p-value for trend across the three age categories was equal to 0.001). 

Similar findings were found when analysing steps: in men aged 80+ vs <75 years old, 

there was an additional decrease in MVPA per a decrease in 1 SD in mean temperature 
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of 378 (95%CI -626; -124, p<0.001) steps per day (p-value for trend across the three 

categories was equal to 0.003). Findings do not provide enough evidence to support 

an interaction between temperature and age on LIPA or SB (exact p-values reported 

in Table 5.10). 

In men with BMI of 30+ vs <25 there was an additional decrease in MVPA per a 

decrease in 1 SD in mean temperature of -3.9 (95%CI -7.4; -0.5, p=0.027) minutes per 

day (p-value for trend across the three categories = 0.070). I did not find clear evidence 

of interaction between temperature and BMI on steps, LIPA and sedentary time (exact 

p-values reported in Table 5.10). 

5.6 Discussion 

5.6.1 Summary of main findings 

I discuss here the main findings from this Chapter according to the objective listed in 

paragraph 5.3. 

 

Question 1) Do variations in mean outdoor temperature (main seasonal factor and 

exposure variable analysed in this thesis) relate to variations in 4 different physical 

activity variables measured in the BRHS?  

In older British men, decreases in outdoor mean temperatures (measured during day-

time in between 9am and 9pm) were associated with decreases in steps taken, LIPA 

and MVPA and increases in sedentary time.  

 

Question 2) Do variations in mean outdoor temperature relate to variations in 4 

physical activity variables after adjusting for seasonal influenza trends, and for 

baseline individual characteristics? 

 

Results showed that associations of temperature with the outcomes remained after 

adjusting for a proxy of influenza severity (ILI rate) and individual characteristics. The 
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associations of ILI rate with the outcomes were wiped out after mutual adjustment for 

temperature.  

 

Question 3) Is the association of mean outdoor temperature with 4 physical activity 

variables modified by individual risk factors ? 

 

The interaction of temperature with age and BMI were found only when analysing 

associations with MVPA: men who were obese and older, especially those aged 80+ 

years or more, additionally decreased their time spent in MVPA at lower temperatures. 

These findings suggested that for obese and oldest old men engaging in more intense 

levels of activity, rather than just leisure activities, can be particularly demanding 

during cold days.  

 

4) to conduct analyses repeating the approach described in question 1) and 2), but 

using other daily meteorological parameters instead of outdoor mean temperature, 

such as daily maximum and minimum temperatures, hours of sunshine, and relative 

humidity 

 

Results showed that, similarly to findings of mean temperature, a decrease in 

maximum and minimum temperatures, a decrease in sunshine duration, and higher 

relative humidity were also associated with an increase in sedentary time and a 

decrease in steps, LIPA, and MVPA. 

 

5) to conduct sensitivity analyses repeating the approach described in question 1) and 

2), but fitting all meteorological parameters as quintiles (instead of continuous 

variables), and one at a time, in statistical models, and investigating their associations 

with the physical activity outcomes (measured in (i) minutes per day and (ii) 

percentage of time spent in the different activities)  

These analyses confirmed the findings reported for questions 1 and 2 (temperature 

fitted as continuous variable in statistical models), and the relationship between 
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temperature divided in quintiles and the physical activity variables was linear. This 

analysis offered a simple and intuitive interpretation of the results, especially regarding 

sedentary time: during a typical winter day (temperature in the lowest quintile) older 

men spent 21 minutes more per day in sedentary time in comparison with a typical 

summer day (temperatures in the highest quintiles). In relative terms, the percentage 

of sedentary time increased by 2.4% per day when temperatures were in the lowest 

compared with the highest quintile. 

5.6.2 Comparison with other studies 

To our knowledge the findings on time spent in sedentary behaviour and light physical 

activity are novel and not previously reported. Especially for sedentary time, literature 

in this field is sparse; one small study of forty-six adults reported that accelerometer-

measured sedentary time was higher in winter than summer, although the participants 

were about 40 years younger than our population (185). The majority of the studies 

investigated children or adolescents, who are known to have a different life-style (e.g. 

fixed school hours during the day) in comparison with older adults (187).  

 

The influence of seasonal and meteorological factors on PA among older adults has 

been investigated in only four study settings spanning Japan, Germany, Canada and 

Scotland (169, 172-180). In line with these previous studies, we confirmed that PA 

varies according to meteorological factors, with lower PA levels at colder temperatures 

and lower sunshine duration. However, in our study we also examined the effect of 

adjusting these associations for ILI rate, an illness-specific proxy for season, which 

none of those previous studies has done. ILI was higher during the winter season and 

associated with lower level of PA, although its association with the outcomes 

disappeared after the adjustment for temperature (169), suggesting that daily changes 

in temperature may be a more important determinant of PA levels, or because ILI rates 

measured at national levels may not represent exposure at individual level in the 

BRHS. However, whether ILI rate maintains its association with physical activity if 

measured at individual level still has to be demonstrated. A linkage of individual data 

from BRHS with data recorded in primary care data (284) may help in enhancing our 
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understanding the relevance of ILI to seasonal variation in physical activity levels in 

the BRHS.  

 

In our study the most important weather parameter in terms of effect size was 

maximum temperature, although the difference with mean temperature and sunshine 

duration effect sizes was very small (1-2 minutes difference in sedentary time, LIPA, 

and MVPA, and about 50-80 steps per day). Earlier studies had identified a range of 

different meteorological factors including global radiation (a surrogate of sunshine 

duration) (169); day length and diurnal minimum temperature (178); rainfall and mean 

temperature (173, 174) as being the most important. We would expect that, as in our 

results, sunshine duration is positively correlated with temperature.  Our findings on 

temperature add new elements to the debate about which meteorological factors are 

most important predictors of PA; this study suggested that recommendation for 

increasing participation in PA should not consider minimum temperature and relative 

humidity among best predictors. It is possible that minimum temperature, which 

typically falls at the beginning and the end of the day may not capture the PA variation 

during the day. RH% can be seen as marker of rainfall (e.g. RH<70%, lowest quintile 

in this study, means the weather is typically dry when the Meteorological Office 

measured RH%, at 9am in the morning) and therefore suggesting that other factors 

than rainfall, such as temperature, may be important. However, with only one measure 

of RH% collected during one day, more research is needed to estimate its full 

contribution to PA variation.  

 

During the study period maximum temperatures above 30°C were not recorded. It is 

possible that at temperatures above 30°C (more typical of warmer climate zones than 

the UK) physical activity may decrease, and consideration could be given to 

suggesting activities in adequately air conditioned indoor areas. This may have 

considerable implications for designing interventions for older adults, and future 

research can investigate this. 
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5.6.2.1 Comparison with studies published after June 2015 

This PhD thesis started in June 2014, and the literature review of this thesis (see 

Chapter 2, Paragraph 2.1) included previous published papers published until June 

2015. Later in 2017, results from the European Prospective Investigation into Cancer 

and Nutrition (EPIC) based in Norfolk, UK, (285) and a small Canadian study based 

in south-western Ontario (286) were published. Similarly to the findings presented in 

this Chapter, which were also published in the same year (57), the 4051 participants 

(mean age of 69 years, with a range from 49 to 92 years) from the EPIC study were 

less active during short day length and poor weather conditions, including high 

precipitation and low temperatures (285). In the Canadian study the 50 community-

dwelling older adult (mean age 77 years, range 71-89 years) who wore an 

accelerometer between February and April of the same year were more active as the 

winter season transitioned to spring (286). 

 

5.6.3 Strengths and limitations 

This study benefits from using the same population of free-living older men described 

in Chapter 4. Therefore the strengths and limitations of this study are similar; for 

example, the response rate achieved is comparable or superior to other studies using 

objective measurements of physical activity [4]. Also, men who did not participate 

were slightly older and had higher BMI and lower PA score measured 10 years earlier; 

however, this is not a limitation for the study presented in this Chapter, as this would 

not be expected to affect the observed associations between season, weather and 

physical activity. Our results may not be generalizable to older women or ethnic 

minority populations (269); however, we would expect to observe a seasonal variation 

in women as well, as reported in the EPIC study (285). Women of the EPIC study were 

less active than men, but whether the seasonal variation in physical activity was greater 

in men vs women was not formally tested (nor was a stratified analysis by sex and 

season presented). As it is known that older men are generally more active than women 

(17), a slightly greater seasonal variation in men vs women seems plausible. 
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To date, this is one of the largest study to investigate in older adults the influence of 

season and weather on objectively measured daily activity and sedentary behaviour, 

how they vary by season and the influences of the most commonly used meteorological 

factors.  

There are several advantages in using physical activity data from accelerometers, and 

these were already mentioned in Chapter 4. For example, the Actigraph objectively 

measured PA intensities used age-appropriate and validated cut points (221), as 

already reported in Chapter 4 paragraph 4.6.3.1. In healthy older adults the Actigraph 

sedentary time cut-point of <100CPM has an estimated 93% and 58% in sensitivity 

and specificity respectively, while 11.8% of time classified by Activpal (which also 

record data on posture), as standing was classified as sedentary. However, in 

comparison, the BRHS participants are older and potentially less healthy, therefore 

likely to spend less time standing, which would improve classification.  

Overall, this paper did not aim to investigate the “type” of activity in relation to 

weather and season. Such data were not available for all men for analysis. Although 

men were asked to complete a log diary self-reporting type of activity every hour over 

three days the degree of data completeness was judged to be insufficiently consistent 

to study as a specific objective, as mentioned in Chapter 4 (paragraph 4.6.1).  

 

5.6.4 Implications 

The findings presented in this Chapter suggested that lower temperatures and lack of 

sunshine may particularly inhibit older individuals from being more active. When 

temperatures are lower, typically in winter, it is possible that older adults may prefer 

replacing some incidental light physical activity outdoors (e.g. a gentle walk for 

pleasure) with sedentary behaviours indoors, such as television watching (287). The 

results of this Chapter may have important implications for guidelines. The UK 

recommendations suggest that older adults should aim to minimise the time they spend 

being sedentary each day (183). Our findings suggested that there are opportunities for 

minimising sedentary behaviours particularly at low temperatures, a typical element 
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of the winter season. The findings reported that during a typical winter day older men 

spent about 20 minutes more per day in sedentary time in comparison with a typical 

summer day; replacing even half of that time spent in sedentary behaviours with more 

active behaviours every day may have beneficial effects on health over the course of 

the years. However, it is challenging to find ways to reduce sedentariness, as in modern 

life opportunities for sedentary behaviours are everywhere. On the other hand, it is 

likely that interventions targeting individuals’ psychological and environmental 

barriers (beliefs, feelings, and perspectives on participations in physical activity) may 

be a valid alternative for replacing sedentary time with more active behaviours (288, 

289). Providing recommendations for simple do-it-yourself exercises (e.g. standing up 

or walking while watching TV, toe rises, calf and chest stretching) could be helpful 

(290). In older individuals, simple targets can make the reduction in sedentary 

behaviour easier to achieve and relevant on a daily basis (290). Also, providing 

physically and economically accessible indoor opportunities in a warmed and properly 

heated environment (e.g. indoor exercise classes) could help in promoting more active 

behaviours during winter.  

 

The temperature-related variation in sedentary time observed in this study could be 

relevant to the temperature-related variation in mortality risk (29). It is plausible that 

low temperatures in winter (primary determinant) may be a contributing factor which 

increases the sedentary time, as well as other risk factors levels (that are described in 

Chapter 7, such as inflammatory markers (148)), contributing to the excess of winter 

mortality (291). In this Chapter we observed an increase of about 20 minutes in 

sedentary time at lower versus higher temperatures. According to previous studies in 

older adults, replacing 30 minutes of sedentary time with light physical activity was 

independently associated with a significant reduction in mortality risk (HR = 0.80) 

(292). In relative terms, this study showed that the percentage of sedentary time 

increased by 2.4% at lower mean temperatures vs higher temperatures, while 

percentage of time spent in LIPA and MVPA decreased by 1.6% and 0.8% respectively 

when comparing lower vs higher mean temperatures. However, future investigations 

are needed to establish how temperature-related variations in sedentary time and 
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physical activity of different intensities may contribute to the temperature-related 

variations in mortality risk. For example, epidemiological studies using cheaper and 

more accessible consumer grade wearable devices (e.g. Fitbit) could simultaneously 

and continuously measure meteorological factors and physical activity levels by 

second, minute or daily, and could follow-up their participants for CVD. However, the 

precision of their device algorithms generating the data may vary over time, by device 

manufacturer, model and wearing position (293, 294). Also, concerns about privacy 

of study participants and data ownership would have to be addressed. 

5.7 Conclusions 

This study highlights that number of steps, and PA levels of light and moderately 

vigorous intensities decrease at lower temperatures, typically recorded  during the 

winter season. These findings are relevant for guidelines: interventions may consider 

targeting older adults when temperatures are expected to be lower in winter, providing 

recommendations for minimising sedentariness on a daily basis, or maintaining (or 

enhancing) existing hours of activity. 
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Table 5.1 Meteorological factors levels during the study period, stratified by season.  

The unit of observation is the unique date in each different BRHS town on which at least one BRHS 

participant wore the accelerometer 

Variable 

Number of 

days in 

Winter          

(Dec-Feb) 

n=210 6 

Spring           

(Mar-May) 

n=301 6 

Summer   

(Jun-Aug) 

n=425 6 

Autumn           

(Sep-Nov) 

n=327 6 

 Total  

n=1263 6 

Mean temperature (°C), 

mean (SD) 1  
4.6 (3.8) 12.3 (4.3) 16.0 (2.4) 11.9 (5.4) 11.9 (5.4) 

Maximum temperature 

(°C), mean (SD) 2 
6.7 (3.8) 15.4 (4.8) 18.6 (2.9) 14.5 (5.7) 14.5 (5.7) 

Minimum temperature 

(°C), mean (SD) 3 
2.6 (3.9) 9.2 (4.1) 13.3 (2.2) 9.2 (5.2) 9.2 (5.2) 

Relative Humidity  (%), 

mean (SD) 4 
90.4 (8.7) 79.7 (14.6) 77.8 (12.1) 82.4 (9.5) 82.6 (12.6) 

Sunshine duration 

(hours), mean (SD) 5 
2.0 (2.4) 6.0 (4.5) 4.4 (3.7) 4.0 (3.8) 4.0 (3.8) 

 

1 Average of maximum and minimum air temperatures of the day (from 9am to 9pm)  

2 Highest air temperatures of the day (from 9am to 9pm) 

3 Lowest air temperatures of the day (from 9am to 9pm) 

4 Relative humidity is a single value recorded every day at 9am 

5 Duration of bright sunshine during the day, in hours (from 00:00 - 23:59) 

6 The total number of observations is calculated over every day each participant wore an 

accelerometer 

 

Table 5.2 England/Wales Influenza-like Illness (ILI) weekly consultation rate per 100,000 

persons (mean, SD) during the study period, stratified by season.  

The unit of observation is the week of each year on which at least one BRHS participant wore the 

accelerometer 

 

Number of 

weeks in 

Winter          

(Dec-Feb) n= 

22  

Number of 

weeks in 

Spring           

(Mar-May) 

n=23 

Number of 

weeks in 

Summer   

(Jun-Aug) 

n=26 

Number of 

weeks in 

Autumn           

(Sep-Nov) 

n=26 

 Number of 

weeks in 

Total n=97 

England/Wales 

Influenza-like Illness 

(ILI) weekly consultation 

rate per 100,000 persons, 

mean (SD)  

19.4 (24.2) 5.4 (2.9) 2.4 (0.6) 6.9 (2.7) 8.2 (13.1) 
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Table 5.3 Correlations between meteorological factors during the study period.  

The unit of observation is the unique date in each different BRHS town on which at least one BRHS 

participant wore the accelerometer (n=1263) 

Meteorological factors 

correlations * 

Mean 

temperature 

(°C) 

Maximum 

temperature 

(°C) 

Minimum 

temperature  

(°C) 

Relative 

Humidity         

(%) 

Sunshine 

duration 

(hours) 

Mean temperature (°C)  1     

Maximum temperature (°C)  0.98 1    

Minimum temperature  (°C)  0.98 0.93 1   

Relative Humidity  (%)  -0.40 -0.42 -0.36 1  

Sunshine duration (hours)  0.30 0.40 0.19 -0.52 1 

*All correlations are statistically significant (p<0.001) 

 

Table 5.4 Correlations among England/Wales Influenza-like Illness (ILI) weekly consultation 

rate per 100,000 persons and meteorological parameters averaged over the same week (n=97) 

during the study period. 

The unit of observation is the week of each year on which at least one BRHS participant wore the 

accelerometer 

Correlations over 

number of weeks 

(n=97) 

Mean 

temperature 

(°C) 

Maximum 

temperature 

(°C) 

Minimum 

temperature  

(°C) 

Relative 

Humidity         

(%) 

Sunshine 

duration 

(hours) 

England/Wales 

Influenza-like 

Illness (ILI) 

-0.57 -0.57 -0.57 0.31 -0.26 

*All correlations are statistically significant (p<0.001) 
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Table 5.5 Adjusted associations of mean temperature with sedentary time and physical activity 

levels in BRHS men. 

Note: All estimates are reported as mean difference in the outcome levels for a decrease in 1 standard 

deviation in mean temperature 1 

n=1361 in all models 

Outcome 
Model 1: mean 

temperature 

Model 2: mean 

temperature + ILI  

Model 3: mean 

temperature + ILI 

+ age  

Model 4: mean 

temperature + ILI 

+ age + other CVD 

risk factors and 

measurement 

variables  

Sedentary Time 7(4,11) 7(3,11) 7(4,11) 8(5,11) 

Time spent in LIPA -8(-10,-6) -7(-9,-4) -7(-9,-5) -5(-7,-3) 

Time spent in MVPA -4(-5,-3) -4(-5,-2) -4(-5,-2) -3(-4,-2) 

Number of steps -330(-429,-231) -299(-412,-186) -314(-425,-203) -234(-341,-128) 

 
1 Models 1-4 are multilevel regression models (level 1=date, level 2= individual). Model 4 is 

additionally adjusted for social class, BMI, chronic conditions, mobility limitations, geriatric depression 

scale, vision problems, smoking status, marital status, daily wear time, day of the week, wear day order 
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Table 5.6 Adjusted associations of mean temperature with sedentary time and physical activity levels in 1361 BRHS men  

 

All estimates are reported as mean difference in the outcome levels for a decrease in 1 standard deviation in meteorological parameter 1 (see table 5.2), n=1361 in all models 

Outcome 
Meteorological 

parameter 
Model 1: unadjusted 

Model 2:                               

Model 1+ ILI 

Model 3:                               

Model 2 + age 

Model 4: 

Model 3 + other CVD risk 

factors  

  Mean difference (95% CI) Mean difference (95% CI) Mean difference (95% CI) Mean difference (95% CI) 

Sedentary time Mean temperature  (°C) 7(4,11) 7(3,11) 7(4,11) 8(5,11) 

 Max temperature  (°C) 9(6,12) 9(6,13) 9(6,13) 11(8,13) 

 Min temperature  (°C) 4(1,7) 3(-1,6) 3(-0,7) 3(-0,5) 

 

Sunshine duration 

(hours) 8(6,10) 8(6,10) 8(6,10) 10(8,11) 

 Relative humidity (%) -5(-8,-3) -5(-7,-3) -5(-7,-3) -6(-8,-5) 

Time spent in LIPA Mean temperature  (°C) -8(-10,-6) -7(-9,-4) -7(-9,-5) -5(-7,-3) 

 Max temperature  (°C) -9(-11,-7) -8(-11,-6) -8(-11,-6) -7(-9,-5) 

 Min temperature  (°C) -5(-7,-3) -3(-5,-1) -3(-6,-1) -2(-4,0) 

 Sunshine duration(hours) -7(-8,-5) -6(-8,-5) -6(-8,-5) -6(-8,-5) 

 Relative humidity (%) 5(4,7) 5(4,6) 5(4,6) 4(3,5) 

Time spent in MVPA Mean temperature  (°C) -4(-5,-3) -4(-5,-2) -4(-5,-2) -3(-4,-2) 

 Max temperature  (°C) -5(-6,-3) -4(-6,-3) -5(-6,-3) -4(-5,-3) 

 Min temperature  (°C) -2(-3,-1) -2(-3,-0) -2(-3,-1) -1(-2,0) 

 Sunshine duration(hours) -3(-4,-3) -3(-4,-2) -3(-4,-2) -3(-4,-3) 

 Relative humidity (%) 3(2,4) 3(2,4) 3(2,3) 2(1,3) 

Number of STEPS Mean temperature  (°C) -330(-429,-231) -299(-412,-186) -314(-425,-203) -234(-341,-128) 

 Max temperature  (°C) -394(-489,-299) -383(-489,-277) -393(-498,-289) -325(-426,-225) 

 Min temperature  (°C) -194(-289,-99) -132(-238,-26) -149(-254,-44) -79(-179,22) 

 Sunshine duration(hours) -289(-348,-229) -280(-339,-220) -278(-338,-219) -282(-340,-225) 

 Relative humidity (%) 255(193,317) 242(179,304) 236(174,298) 185(124,246) 
1 Models 1-4 are multilevel regression models (level 1=date, level 2= individual). Model 4 is additionally adjusted for social class, BMI, chronic conditions, 

mobility limitations, geriatric depression scale, vision problems, smoking status, marital status, daily wear time, day of the week, wear day order
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Table 5.7 Adjusted associations of England/Wales Influenza-like Illness (ILI) weekly 

consultation rate per 100,000 persons with sedentary time and physical activity levels in BRHS 

men. 

 

 

All estimates are reported as mean difference for an increase in 1 standard deviation in ILI (SD=13.1) 

n=1361 in all models 

Outcome Unadjusted ILI 

Sedentary Time 13(4,22) 

Time spent in LIPA -17(-24,-10) 

Time spent in MVPA -7(-10,-3) 

Number of steps -627(-928,-326) 

 

ILI adjusted for  

Mean temperature 

Sedentary Time 3(-8,13) 

Time spent in LIPA -7(-15,1) 

Time spent in MVPA -2(-6,2) 

Number of steps -199(-540,142) 

 

ILI adjusted for         

Max temperature 

Sedentary Time -0(-11,10) 

Time spent in LIPA -5(-13,3) 

Time spent in MVPA -0(-4,4) 

Number of steps -80(-417,256) 

 

ILI adjusted for            

Min temperature 

Sedentary Time 9(-2,19) 

Time spent in LIPA -12(-20,-5) 

Time spent in MVPA -4(-8,-0) 

Number of steps -441(-777,-105) 

 

ILI adjusted for 

Sunshine duration 

Sedentary Time 9(-0,18) 

Time spent in LIPA -14(-21,-7) 

Time spent in MVPA -5(-9,-2) 

Number of steps -496(-798,-193) 

 

ILI adjusted for 

Relative Humidity 

Sedentary Time 9(0,18) 

Time spent in LIPA -13(-21,-6) 

Time spent in MVPA -5(-8,-1) 

Number of steps -464(-767,-161) 
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Table 5.8 Adjusted associations between quintiles (Q) of meteorological parameters and 

physical activity levels in BRHS men  

 

n=1361 in all models 

Note: estimates are from multilevel regression models (level 1=date, level 2= individual) adjusted for 

age, social class, BMI, chronic conditions, mobility limitations, geriatric depression scale, vision 

problems, smoking status, marital status, daily wear time, day of the week, wear day order, and ILI 

Meteorological factor 

Mean difference 

(95%CI) in 

number of steps 

per day 

Mean difference 

(95%CI) for time 

spent in LIPA 

(minutes per day) 

Mean difference 

(95%CI) for time 

spent in MVPA 

(minutes per day) 

Mean difference 

(95%CI) for time 

spent in SB 

(minutes per day) 

Temperature mean 
    

  1Q (-7.1; 6.4), reference     

  2Q (6.5; 10.2) 25(-170,220) -1(-4,3) 1(-1,3) -0(-5,5) 

  3Q (10.3; 13.7) 104(-138,345) 5(-0,10) 3(-0,6) -7(-13,-1) 

  4Q (13.8; 16.1) 284(10,559) 11(5,16) 4(0,7) -14(-21,-7) 

  5Q (16.2; 24.4) 539(255,824) 13(7,19) 7(3,10) -19(-26,-12) 

Temperature max 
    

  1Q (-3.5; 9.2), reference     

  2Q (9.3; 13.0) 168(-32,369) 3(-1,7) 3(0,5) -5(-10,-0) 

  3Q (13.1; 16.5) 296(55,536) 7(2,12) 5(2,8) -12(-18,-6) 

  4Q (16.6; 19.0) 450(186,713) 14(9,20) 5(2,9) -20(-26,-13) 

  5Q (19.1; 29.5) 791(511,1070) 17(11,23) 10(6,13) -27(-34,-19) 

Temperature min     

  1Q (-11; -4), reference     

  2Q (4.1; 8.0) -51(-233,132) -0(-4,3) 0(-2,2) 1(-4,5) 

  3Q (8.1; 11.0) -191(-415,33) -0(-5,4) -2(-4,1) 3(-3,8) 

  4Q (11.1; 13.5) -69(-331,194) 4(-2,9) -0(-4,3) -2(-9,4) 

  5Q (13.6; 20.0) 102(-169,373) 5(-1,10) 1(-2,5) -5(-12,2) 

Sunshine duration     

  1Q (0.0; 0.3), reference     

  2Q (0.4; 1.9) 63(-89,216) 2(-1,5) 1(-1,2) -2(-6,2) 

  3Q (2.0; 4.5) 213(60,366) 5(2,8) 3(1,5) -7(-11,-4) 

  4Q (4.6;7.4) 447(293,602) 8(5,12) 5(4,7) -14(-18,-10) 

  5Q (7.5;15.4) 725(553,897) 17(14,21) 8(6,10) -25(-29,-21) 

Relative Humidity %     

  1Q (43;71), reference     

  2Q (72; 81) -182(-342,-22) -6(-9,-3) -2(-4,-0) 8(4,12) 

  3Q (82; 88) -351(-530,-171) -9(-13,-5) -4(-6,-2) 13(8,17) 

  4Q (88; 96) -437(-608,-267) -11(-14,-7) -5(-7,-3) 16(12,20) 

  5Q (97; 100) -404(-596,-212) -9(-13,-5) -4(-7,-2) 13(8,18) 
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Table 5.9 Adjusted associations between quintiles (Q) of meteorological parameters and 

percentage of time spent in physical activity levels in BRHS men  

 

n=1361 in all models 

Note: estimates are from multilevel regression models (level 1=date, level 2= individual) adjusted for 

age, social class, BMI, chronic conditions, mobility limitations, geriatric depression scale, vision 

problems, smoking status, marital status, daily wear time, day of the week, wear day order, and ILI 

Meteorological factor 

Mean difference 

(95%CI) for % of 

time spent in LIPA 

(minutes per day) 

Mean difference 

(95%CI) for % of 

time spent in MVPA 

(minutes per day) 

Mean difference 

(95%CI) for % of 

time spent in SB 

(minutes per day) 

Temperature mean 
   

  1Q (-7.1; 6.4), reference    

  2Q (6.5; 10.2) -0.0(-0.5,0.4) 0.1(-0.1,0.4) -0.1(-0.6,0.5) 

  3Q (10.3; 13.7) 0.7(0.1,1.3) 0.3(0.0,0.7) -1.0(-1.7,-0.3) 

  4Q (13.8; 16.1) 1.4(0.8,2.1) 0.5(0.1,0.9) -1.9(-2.7,-1.1) 

  5Q (16.2; 24.4) 1.6(1.0,2.3) 0.8(0.4,1.2) -2.4(-3.2,-1.6) 

Temperature max    

  1Q (-3.5; 9.2), reference    

  2Q (9.3; 13.0) 0.4(-0.1,0.8) 0.3(0.0,0.6) -0.7(-1.2,-0.1) 

  3Q (13.1; 16.5) 1.0(0.4,1.5) 0.6(0.2,0.9) -1.5(-2.2,-0.8) 

  4Q (16.6; 19.0) 1.8(1.2,2.4) 0.7(0.3,1.0) -2.4(-3.2,-1.7) 

  5Q (19.1; 29.5) 2.1(1.4,2.7) 1.2(0.8,1.5) -3.2(-4.0,-2.4) 

Temperature min    

  1Q (-11; -4), reference    

  2Q (4.1; 8.0) 0.0(-0.4,0.4) 0.0(-0.2,0.3) 0.0(-0.5,0.5) 

  3Q (8.1; 11.0) 0.1(-0.4,0.6) -0.1(-0.4,0.2) 0.1(-0.5,0.8) 

  4Q (11.1; 13.5) 0.6(0.0,1.2) 0.1(-0.3,0.4) -0.6(-1.4,0.2) 

  5Q (13.6; 20.0) 0.7(0.1,1.3) 0.2(-0.2,0.6) -0.8(-1.6,-0.1) 

Sunshine duration    

  1Q (0.0; 0.3), reference    

  2Q (0.4; 1.9) 0.2(-0.2,0.5) 0.1(-0.1,0.3) -0.2(-0.7,0.2) 

  3Q (2.0; 4.5) 0.6(0.2,0.9) 0.3(0.1,0.5) -0.9(-1.3,-0.5) 

  4Q (4.6;7.4) 1.0(0.7,1.4) 0.6(0.4,0.9) -1.7(-2.1,-1.2) 

  5Q (7.5;15.4) 2.0(1.6,2.4) 0.9(0.6,1.1) -2.9(-3.4,-2.4) 

Relative Humidity %    

  1Q (43;71), reference    

  2Q (72; 81) -0.7(-1.1,-0.3) -0.2(-0.5,-0.0) 0.9(0.5,1.4) 

  3Q (82; 88) -1.1(-1.5,-0.7) -0.5(-0.7,-0.2) 1.6(1.0,2.1) 

  4Q (88; 96) -1.3(-1.7,-0.9) -0.6(-0.8,-0.4) 1.9(1.4,2.4) 

  5Q (97; 100) -1.1(-1.6,-0.7) -0.5(-0.8,-0.2) 1.6(1.1,2.2) 
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Table 5.10 Overall interaction tests (Wald test p-value) between outdoor temperature and individual risk 

factors (age and BMI) on physical activity outcomes 

 

 

Interaction of 

temperature with…  

Physical activity outcomes Age  BMI   

SB 0.377 0.088 

LIPA 0.138 0.232 

MVPA 0.001 0.070 

Steps 0.003 0.264 
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Figure 5.1 Raw data (n=1361). Plots depicting relationship between physical activity levels (mean, 95% 

CI) vs (i) mean temperature and (ii) England/Wales Influenza-like Illness (ILI) weekly consultation rate 

per 100,000 persons 
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Figure 5.2 Raw data (n=1361). Plots depicting relationship between physical activity levels (mean, 95% 

CI), and temperature (max and min) 
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Figure 5.3 Raw data (n=1361). Plots depicting relationship between physical activity levels (mean, 95% 

CI), and meteorological factors 
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Figure 5.4 Raw data (n=1361). Plots depicting relationship between % of time spent in physical activity 

levels (mean, 95% CI) vs (i) mean temperature and (ii) England/Wales Influenza-like Illness (ILI) weekly 

consultation rate per 100,000 persons  
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Figure 5.5 Raw data (n=1361). Plots depicting relationship between % of time spent in physical activity 

levels (mean, 95% CI) and temperature (max and min) 
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Figure 5.6 Raw data (n=1361). Plots depicting relationship between % of time spent in physical activity 

levels (mean, 95% CI), and meteorological factors 
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 DIURNAL VARIATIONS IN CARDIOVASCULAR 

DISEASE RISK FACTORS LEVELS 

6.1 Summary 

Previous studies have reported time of day variations in several established and novel 

cardiovascular disease (CVD) risk factors, such as blood pressure and biological 

markers of inflammation (e.g. Interleukin-6), though mainly in middle aged 

populations. Overall, CVD risk factors have shown peaks concentrated in between 

10:00 and 15:00 hours, and it has been hypothesised that such variations may be 

relevant for CVD risk prediction. This Chapter addresses gaps in the literature by 

investigating diurnal variations in a comprehensive range of CVD risk factors 

measured in older adults (e.g. aged 60 years or more). To achieve such objectives, I 

studied variations in established and emerging CVD risk factors measured on one 

occasion in between 08:00 and 19:00 hours in 4252 men aged 60-79 years from the 

British Regional Heart Study (BRHS). The measurements were carried out in between 

February 1998 and March 2000 (BRHS follow-up year 20). Linear regression models 

were used to estimate associations between time of day and risk factors. Our findings 

showed that diurnal variations occurred for Interleukin-6 (IL-6), plasma viscosity, 

triglycerides, LDL-cholesterol, total cholesterol, and blood pressure (both systolic 

[SBP] and diastolic [DBP]) which increased over the course of the examination day, 

while tissue plasminogen activator [t-PA] antigen decreased. The associations were 

particularly marked for IL-6, SBP, and t-PA: over the course of the day IL-6 increased 

by 2.6% per hour (95% CI 1.8; 3.4%), SBP increased by 0.4 mm Hg per hour (95%CI 

0.1; 0.7); conversely, t-PA decreased by 3.3% per hour (95% CI 2.9; 3.7%).  

6.2 Introduction 

In epidemiological studies, diurnal variation of CVD risk factors has been assessed by 

comparing individuals measured at various hours of the day. In this way, time of day 

variations in both established and emerging cardiovascular disease (CVD) risk factors 

in middle aged adults, such as blood pressure, lipids and some well-established 

inflammatory and haemostatic factors (e.g. white blood cell, red blood cell, and 



Chapter 6 Diurnal variations in cardiovascular disease risk factors levels 

152 

 

platelets counts) have been reported (48, 200, 201, 295). For example, it is known that 

blood pressure rises after wakening in the morning (with plateau in late morning or 

afternoon); then, blood pressure decreases in the evening and declines even further 

after falling asleep, reaching the lowest peak during sleep (295). Also, during the 

BRHS baseline examination when men were in between 40-59 years of age, well-

known risk factors such as white cell count (typical indicating infection, stress, or 

inflammation) and triglycerides increased their levels over the course of the day (200). 

  

The importance of assessing such diurnal variations has been repeatedly 

acknowledged in the literature (48, 194, 195, 200, 214, 215), as this may be relevant 

to CVD risk prediction and risk stratification (45). As mentioned in Chapter 2 

(paragraph 2.5.2), previous studies support the parallelism of diurnal variations in 

blood pressure and MI events (42, 48, 192) and blood pressure with stroke events (44, 

206, 208). As such studies could only speculate on the underlying pathophysiological 

mechanisms, it is important to investigate time of day variations of CVD risk factors 

beyond simple descriptive diurnal patterns (45). Overall, the relationship between 

emerging CVD risk factors and time of the day has been less studied; although peaks 

in fibrinogen, IL-6, D-dimer, CRP, t-PA, and von Willebrand factor levels between 

10:00 am and 15:00 hours have been demonstrated in middle aged or young 

populations (45, 46, 52). There is a need to establish whether time of day variations in 

emerging CVD risk factors occur in older adults, in a manner consistent with findings 

in younger populations. The BRHS is a population-based study of CVD in older adults 

and is well suited to investigate associations of time of day with CVD risk factors, due 

to the measurements of a comprehensive range of risk factors in between 08:00 and 

19:00 hours in 4252 men aged 60-79 years. This is especially important when 

analysing CVD markers of inflammation (200) and blood pressure (295). I would 

expect to observe an increase in such risk factors over the course of the examination 

day.  
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6.3 Objectives 

The aim of this study was to investigate time of day variations in established and 

novel biological risk factors and physical measurements in older men (60-79 years) 

from the British Regional Heart Study (BRHS). Considering the available literature 

the main research question (objective) is the following: 

 

Do established and emerging CVD risk factors measured in older adults vary 

between 08:00 and 19:00 hours? 

 

 

6.4 Methods 

6.4.1 Participants 

In both this Chapter and Chapter 7, the data collected in 1998-2000 were used. The 

reason to do this was previously reported in Chapter 1; in summary, at this time point 

I could analyse a larger sample of older adults with the most comprehensive range of 

relevant risk factors. For Chapter 6, this also allowed a sufficient follow-up time for 

testing the research question “are diurnal variations in CVD risk factors relevant to 

CVD risk prediction in older adults?”. 

The 20-year follow-up of the BRHS took place in between February 1998 and March 

2000 and was previously described in Chapter 3 (see paragraph 3.2.4). In summary, 

4252 surviving participants (77% response rate) aged 60-79 years who were resident 

in the UK attended a physical examination during which nurses took blood pressure 

measurements and a fasting blood sample on one occasion for each participant (see 

Chapter 3, paragraph 3.2.4). Participants were asked to fast for a minimum of 6 hours, 

during which they were instructed to drink only water, as previously reported (201). 

Therefore, men examined at 2pm or later may have eaten at 7am, while men examined 

in the morning had not eaten since the night before; overall, men with morning 

appointments were more likely to report longer fasting duration (>10 hours) than men 

with afternoon appointments (89% vs 14%) (201). Examinations and blood sampling 

occurred between 08:00 h and 19:00 h. Assays were carried out for a range of 
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biochemical and haematological markers. Participants’ appointment times were non-

systematically allocated. They were offered the opportunity to contact the BRHS team 

and change the time of examination, if unable to attend; a small proportion of 

participants did so. 

The participants were also asked to complete a questionnaire which included questions 

on other established CVD risk factors, such as age, social class, smoking habits, 

alcohol consumption, and physical activity. Physical activity levels were self-reported, 

see Chapter 3 paragraph 3.4.1 (296), but the questionnaire used was recently validated 

using accelerometers (233). Incident CVD, including non-fatal stroke and non-fatal 

MI were recorded: their definitions have been reported (Chapter 3, paragraph 3.2.4.4) 

(291). The number of blood samples collected and included in the analyses differed 

according to the risk factor measurements (the number of observations varied from 

3816 for Total Cholesterol to 4006 for blood pressure in complete case analyses 

including all covariates of interest). 

6.4.2 CVD risk factors 

As reported in the method section of Chapter 3 (paragraph 3.4.4), a number of 

established and emerging cardiovascular risk markers, including blood pressure, 

lipids, haemostatic and inflammatory markers, were measured. According to the 

existing literature, there was sufficient justification for and investigation of diurnal 

variation in the following risk factors: 

 

- systolic and diastolic blood pressure (SBP and DBP) (48, 297) 

- serum total cholesterol, high density lipoprotein (HDL) cholesterol, low 

density lipoprotein (LDL) and triglycerides (200, 201) 

- circulating levels of markers of inflammation (C-reactive protein [CRP], 

Interleukin 6 [IL-6], fibrinogen, plasma viscosity [PV]) (45, 47, 52) 

- circulating levels of markers of haemostasis (tissue plasminogen activator [t-

PA] antigen, fibrin D-dimer, von Willebrand factor [vWF]) (45, 46, 195)  

- Lung function variables (FEV1, FVC, FEV1/FVC) (298, 299) 



Chapter 6 Diurnal variations in cardiovascular disease risk factors levels 

155 

 

- Vitamin D (300) 

 

The list of the above CVD risk factors were also included in this thesis because there 

was further justification for investigating their seasonal variations (separately studied 

in Chapter 7) 

 

 

6.4.3 Statistical methods 

Excepting Total Cholesterol, HDL-cholesterol, LDL-cholesterol, SBP and DBP, 

FEV1, FVC, and FEV1/FVC all other outcomes were log-transformed for further 

analysis as their distributions were positively skewed, as reported in previous BRHS 

publications (55, 301). After log-transformation, data followed a normal or nearly 

normal distribution; this helped to meet the assumptions of inferential statistics. 

6.4.3.1 Descriptive statistics  

Unadjusted geometric means and 95% Confidence Intervals [CI] of the outcomes were 

plotted against hour of the day. For other risk factors which followed an approximately 

Normal distribution, arithmetic means were used. 

 

6.4.3.2 Adjusted associations between time of day and CVD risk factors 

Associations between time of day (fitted as a continuous variable, range 8-18) and the 

outcomes were examined using linear multilevel random intercept models (level 1 = 

individual, level 2 = town of residence). For outcomes which were log-transformed, 

the results were reported as percent difference in the outcome geometric mean per hour 

of sampling, and for other variables as the mean change per hour. 

 

The town effect was important to account for, since it may have carried independent 

associations with the risk factors and might have been confounded with time of day if 

examinations were carried out on average later in the day in some towns than others. 

The results refer to between-person differences over the course of the examination 

day; specifically, the estimates from the linear model are for average difference in the 
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outcome levels for every hour later between 08:00 and 19:00 hours. Non linearity of 

association between time of day and the outcomes was investigated (see paragraph 

6.4.4.3), as the literature reported that some CVD risk factor levels may increase 

starting from the early morning, with a possible plateau in the late morning or 

afternoon (46, 201, 295). 

 

All associations between time of day and CVD risk factors were reported in: 

1) Models adjusted for age  

2) Models additionally adjusted for other major risk factors: social class, BMI, 

previous stroke or myocardial infarction (MI), physical activity, smoking 

status, and use of statin. These variables are worth adjusting for as their 

relationship with outcome is known a priori to be strong in the BRHS, 

although it is unlikely these variables are related to exposure (time of day). 

Including such covariables in the model would have the scope of reducing 

the standard error and increasing in precision of the estimates for our 

exposure variable. For lipids only, the models were always additionally 

adjusted for diabetes status and possible confounding of fasting time. 

 

When the association of time of the day with the outcomes was found to be statistically 

significant, the proportion of variance associated with time of the day was estimated 

using partial R-squared.  

 

6.4.3.3 Secondary analysis 

Moreover, three further analyses were performed: (i) all models were carried out 

excluding men with diabetes, (ii) interactions were fitted to test whether the time of 

day associations were modified by age (fitted as continuous variable); (iii) a quadratic 

term for time of day was added to the models in order to check for non-linearity. 
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6.5  Results 

6.5.1 Descriptive statistics  

The characteristics of the study participants (mean age 68.7 years, standard deviation 

(SD) = 5.5) are reported in Table 6.1. Major risk factors were distributed as follows: 

12.9% of were smokers, the average BMI was 26.9, 8.9% had diabetes, average blood 

pressure was 149 mmHg blood pressure, average total cholesterol was 6 mmol/L, and 

11% were inactive. The number and percentage of BRHS men who attended the 

examination by time of day are displayed in Table 6.2. The majority of the men were 

examined between 10:00 and 12:59, and in between 14:00 and 16:59. 

 

The relationships between time of day (by hour) and risk factors were displayed in 

Figures 6.1-6.4. Evidence of an increase over the course of the day was particularly 

noticeable for IL-6 (Figure 6.1), lipids (Figure 6.3), SBP and DBP (Figure 6.4), and 

FEV1 (Figure 6.5). Conversely, levels of t-PA (Figure 6.2) were lower in the afternoon 

in comparison with morning; this difference was particularly marked and further 

investigated in a sensitivity analysis (see paragraph 6.5.2). Variations by time of day 

for other risk factors were not clearly observable from the plots. For completeness of 

information, all risk factors levels plotted in figure 6.1-6.4 are reported as mean and 

95%CI in Tables 6.3-6.5. 

 

6.5.2 Adjusted associations between time of day and CVD risk factors 

The results of corresponding linear regression analyses are shown in Table 6.6: 

statistically significant associations between time of the day and some outcomes were 

found (Table 6.6, Model 2, fully adjusted). I reported here the results in order of 

magnitude, listing the log transformed outcomes first: over the course of the 

examination day IL-6 increased by 2.6% per hour (95% CI 1.8; 3.4%), Triglycerides 

increased by 0.8% per hour (95%CI 0.1;1.4), PV increased by 0.1% per hour (95%CI 

0.0;0.1), LDL-cholesterol increased by 0.019 mmol/L per hour (95%CI 0.005; 0.033), 

Total Cholesterol increased by 0.027 mmol/L per hour (95%CI 0.012; 0.042), SBP 

increased by 0.400 mm Hg per hour (95%CI 0.112; 0.689), DBP increased by 0.191 

mm Hg per hour (95%CI 0.057;0.325), FEV1 increased by 0.009 litres (95%CI 
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0.002;0.016), and FEV1/FVC increased by 0.2% (95%CI 0.0;0.3). Conversely, t-PA 

decreased by 3.3% per hour (95% CI 3.7; 2.9%). C-Reactive Protein, Fibrinogen, D-

Dimer, von Willebrand Factor, HDL-Cholesterol, and Vitamin D showed no 

consistent associations with time of day (Table 6.6).  

 

A further sensitivity analysis was performed on t-PA only (as mentioned in paragraph 

6.5.1); the association between time of the day and t-PA was strongly attenuated after 

accounting for fasting time (fitted as continuous variable): the decrease in t-PA levels 

was -3.3% (95%CI -3.7; -2.9) per hour before the adjustment (Table 6.2) and -1.4% 

(95%CI -2.2; -0.1) after the adjustment for fasting. 

 

6.5.3 Secondary analysis 

An analysis excluding men with diabetes was performed (Table 6.2 – Model 3), but 

the association between time of day and the outcomes did not substantially change, 

except for triglycerides. For all outcomes, we also did not find evidence for an 

interaction between of time of day with age (results not shown). When adding a 

quadratic term to the model, we found a significant improvement in model fit for IL-

6 only (p=0.030 for the time of day squared term). The association of time of day with 

IL-6 appeared to be slightly J-shaped (results not shown), with no change with time 

from 08:00 until 11:00, and a linear increase from 11:00 until 19:00 hours. For those 

risk factors associated with time of the day, the proportion of variance associated with 

time of the day from the fully adjusted models was <1% for IL-6, PV, lipids, BP, and 

FEV1; and 2% for t-PA.  

 

6.6 Discussion 

6.6.1 Summary of the main findings 

 

To my knowledge, this is the largest investigation of relationships between time of day 

and CVD risk factors in older men. I discuss below findings in relation to objectives 

outlined in paragraph 6.3 and the main research question: 
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Do established and emerging CVD risk factors measured in older adults vary 

between 08:00 and 19:00 hours?  

 

Yes, some CVD risk factors levels vary by time of the day in the BRHS. After 

adjusting the analysis for major CVD risk factors it has been observed that some, but 

not all, CVD risk factors levels varied by time of day. In particular, IL-6, LDL-

Cholesterol, Total Cholesterol, SBP, and lung function variables (FEV1 and 

FEV1/FVC) increased linearly over the course of the day and showed the strongest 

associations with time of the day. Conversely, a decrease in t-PA was also observed 

over the course of the day. C-Reactive Protein, Fibrinogen, D-Dimer, von Willebrand 

Factor, HDL-Cholesterol, and Vitamin D showed no consistent associations with time 

of day.  

 

Also, secondary analyses which showed no evidence of interaction between time of 

day and age..   

 

 

6.6.2 Comparison with other studies 

Literature on time of day variation in CVD markers of inflammation and haemostasis 

in older adults is limited; to our knowledge this is the first time these findings have 

been reported in older adults. Findings from earlier studies of younger adults were 

fairly consistent with ours. For example a recent meta-analysis of several small studies 

which analysed IL-6 proposed a diurnal pattern, with overall IL-6 levels being higher 

later in the day than in the morning, similarly to our study (47). Findings from Chapter 

4 showed that BRHS men were more active in the morning and in early afternoon (58) 

when the main activities were usually gardening and house works among others. 

Whether IL-6 was implicated in this daily pattern remains uncertain and can 

potentially be explored in future studies.  

 

A morning surge in BP has been observed in previous studies and associated with the 

nocturnal fall as well as the awakening time (48). In our study only DBP increased 
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over the course of the examination day while average SBP remains fairly constant 

around 147 mm Hg. As the BRHS men were mostly examined from 9 a.m. onwards, 

it was not possible to assess the BP levels around the times of awakening, typically 

around 6-7 a.m. in the morning (58).  An increase in triglycerides and total cholesterol 

over the course of the day was also observed elsewhere (194); food intake seems to be 

a major contributor, as triglycerides in particular can increase in response to the 

proportion of fat in the meal (216). A decrease in t-PA over the examination day was 

also reported in younger subjects (a UK population of 9377 men and women aged 45) 

(45); however, t-PA did not vary by time of the day in a previous large study of 1288 

healthy 25 to 64-year-old men and women (302). Previous studies did not report the 

role of fasting in t-PA diurnal variations; in this Chapter, after accounting for fasting 

time the relationship of time of the day with t-PA was strongly attenuated. The 

participants were asked to fast for at least 6 hours; it is possible that t-PA levels are 

especially sensitive to fasting time or diet (small breakfast in the morning prior to the 

afternoon examination could partially explain the drop in t-PA levels observed in the 

afternoon vs morning). 

 

In comparison to our study, findings regarding CRP, Fibrinogen, D-dimer, and vWF 

reported in earlier studies of younger adults were fairly similar. However, most of the 

previous studies were small, with a longitudinal study design, and representativeness 

at population level very reduced: they did not find an association of time of day with 

CRP in one study of 10 males and 3 females (age range 21–35 years) (196), with D-

dimer in one study of 4 men and 5 women, mean age 51 years old (214), and with vWF 

in a study of 10 men with ischaemic heart disease (median age 59 years old, range 48-

69) (195).  

 

The biggest study on diurnal CVD risk factors published in middle aged populations 

(9377 men and women aged 45 years from  the British 1958 Birth Cohort study) found 

that fibrinogen, D-dimer, t-PA and vWF slightly decreased over the course of the day. 

Moreover, the variation in CRP, Fibrinogen, D-dimer, and vWF attributable to time of 

day was relatively small; time of day explained less than 0.5% of variance in 
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fibrinogen, D-dimer, CRP, and vWF levels and approximately 6% of the variance in 

t-PA (45). Although this study suggested that diurnal variations in CVD risk factors 

could be relevant for cardiovascular risk prediction (45), the authors did not carry out 

survival analysis to verify this. Our findings suggested the effect of time of the day 

(from 08:00 h to 19:00 h) is not relevant for CVD risk assessment. With this sensitivity 

analysis we wanted to investigate time of day variations beyond simple descriptive 

diurnal patterns; to our knowledge this is the first time this finding has been reported.  

 

6.6.3 Strengths and limitations 

The BRHS cohort benefits from using a large sample and this increases statistical 

power and precision of estimates. The CVD risk factors measurements were carried 

out on one occasion only over an extended period of the day (between 08:00 and 19:00 

hours), offering only a partial understanding of the variations over 24 hours (194, 297). 

This study did not carry out repeated measures on participants over the day: future 

studies involving repeated measurement over 24 hours would allow investigation of 

within-person circadian variations. However, with repeated measurements a possible 

and genuine diurnal variation may be disrupted and natural sleeping patterns altered 

(repeated measures are usually taken every 1-2 hours during the night) (303). 

Moreover, since the diurnal variation in CVD events has been reported as more marked 

in men than women (42), it is important to examine whether the time of day variations 

in CVD risk factors levels explored in this thesis are less marked in UK older women. 

Similarly, the BRHS is comprised of men predominantly of white European ethnic 

origin (see discussion in paragraph 9.4.1), and further studies are needed to examine 

whether these findings are different in older men of non-white-European ethnicity. 

 

The time of death (e.g. hour of the day) of the BRHS participants was not measured in 

the BRHS; this is a limitation of this thesis and represent a key measurement 

requirement for future studies aiming to understand the causal pathways of the diurnal 

variation in CVD events (44, 192, 203).  
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6.6.4 Implications 

The findings of this Chapter can be further explored by future studies assessing the 

same CVD risk factors levels during the 24 hours of the day to demonstrate whether a 

rapid increase of IL-6, LDL-Cholesterol, Total Cholesterol and SBP over the day may 

be relevant to the increased number of CVD events observed in early and late morning 

(44). Secondarily, season did not modify the time of day variations in the CVD risk 

factors measured in this thesis, suggesting that particular types of interventions for 

CVD prevention in relation to time of the day and by season are not needed.   

 

6.7 Conclusions 

Levels of Interleukin-6 (IL-6), Plasma viscosity, Triglycerides, LDL-cholesterol, total 

cholesterol, blood pressure (both systolic and diastolic), and lung function vary by time 

of the day in older men. Future studies aiming to understand the causal pathways of 

the diurnal variation in CVD events may focus on these markers to understand causal 

pathways.  
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Table 6.1 Individual characteristics and risk factors levels in the British Regional Heart Study 

(BRHS) men who attended the examinations in 1998-2000 

 
BRHS men (n=4252) 1 

Demographic and background characteristics 
 

Age (years),  mean (SD)  68.7 (5.5) 

Social class, n (%) 
 

    Manual  2166 (50.9) 

    Non manual  1966 (46.2) 

    Armed Forces 112 (2.6) 

    Missing 8 (0.2) 

Physical health 
 

Prevalence of stroke/myocardial infarction, n (%) 370 (8.7) 

Hypertension, n (%) 

    Missing, n (%)  

2703 (63.6) 

17 (0.3) 

Diabetes, n (%) 

    Missing, n (%)  

380 (8.9) 

220 (5.1) 

BMI, mean (SD) 

    Missing, n (%) 

26.9 (3.7) 

20 (0.5) 

Behavioural factors 
 

Smoking 
 

   Never, n (%) 1233 (29.0) 

   Ex-smokers, n (%) 2464 (57.9) 

   Smokers, n (%) 548 (12.9) 

   Missing, n(%) 7 (0.2) 

Physical activity (PA) score 
 

  Inactive, n (%) 471 (11.1) 

  Occasional, n (%) 957 (22.5) 

  Light, n (%) 767 (18.0) 

  Moderate, n (%) 591 (13.9) 

  Moderate vigorous, n (%) 690 (16.2) 

  Vigorous, n (%) 621 (14.6) 

  Missing, n (%) 155 (3.6) 

Personal circumstances  

    Lipids lowering drugs use, n (%) 327 (7.7) 

    Married vs not 3467 (81.5) 

Biological markers, means (SD) 
 

CRP, mg/L 

   Missing, n (%)  

3.53 (6.86) 

196 (4.6) 

IL-6, pg/mL 

   Missing, n (%)  

3.18 (2.95) 

202 (4.7%) 

Fibrinogen, g/L 

   Missing  

3.27 (0.74) 

172 (4.0) 

PV, mPa.s 

   Missing, n (%)  

1.285 (0.078) 

239 (5.6) 

t-PA, ng/mL 

   Missing, n (%)  

11.08 (4.44) 

169 (4.0%) 

vWF, IU/dL 139.96 (46.19) 
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   Missing, n (%)  169 (4.0%) 

D-dimer, ng/mL 

   Missing, n (%)  

133.58 (210.74) 

173 (4.1%) 

Triglycerides, mmol/L 

   Missing, n (%)  

1.86 (1.08) 

220 (5.2%) 

HDL-cholesterol, mmol/L 

   Missing, n (%)  

1.32 (0.34) 

246 (5.8%) 

LDL-cholesterol, mmol/L 

   Missing, n (%)  

3.89 (0.97) 

278 (6.5%) 

Total cholesterol, mmol/L 

   Missing, n (%)  

6.00 (1.08) 

221 (5.2%) 

Vitamin D, ng/mL 

   Missing, n (%)  

20.01 (9.24) 

453 (10.7%) 

SBP sitting, mm Hg 

   Missing, n (%)  

149 (24) 

17 (0.4%) 

DBP sitting, mm Hg 

   Missing, n (%)  

85 (11) 

17 (0.4%) 

FEV1, L § 

   Missing, n (%) 

2.6 (0.7) 

47 (1.1) 

FVC, L § 

   Missing, n (%) 

3.4 (0.8) 

45 (1.1) 

FEV1/FVC %, mean (SD) 

   Missing, n(%) 

76.8 (11.6) 

47 (1.1) 
1 >=1 and <=15 units per week (1 unit is approximately 1 drink, such as one glass of wine) 

2 >=16 units per week (1 unit is approximately 1 drink, such as one glass of wine 
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Table 6.2 Number and percentage of BRHS men examined by time of the day 

Time of day 

Total examined = 4252 

N (%) 

08:00 - 08:59 h 33 (0.8) 

09:00 - 09:59 h 363 (8.5) 

10:00 - 10:59 h  699 (16.4) 

11:00 - 11:59 h  771 (18.1) 

12:00 - 12:59 h  591 (13.9) 

13:00 - 13:59 h  99 (2.3) 

14:00 - 14:59 h  306 (7.2) 

15:00 - 15:59 h  560 (13.2) 

16:00 - 16:59 h  566 (13.3) 

17:00 - 17:59 h  260 (6.1) 

18:00 – 19:00 h  4 (0.1) 
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Table 6.3 Unadjusted geometric means (95% CI) by time of the day for inflammatory and haemostatic factors measured on one occasion in BRHS men aged 60-79 

during the years 1998-2000 

Time of day CRP, mg/L IL-6, pg/mL Fibrinogen, g/L PV, mPa.s vWF, IU/dL D-dimer, ng/mL t-PA, ng/mL 

08:00 - 09:59 h 1.77(1.57,1.99) 2.37(2.20,2.55) 3.20(3.12,3.27) 1.28(1.27,1.28) 132.56(128.16,137.12) 84.26(77.52,91.59) 11.25(10.84,11.68) 

10:00 - 10:59 h 1.99(1.82,2.17) 2.45(2.33,2.59) 3.26(3.21,3.31) 1.28(1.28,1.29) 132.74(129.36,136.20) 86.10(80.80,91.74) 11.08(10.75,11.42) 

11:00 - 11:59 h 1.69(1.56,1.83) 2.26(2.15,2.37) 3.18(3.13,3.23) 1.28(1.28,1.29) 135.36(132.27,138.53) 85.75(80.63,91.19) 10.89(10.60,11.19) 

12:00 - 12:59 h 1.79(1.63,1.95) 2.40(2.27,2.53) 3.21(3.16,3.27) 1.29(1.29,1.30) 133.26(129.64,136.97) 85.40(79.52,91.72) 10.95(10.61,11.31) 

13:00 - 13:59 h 1.62(1.34,1.95) 2.31(2.04,2.61) 3.24(3.10,3.39) 1.30(1.29,1.32) 131.65(122.91,141.00) 86.19(74.26,100.04) 11.25(10.45,12.10) 

14:00 - 14:59 h 1.50(1.32,1.70) 2.39(2.22,2.58) 3.08(2.99,3.16) 1.27(1.26,1.28) 125.39(120.50,130.49) 82.91(75.94,90.51) 9.19(8.76,9.65) 

15:00 - 15:59 h 1.80(1.63,1.98) 2.62(2.49,2.77) 3.19(3.13,3.25) 1.28(1.27,1.29) 134.90(131.21,138.69) 83.69(77.96,89.83) 9.23(8.91,9.55) 

16:00 - 16:59 h 1.64(1.50,1.79) 2.65(2.52,2.80) 3.15(3.09,3.21) 1.29(1.28,1.29) 127.68(123.84,131.63) 82.75(76.83,89.13) 9.12(8.81,9.43) 

17:00 – 19:00 h 1.65(1.44,1.89) 2.77(2.53,3.02) 3.22(3.13,3.30) 1.29(1.28,1.30) 135.12(129.36,141.12) 79.01(71.31,87.54) 8.96(8.53,9.41) 
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Table 6.4 Unadjusted arithmetic means (95% CI) by time of the day for lipids and blood pressure variables measured on one occasion in BRHS men aged 60-79 

during the years 1998-2000 

Time of day 
Triglycerides, 

mmol/L 

Total cholesterol, 

mmol/L 

LDL-cholesterol, 

mmol/L 

HDL-cholesterol, 

mmol/L 
SBP sitting, mm Hg DBP sitting, mm Hg 

08:00 - 09:59 h 1.56(1.49,1.64) 5.94(5.84,6.05) 3.85(3.75,3.95) 1.32(1.28,1.35) 148(146,150) 84(83,85) 

10:00 - 10:59 h 1.59(1.53,1.65) 5.92(5.84,6.00) 3.81(3.74,3.88) 1.31(1.28,1.33) 149(147,151) 84(84,85) 

11:00 - 11:59 h 1.55(1.50,1.61) 6.00(5.92,6.07) 3.89(3.82,3.96) 1.33(1.30,1.35) 148(147,150) 85(84,86) 

12:00 - 12:59 h 1.59(1.53,1.66) 6.02(5.93,6.12) 3.91(3.82,3.99) 1.33(1.31,1.36) 148(146,150) 85(84,86) 

13:00 - 13:59 h 1.70(1.54,1.87) 6.37(6.13,6.61) 4.17(3.97,4.37) 1.34(1.27,1.40) 151(146,156) 87(84,89) 

14:00 - 14:59 h 1.65(1.55,1.74) 5.94(5.82,6.06) 3.81(3.70,3.93) 1.32(1.28,1.36) 150(147,153) 85(84,86) 

15:00 - 15:59 h 1.71(1.64,1.78) 5.97(5.88,6.06) 3.81(3.73,3.89) 1.32(1.29,1.35) 150(148,153) 86(85,87) 

16:00 - 16:59 h 1.68(1.62,1.75) 6.06(5.97,6.15) 3.90(3.81,3.98) 1.33(1.30,1.36) 149(147,151) 85(84,86) 

17:00 – 19:00 h 1.68(1.58,1.78) 6.16(6.03,6.29) 3.98(3.86,4.11) 1.34(1.29,1.38) 150(147,153) 86(85,87) 
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Table 6.5 Unadjusted arithmetic means (95% CI) by time of the day for lung function variables 

and geometric mean for Vitamin D measured on one occasion in BRHS men aged 60-79 during 

the years 1998-2000 

Time of day FEV1, L FVC, L FEV1/FVC % VitD, ng/mL 

08:00 - 09:59 h 2.53(2.47,2.60) 3.32(3.24,3.40) 77(75,78) 2.86(2.81,2.92) 

10:00 - 10:59 h 2.55(2.50,2.60) 3.35(3.30,3.41) 76(75,77) 2.86(2.82,2.90) 

11:00 - 11:59 h 2.60(2.55,2.64) 3.43(3.37,3.49) 76(75,77) 2.86(2.82,2.90) 

12:00 - 12:59 h 2.58(2.52,2.64) 3.38(3.31,3.45) 77(76,78) 2.92(2.87,2.96) 

13:00 - 13:59 h 2.62(2.48,2.75) 3.32(3.16,3.49) 79(77,81) 2.95(2.85,3.06) 

14:00 - 14:59 h 2.64(2.57,2.71) 3.41(3.32,3.49) 78(76,79) 2.91(2.85,2.96) 

15:00 - 15:59 h 2.56(2.51,2.62) 3.37(3.31,3.44) 77(76,77) 2.84(2.79,2.89) 

16:00 - 16:59 h 2.65(2.59,2.70) 3.46(3.39,3.52) 77(76,78) 2.88(2.83,2.92) 

17:00 – 19:00 h 2.70(2.62,2.78) 3.46(3.37,3.54) 78(77,80) 2.94(2.88,3.00) 
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Table 6.6 Cross-sectional adjusted associations between time of day (fitted as continuous variable) and cardiovascular disease (CVD) risk factors measured in the 

British Regional Heart Study (BRHS) men (aged 60-79) attending the follow-up year 20 examination in 1998-2000.  

 

 Model 1: Age adjusted 1 3  Model 2: Full adjustment 2 3  Model 3: Full adjustment 

excluding men with diabetes 4 
 

CVD risk factor 

Percent difference (95%CI)                         

in the CVD risk factor levels                      

for each hour later of sampling 

p-value 

Percent difference (95%CI)                         

in the CVD risk factor levels                      

for each hour later of sampling 

p-value 

Percent difference (95%CI)                         

in the CVD risk factor levels                      

for each hour later of sampling 

p-value 

IL-6 2.3 (1.5; 3.1) <0.001 2.6 (1.8; 3.4) <0.001 2.4 (1.6; 3.3) <0.001 

t-PA -3.4 (-3.9; -3.0) <0.001 -3.3 (-3.7; -2.9) <0.001 -3.2 (-3.6; -2.7) <0.001 

Fibrinogen -0.2 (-0.5; 0.0) 0.082 -0.2 (-0.5; 0.1) 0.104 -0.2 (-0.5; 0.1) 0.149 

CRP -1.3 (-2.6; 0.1) 0.060 -0.9 (-2.2; 0.4) 0.175 -0.9 (-2.2; 0.5) 0.191 

PV 0.1 (0.0, 0.2) 0.042 0.1 (0.0;0.1) 0.041 0.1 (0.0;0.2) 0.015 

vWF -0.2 (-0.6; 0.2) 0.274 -0.2 (-0.6; 0.2) 0.380 -0.1 (-0.5; 0.3) 0.703 

D-Dimer -0.2 (-1.2; 0.8) 0.682 -0.1 (-1.0; 0.9) 0.890 -0.1 (-1.2; 0.9) 0.801 

Triglycerides 1.3 (0.7;1.9) <0.001 0.8 (0.1;1.4) 0.020 0.5 (-0.1;1.2) 0.117 

Vitamin D 0.1 (-0.6;0.7) 0.880 0.1 (-0.5;0.7) 0.717 -0.1 (-0.7;0.5) 0.736 
 Absolute difference (95%CI) p-value Absolute difference (95%CI) p-value Absolute difference (95%CI) p-value 

LDL-Cholesterol, mmol/L 0.007 (-0.005;0.019) 0.274 0.019 (0.005;0.033) 0.006 0.018 (0.003;0.033) 0.016 

HDL-Cholesterol, mmol/L 0.003 (-0.002;0.007) 0.235 0.004 (-0.000;0.009) 0.076 0.004 (-0.001;0.009) 0.113 

Total cholesterol, mmol/L 0.018 (0.004;0.031) 0.010 0.027 (0.012;0.042) 0.001 0.026 (0.009;0.042) 0.002 

Systolic Blood pressure, mm Hg 0.376 (0.084;0.668) 0.012 0.400 (0.112;0.689) 0.007 0.532 (0.228;0.836) 0.001 

Diastolic Blood pressure, mm Hg 0.187 (0.051;0.323) 0.007 0.191 (0.057;0.325) 0.005 0.228 (0.086;0.369) 0.002 

FEV1 0.010 (0.002;0.017) 0.014 0.009 (0.002;0.016) 0.015 0.009 (0.001;0.017) 0.025 

FVC 0.006 (-0.003;0.015) 0.175 0.006 (-0.003;0.015) 0.181 0.007 (-0.002;0.016) 0.146 

FEV1/FVC % 0.161 (0.024;0.297) 0.021 0.156 (0.021;0.290) 0.023 0.128 (-0.015;0.271) 0.079 
1 Model 1: Two level linear models (level 1 = person, level 2 = town of residence during the BRHS recruitment) adjusted for age. Model 1 used the same number of observations as Model 2 

(complete case analysis). All associations are reported as difference in CVD risk factors levels per one hour of sampling over the examination day (08:00-19:00h). 
2 Model 1 additionally adjusted for social class, Body Mass Index, smoking status, alcohol consumption, physical activity, use of statin, prevalence of stroke/MI and season. Association of time 

of the day with lipids were additionally adjusted for fasting time and diabetes 
3 Model 1 and Model 2 used the same number of observations: 3832 for IL-6, 3863 for t-PA, 3861 for Fibrinogen, 3838 for CRP, 3863 for vWF, 3817 for Triglycerides, 3859 for D-Dimer, 3798 

for PV, 3764 for LDL-Cholesterol, 3793 for HDL cholesterol, 3816 for Total Cholesterol, 4006 for SBP, 4006 for DBP 
4 Model 3 number of observations: 3398 for IL-6, 3429 for t-PA, 3427 for Fibrinogen, 3405 for CRP, 3429 for vWF, 3425 for D-Dimer, 3388 for Triglycerides, 3375 for PV, 3358 for LDL-

Cholesterol, 3373 for HDL cholesterol, 3388 for Total Cholesterol, 3559for SBP, 3559 for DBP.
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Figure 6.1 Unadjusted geometric means (95% CI) by time of the day for C-Reactive Protein (CRP), Interleukin-6 (IL-6), Fibrinogen, and Plasma 

Viscosity (PV) measured on one occasion in BRHS men aged 60-79 during the years 1998-2000. 
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Figure 6.2 Unadjusted geometric means (95% CI) by time of the day for von Willebrand factor (vWF), fibrin D-dimer, and Tissue plasminogen activator (t-PA)  
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Figure 6.3 Unadjusted geometric means (95% CI) by time of the day for lipids  
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Figure 6.4 Unadjusted geometric means (95% CI) by time of the day for systolic (SBP) and diastolic (DPB) blood pressure 
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Figure 6.5 Unadjusted geometric means (95% CI) by time of day for lung function variables and Vitamin D 
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 SEASONAL VARIATIONS IN CARDIOVASCULAR 

DISEASE RISK FACTORS LEVELS 

7.1 Summary 

In most European countries cardiovascular disease (CVD) risk increases at lower temperatures, 

reflecting seasonal variation in all-cause and CVD mortality. Despite knowing that an 

association between temperature and mortality exists, the biological mechanism linking lower 

temperatures and higher CVD risk is not fully understood. It has been hypothesised that lower 

temperatures could have its adverse effect by increasing the levels of established risk factors 

causally associated with CVD, such as blood pressure and LDL-Cholesterol. However, little is 

known about associations of outdoor temperature with emerging, or recently established, causal 

risk factors for CVD, such as Interleukin-6 or other inflammatory and haemostatic factors. 

Moreover, to estimate such associations in older adults is particularly relevant as CVD is more 

common in older adults (60+ years old) than in younger populations. Other previous studies 

investigating the association of outdoor temperature with CVD risk factors in older adults were 

mostly small and included very few risk factors in their analysis. 

The study conducted in this Chapter represents the largest investigation on temperature and 

CVD risk factors in older European adults. To address the aim, CVD risk factors measured on 

one occasion in 4252 men aged 60-79 years from the British Regional Heart Study (BRHS) 

were used. The measurements were carried out in between February 1998 and March 2000 

(BRHS follow-up year 20). Linear models were carried out to estimate associations between 

outdoor mean temperature (main exposure variable) and CVD risk factors, after adjusting for 

exposure to influenza, measured by Influenza-like illness (ILI) weekly consultation rate in 

primary care at national level, and additionally adjusting for individual socio-demographic 

characteristics. The results showed that with a 5°C lower mean temperature measured during 

the examination day (lag 0), C-reactive protein was 3.6% (95%CI 0.0; 7.1%) higher, plasma 

viscosity was 0.4% (95%CI 0.1; 0.6%) higher, and t-PA was 2.6% (95%CI 0.7; 4.5%) higher, 

LDL cholesterol was 0.053 mmol/L  (95%CI 0.006; 0.100) higher, and SBP was 1.220 mm Hg 

(95%CI 0.231; 2.210) higher. With a 5°C lower mean temperature assessed up to and including 

1 week (lag 0-6) prior to the examination, IL-6 was 4.4% (95%CI 0.7; 7.9%) higher. Therefore, 
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public health approaches to protect the elderly against low temperatures could help in reducing 

CVD risk.  

Please note that findings presented in this chapter have been published in 2017 as part of a 

larger collaboration including data from the BRHS and the study of pravastatin in elderly 

individuals at risk of vascular disease (PROSPER) (56). 

7.2 Introduction 

In the UK, Europe and worldwide, cardiovascular disease (CVD) risk increases at lower mean 

outdoor temperatures, and this is typically used in epidemiological studies for investigating 

seasonal variation in mortality (29, 35, 37, 125). It has been hypothesised that lower outdoor 

temperatures could exert their adverse effects by increasing the levels of well-established risk 

factors causally associated with CVD, such as blood pressure and lipids (78, 304). For example, 

in the UK effects of lower temperatures seemed to increase myocardial infarction up to 14 days 

after the reduction in temperature (37); this may be due to higher levels of inflammatory 

markers (148) and blood pressure (39) associated with lower temperatures recorded up to 

several days prior to CVD risk factors measurement. Moreover, in the UK and during the winter 

season, when temperatures are typically lower, the CVD mortality is more markedly increased 

in older (65+ years old) than younger adults (e.g. 18-64) (103); therefore, investigating 

temperature-related variations in CVD risk in older adults is of particular interest.  

 

In older adults, higher levels in established CVD risk factors, such as total and LDL-

Cholesterol, have been observed in winter (139, 141), but whether this is due to temperature is 

not well understood (40, 305). Moreover, recently established causal risk factors for CHD, as 

Interleukin-6 (25), are not widely studied in association with temperature (45). Low outdoor 

temperatures may increase the levels of other emerging risk factors prospectively associated 

with CVD (e.g. other inflammatory markers and haemostatic markers (306)), although 

literature supporting this hypothesis is sparse (45, 148). Overall, common limitations of 

previous studies investigating associations of outdoor temperature and biological markers of 

CVD are small sample size (142, 307), confined to a specific geographical location (148), and 

the investigation of clinical rather than community populations (146). Lastly, the possible 
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delayed effects of ambient temperature on CVD risk factors have been also overlooked in 

previous studies (136, 144) and findings are sparse (39, 148). In populations of older adults, 

whether age or the presence of other individual risk factors increase CVD risk factors levels at 

lower temperatures is unclear. Previous small studies of older adults which found no consistent 

interaction of lower temperatures with age and other risk factors, such as BMI, need to be 

confirmed by population-based studies to increase generalisability and precision of the findings 

(147, 148). The BRHS is a population-based study of CVD in older adults and is well suited to 

investigate associations of temperature with CVD risk factors, due to the measurements of a 

comprehensive range of risk factors.  I would expect that higher levels of CVD risk factors 

(outcomes) are associated with lower mean outdoor temperatures (exposure). Especially when 

analysing CVD markers of inflammation and blood pressure I would expect to observe 

association with temperatures measured on the same day (and to some extent with temperature 

on previous days). Consistently with analysis conducted in Chapter 5 and 8, associations of 

temperatures with the outcomes are reported after adjustment for Influenza-like illness (ILI) 

weekly consultation rate in primary care, a proxy of exposure to seasonal influenza, a measure 

used for surveillance of respiratory viruses at national levels in the UK and associated 

especially with respiratory mortality. In this Chapter, and specifically for lung function 

measurements carried out in this study, I would expect to observe a decrease in lung function 

when ILI rates are higher.  

 

7.3 Objectives 

The aim of this study was to investigate seasonal variations in established and novel biological 

risk factors and physical measurements in older men (60-79 years) from the British Regional 

Heart Study (BRHS), with a particular focus on mean temperature-related variation in the risk 

factors. The main research questions (objectives) of this Chapter are: 

1) Do variations in mean outdoor temperature (main seasonal factor and exposure variable 

analysed in this thesis) relate to variations in CVD risk factors measured in the BRHS? 

Mean temperature will be investigated in 5 ways: 

(i) Its level on the day of examination (lag 0) 
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(ii) Its level on the day of examinations, and 3 days previously (lag 0-3), representing 

the cumulative short-term effect over 4 days 

(iii) Its level on the day of examinations, and 6 days previously (lag 0-6), representing 

the cumulative short-term effect over a week 

(iv) Its level on the day of examinations, and 13 days previously (lag 0-13), representing 

the cumulative short-term effect over two weeks 

(v) Its level on the day of examinations, and 27 days previously (lag 0-27), representing 

the cumulative short-term effect over four weeks 

 

2) Are the temperature–risk factors relationships confounded by seasonal influenza trends? Is 

the measure of influenza exposure used in this study (ILI consultation rate) associated with 

CVD risk factors? 

3) Is the association of temperature with the risk factors modified by individual socio-

demographic characteristics?  

7.4 Methods  

7.4.1 Participants 

The population for this study was the same as described in Chapter 6 (paragraph 6.4.1). In 

summary, participants were men who attended the 20-year follow-up which took place in 

between February 1998 and March 2000 (see also Chapter 3 paragraph 3.2.4, and Chapter 6, 

paragraph 6.4.1 for more details). 4252 surviving participants (77% response rate) aged 60-79 

years who were resident in the UK attended a physical examination during which nurses took 

a fasting blood sample on one occasion for each participant (see Chapter 6, paragraph 6.4.2). 

The participants also completed a questionnaire including questions on other established CVD 

risk factors, such as age, social class, smoking habits, physical activity, and other behavioural 

and lifestyle factors. 

7.4.2 CVD risk factors 

Details of measurement technique and classification methods for the cardiovascular risk factors 

were extensively described in Chapter 3 (see paragraph 3.4.4).  The measurements were carried 

out during 1998–2000, and the factors included (i) established risk factors, such as systolic and 
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diastolic blood pressure (BP, obtained sitting), and blood lipids (triglycerides, total cholesterol, 

high density lipoprotein [HDL] cholesterol, and low density lipoprotein [LDL] cholesterol); 

and (ii) emerging risk factors, such as inflammatory factors (C-reactive protein [CRP], 

fibrinogen, interleukin 6 [IL-6]) and plasma viscosity [PV]; haemostatic markers (tissue 

plasminogen activator [t-PA] antigen, fibrin D-dimer, von Willebrand factor [vWF]; and 

Vitamin D (VitD). According to the existing literature, there was sufficient justification for an 

investigation of seasonal variation in such risk factors (see paragraph 7.2). We also investigated 

measures of lung function (Forced Expiratory Flow after 1 second [FEV1], and Forced vital 

capacity [FVC], and FEV1/FVC %) made at the same examination, due to the fact poor lung 

function may be associated with exposure to influenza (see paragraph 7.2), and also a risk 

factor for CVD (308-310) and respiratory mortality. 

7.4.3 Meteorological factors data 

The UK Meteorological (MET) Office provided daily outdoor mean temperatures for the 24 

towns of BRHS during the study period (see Chapter 3, paragraph 3.3). In summary, the MET 

office provided mean temperature data (main exposure variable), which is only available as the 

average of maximum and minimum temperatures collected from 9pm to 9pm of the following 

day of each day. For example, if a biological marker is measured on January 13th in between 

8am and 6pm (as explained in Chapter 6), the mean temperature linked to such measurement 

is the one recorded from 9pm of January 12th to 9pm of January 13th. The mean temperature on 

the day of physical examination and blood sampling of each participant were linked to the CVD 

risk factors measured in the BRHS, as described in Chapter 3 paragraph 3.3, and this has been 

termed “lag 0 temperature” in this chapter. All temperature data levels up to 4 consecutive 

weeks prior to the day of examination were used as part of subsequent analysis (definition of 

temperature collected at different “lags” was offered in paragraph 7.4.5.2 alongside with 

description of statistical analysis fitting such temperature variables). 

 

To the best of my knowledge, there are no specific reasons for an investigation of possible 

short term effects of sunshine duration in this Chapter. While it is plausible that lack of sunshine 

exposure is harmful to health, this would need to occur consistently  over decades or the life 

time, rather than a few days  (311). Also, although lack of sunshine is likely to lower vitamin 

D levels,  arguments for a causal effect of Vitamin D on inflammation, or on mortality risk, has 
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been challenged (312). Therefore, in this chapter the findings on association of sunshine 

duration with Vitamin D are included only descriptively, because sunshine duration is a more 

plausible influence than temperature on Vitamin D levels.  

 

Previous studies of associations of relative humidity with CVD risk factors and relative 

humidity with mortality are rare (130, 137, 313); the associations of humidity with blood 

pressure (137), and with CVD mortality worldwide (130, 137) were found not statistically 

significant. In one previous study of association of temperature with three CVD risk factors 

(IL-6, C-reactive protein and Fibrinogen), relative humidity was used only as a covariable (and 

estimates not reported) (146); in this study, relative humidity did not alter the association of 

temperature with the CVD risk factors (146). Without a strong rationale for an investigation 

and sparse evidence, I decided not to consider relative humidity in this Chapter.  

 

In summary, mean temperature was used as the main exposure variable (as anticipated in 

paragraph 7.2), consistently with Chapter 5 and Chapter 8. 

 

7.4.4 Adjusting outdoor temperature for influenza vs other long-term seasonal trends 

Influenza-Like illness (ILI) weekly consultation rates per 100,000 population admitted to 

General Practice is a proxy of influenza severity; the rationale for inclusion of ILI rates in this 

thesis was already introduced in Chapter 5 (paragraph 5.4.4) when I investigated temperature-

related variations in physical activity. Consistently with Chapters 5 and 8, ILI rate collected 

during the study period (February 1998 to March 2000) was included in statistical models in 

order to adjust temperature-related associations with the outcomes for seasonal confounding.  

Please note that related findings to those presented in this chapter have been published in 2017 

as part of a larger collaboration including BRHS and PROSPER data  (56); in this publication 

I adjusted temperature with season (fitted as dichotomised variable, winter vs non-winter 

months) instead of ILI rates. Considering the objectives of this PhD thesis, I considered  that 

adjusting temperature with ILI rates in statistical analysis was preferable to an adjustment for 

a generic (e.g. categorical, fixed or non-illness specific) proxy of season, or trigonometric 

functions of day of the year previously used in one earlier BRHS publication (55). While 

temperature and ILI associations with mortality have a plausible epidemiological link (see 
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paragraph 7.2), generic proxies of season cannot be clearly interpreted; they can potentially 

capture a seasonal trend, but this does not enhance our understanding of which biological 

pathways are relevant to seasonal variations in CVD.  

7.4.5 Statistical methods 

Excepting Total Cholesterol, HDL-cholesterol, LDL-cholesterol, SBP and DBP, FEV1, FVC, 

and FEV1/FVC all other outcomes were log-transformed for further analysis as their 

distributions were positively skewed, as reported in previous BRHS publications (55, 301). 

7.4.5.1 Preliminary analysis (descriptive tables and plots) 

Several preliminary analysis were carried out to explore the data: 

- The number of participants examined from the BRHS, the total number of days and 

weeks when the examinations took place, and the mean (SD) of daily average outdoor 

temperature and weekly ILI rate during examinations were calculated; 

- Unadjusted means (95% CI) of CVD risk factors levels were plotted against quintiles 

of mean temperature and ILI rate during the study period.  

7.4.5.2 Associations of temperature with the CVD risk factors 

The association of temperature with each of the CVD risk factors was estimated in (i) 

unadjusted linear models, (ii) ILI rate-adjusted linear models, (iii) ILI rate and age adjusted 

linear models, and (iv) linear models adjusted for ILI rate, age, Body Mass Index (BMI), social 

class, smoking, marital status, physical activity score, and time of day of measurement (45); 

for log-transformed outcomes, associations were reported as percentage difference in the 

geometric mean. Associations of temperature with BP variables, HDL-cholesterol, LDL-

cholesterol, and Total cholesterol, were reported as linear coefficients (absolute difference). 

The associations of temperature with the CVD risk factors were estimated; for log-transformed 

outcomes, as the percent change in the geometric mean associated with a decrease of 5°C in 

mean temperature, as in previous studies (39, 40), and because 5°C is also the rounded standard 

deviation [SD] to the nearest integer for daily mean temperature during 1998-2000 in the BRHS 

towns (4.8°C, see Table 7.2). Associations of temperature with BP variables, HDL-cholesterol, 
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LDL-cholesterol, Total cholesterol were reported as linear coefficients (absolute difference) 

per decrease of 5°C in mean temperature.  

Associations of temperature with three measurements of lung function were investigated: (i) 

the forced expiratory volume in one second (FEV1) measures amount of air a person can 

forcefully exhale in one second of the spirometry test; (ii) the forced vital capacity (FVC), is 

the amount of air which can be forcibly exhaled from the lungs after taking the deepest breath 

possible; (iii) the FEV1/FVC ratio (%), a marker of Chronic Obstructive Pulmonary Disease 

(COPD) (168). Estimates were reported as linear coefficients (absolute difference) per decrease 

of 5°C in mean temperature. 

Multilevel linear regression models (level 1 = individual, level 2 = town of examination) were 

used to take into account clustering within towns, in order to avoid possible confounding with 

season of measurement  (314). Temperature was fitted in the model in 5 different ways: 

1) Temperature at lag 0, which is the temperature measured during the examination day;  

2) Cumulative short-term associations of temperature up to and including 4 days (lag 0-3) 

prior to the examination (= average temperature of the 4 days up to and including the 

day of the examination, where temperature at lag 3 is the temperature measured 3 days 

prior to the examination day); 

3) Cumulative short-term associations of temperature up to and including 1 week (lag 0-

6) prior to the examination; 

4) Cumulative associations of temperature up to and including 2 weeks (lag 0-13) prior to 

the examination; 

5) Cumulative associations of temperature up to and including to 4 weeks (lag 0-27) prior 

to the examination. 

Overall, I would expect higher levels of CVD risk factors at lower temperatures. Especially 

when analysing CVD markers of inflammation (see Chapter 6, paragraph 6.6.2), blood 

pressure, and LDL-Cholesterol, I would expect to observe a short term association with 

temperatures (lag 0, lag 0-3, or lag 0-6) as in previous studies (39, 40, 148). In particular, 

associations of low temperatures with inflammatory risk factors levels (e.g. CRP) are expected 
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to be greater at lag 0 and then decreased gradually at subsequent single lags (lag 1, lag 2, lag 3 

etc.) and up to lag 6, remaining fairly constant after lag 6 and up to 2 weeks prior to examination 

(147, 148). I would also expect Vitamin D to be lower at lower temperatures due to reduced 

sunshine duration 

Associations between temperatures and CVD risk factors (described above in points 1) to 5) 

above) were adjusted for ILI rate and individual characteristics, such as age, Body Mass Index 

(BMI), social class, smoking, marital status, physical activity score, and time of day of 

measurement (45). The adjustment for ILI rate was made to check whether there was 

confounding between mean temperature and a different seasonal factor (as already explained 

in Chapter 5, paragraph 5.4.5.2). The adjustment for individual characteristics was performed 

as their relationship with CVD risk factors is known a priori to be strong, and this would reduce 

the standard error and increase precision of the estimated effect of the key exposure variable 

(see Chapter 5, paragraph 5.4.5.2), as well as adjust for confounding characteristics of those 

participants measured in seasons of low, as opposed to high temperature. 

Outdoor temperature was also additionally adjusted for indoor temperature of examination 

room, which remained fairly constant over the year (peak was in June with  25°C, and nadir in 

May with 22°C). Moreover, the temperature of the room did not have any relationship with the 

outcomes (all p>0.05), therefore it was excluded from models presented. 

The proportion of variance associated with temperature from the fully adjusted models was 

estimated using partial R-squared. 

7.4.5.3 Interaction of temperature with individual risk factors 

I also fitted an interaction between short term changes in temperature at lag 0 or lag 0-6 and 

age (fitted as continuous variable) to test whether the relationship of temperature with outcomes 

was particularly marked among the “oldest” old vs “younger” older adults; it is recognised that 

tolerance of sudden changes in temperature towards the extremes is more limited as people are 

ageing, and this could affect the ability of seniors to maintain their body temperature when 

exposed to cold environments (315). Also, I hypothesized that some personal circumstances 

such as marital status and social class (markers of fuel poverty in winter) could also potentially 
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interact with temperature and raise the CVD risk factors levels (316); therefore I included them 

in my interaction tests one at a time. Lastly, the interaction of temperature with well-established 

life-style factors was tested (BMI fitted as continuous variable, smoking - yes vs no, and 

physical activity score). An overall Wald test for interaction between the categorical variables 

and temperature was used. 

7.4.5.4 Associations of sunshine duration and Vitamin D 

As it well known that people can obtain Vitamin D from sunlight (29, 30), the analysis 

described at paragraph 7.4.5.2 was repeated substituting outdoor temperature with sunshine 

duration, and using Vitamin D as outcome. 

7.5 Results  

7.5.1 Descriptive statistics 

The BRHS participants’ characteristics and descriptive statistics were previously described and 

discussed in Chapter 6 as this analysis made use of the same population; therefore the results 

were reported only in Table 6.1 and not in this Chapter. 

The number of participants examined from the BRHS, the total number of days when the 

examinations took place, and the mean (SD) of daily average outdoor temperature and ILI rate 

during examinations were also reported (Table 7.1).  The total number of days when the 

examinations took place was 242. For some months there are more days when examinations 

took place than days in the month, because measurements were taken across multiple years 

(Table 7.1). Mean temperatures were on average equal to 5.7°C (SD=2.9) in winter (December-

March) and 12.1 °C (SD=4.1) during the non-winter season (April-November). National ILI 

rates were on average equal to 33.9 (SD=46.4) persons per 100,000 in winter and 9 (SD=5.5) 

persons per 100,000 during the non-winter season. During the 242 examination days, the 

Pearson correlation of temperature with ILI rate was r=-0.367. 

Unadjusted means (95% CI) of CVD risk factors levels were typically higher at lower 

temperatures  (first and second quintiles of mean temperature, see Figures 7.1-7.5) and at higher 

ILI rate during the study period (fourth and fifth quintiles of ILI rate, see Figures 7.6-7.10).  
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7.5.2 Associations of mean temperature with the CVD risk factors 

Adjusted associations of mean temperature at different lags with the CVD risk factors are 

shown in Table 7.2 – Table 7.8. A summary chart of such associations is also shown in Table 

7.10; however, the following paragraphs from 7.5.2.1 to 7.5.2.3 offer a more detailed 

presentation of the findings, with estimates of magnitude of associations.  

7.5.2.1 Associations of temperature at lag 0 

In fully adjusted models (Table 7.2 – Table 7.8, Model 4, temperature lag 0), estimates showed 

that with a 5°C lower mean temperature measured during the examination day (lag 0), C-

reactive protein was 3.6% (95%CI 0.0; 7.1%, p=0.050) higher, plasma viscosity was 0.4% 

(95%CI 0.1; 0.6%, p=0.002) higher, and t-PA was 2.6% (95%CI 0.7; 4.5%, p=0.009) higher, 

total cholesterol was 0.064 mmol/L  (95% confidence Intervals (CI) 0.014; 0.113, p=0.012) 

higher, LDL cholesterol was 0.053 mmol/L  (95%CI 0.006; 0.100, p=0.027) higher, and SBP 

was 1.220 mm Hg (95%CI 0.231; 2.210, p=0.016) higher. With a 5°C lower mean temperature, 

Vitamin D was 5% (95%CI -8.0; -2.1%, p=0.001) lower. 

Associations of temperature at lag 0 with other CVD risk factors were not statistically 

significant.  

The highest proportion of variance was observed when the outcome analysed was Vitamin D 

(5.2% in fully adjusted models, see Table 7.12). In each of the models, and other outcomes 

analysed, the proportion of variance associated with mean temperature was less than 1% (Table 

7.12). Interaction effects of temperature with age on the outcomes levels were not significant 

(all p>0.05, data not shown). 

7.5.2.2 Associations of temperature at lag 0-3 and lag 0-6 

Associations of temperature up to 1 week (lag 0-3 and lag 0-6) prior to the examination day 

with CRP, IL-6, PV, t-PA, lung function variables and Vitamin D levels were observed (Table 

7.3 – Table 7.8, Model 4). The magnitude of the associations was similar to associations from 

full adjusted models using temperature at lag 0: overall, the estimates showed that with a 

decrease in mean temperature at lag 0-3 or lag 0-6 the levels of CRP, IL-6, PV, t-PA, and FVC 

were higher, while Vitamin D levels were lower. Similarly to observations at lag 0, the 
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proportion of variance explained by temperature at lag 0-6 did not substantially change,  

remaining  less than 1% for all outcomes apart from Vitamin D (8.4%, see Table 7.12). 

7.5.2.3 Associations of temperature at lag 0-13 and lag 0-27 

Associations of temperature over 2 weeks or 4 weeks (lag 0-13 and lag 0-27) prior to the 

examination day with CRP, IL-6, PV, t-PA, and Vitamin D were observed (Table 7.3 – Table 

7.8, Model 4). The magnitude of the associations at lag 0-13 and 0-27 was similar. Overall, the 

estimates showed that with a decrease in mean temperature at lag 0-13 or lag 0-27 the levels of 

CRP, IL-6, PV, t-PA, were higher, while Vitamin D levels were lower. The proportion of 

variance explained by temperature at lag 0-13 and lag 0-27 did not substantially change in 

comparison to lag 0-6 (Table 7.12). 

In comparison with lag 0 or lag 0-6, the magnitude of association at lag 0-13 was greater only 

for IL-6, t-PA, and Vitamin D, and similar for CRP and PV. 

7.5.2.4 Associations between Influenza-like Illness weekly consultation rate and CVD 

risk factors 

In fully adjusted models (Table 7.9, Model 3), estimates showed that with a 1 SD increase in 

ILI rate, FVC was 0.078 litre (95%CI 0.0034; 0.122%, p=0.001) higher, while FEV1/FVC% 

was 1.3% (95%CI -2.0; -0.5%, p=0.001) lower, and Vitamin D was 7.5% (95%CI -10.3; -4.9%, 

p<0.001) lower. 

7.5.3 Interaction of temperature with individual risk factors 

The interaction tests of temperature with age, social class, body mass index, smoking, physical 

activity, use of lipid lowering drugs medication on the outcomes levels were not significant (all 

p>0.05). 

7.5.4 Associations of sunshine duration and Vitamin D 

In fully adjusted models reported in table 7.11 (Model 4), estimates showed that with a 1 SD 

decrease in sunshine duration at lag 0-3 (p=0.021), lag 0-6, lag 0-13 and lag 0-27 (all p values 

<0.001) the levels of Vitamin D decreased. However, the association between Vitamin D and 

sunshine duration was weak when measured at lag 0 only (0.2%, 95%CI -1.5; 1.8, p=0.815), 
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but became stronger over longer lags. Overall, the magnitude of the associations per 1 SD 

decrease in sunshine duration was similar in comparison with models which used 1 SD 

decrease in outdoor temperature. 

7.6 Discussion 

To the best of my knowledge, this is the largest investigation of the relationships between 

outdoor temperature and a comprehensive range of established and emerging CVD risk factors, 

and in older European people. The CVD risk factors investigated here were selected for two 

reasons: first, there was published evidence of seasonal variation, with higher levels observed 

in the winter months or at lower temperatures (39, 40, 45, 55, 148); second, there was published 

evidence of independent associations with CVD events in meta-analyses of prospective 

population-based studies (79, 317-319). 

7.6.1 Summary of the main findings 

I discuss below findings in relation to objectives outlined in paragraph 7.3 

Question 1: Do variations in mean outdoor temperature (main proxy for season) relate to 

variations in CVD risk factors measured in the BRHS? 

Yes, the findings showed that lower temperatures were associated with higher levels of some, 

but not all, CVD risk factors. Specifically, temperature-related variations can be divided in 4 

major groups: 

1) Immediate or short-term decrease in temperature (at lag 0 or lag 0-3 or lag 0-6) was 

associated with an increase in CVD risk factors; in particular CRP, PV, IL-6, t-PA, 

SBP, Total-Cholesterol, LDL-Cholesterol, and FVC; the magnitude of associations was 

similar when comparing lag 0, lag 0-3 and lag 0-6.  

2) Cumulative decrease in temperature up to 2 or 4 weeks (lag 0-13 and lag 0-27) was 

associated with an increase in a fewer CVD risk factors, in particular CRP, PV, IL-6 

and t-PA; in comparison with temperature at lag 0 or lag 0-6, larger effect sizes were 

seen for IL-6 and t-PA but not CRP and PV. 
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3) Decrease in temperature was associated with a decrease in Vitamin D (temperature at 

any lag) 

4) CVD risk factors that showed no association with temperature included Fibrinogen, D-

Dimer, vWF, Triglycerides, HDL-Cholesterol, FEV1 and FEV1/FVC ratio. 

Lower outdoor temperature was the major meteorological parameter investigated in this 

Chapter and thesis. Overall, the findings reported associations in the same direction when using 

the outdoor temperature at lag 0 or the average temperature of 1 week (lag 0-6), 2 weeks (lag 

0-13), and 4 weeks (lag 0-27) prior to the examination date. However, the patterns at longer 

lags can be very different depending on the risk factor; for IL-6 the magnitude of the 

associations increased fairly linearly up to 2 weeks prior to the examination date, then remained 

fairly constant. In the case of IL-6, a decrease in 5°C in temperature was associated with an 

increase of 1.4% in IL-6 at lag 0, 4.4% at lag 0-6, 8.0% at lag 0-13 and 9.1% at lag 0-27. On 

the other hand, for risk factors such as total cholesterol and LDL-Cholesterol, associations with 

temperature were only seen clearly associated with temperatures on the same day, while 

associations with longer term temperatures were weaker and non-statistically significant..  

In fully adjusted models, the proportion of variance in risk factors explained by temperature 

was much smaller than other risk factors, being around 1% of the total variance (except for 

Vitamin D, where variance explained was approximately 5%).  

Question 2. Is the temperature–risk factors relationship confounded by seasonal influenza 

trends? Is the measure of influenza exposure used in this study (ILI consultation rate) 

associated with CVD risk factors? 

No, the findings showed that all statistically significant associations of temperature with the 

CVD risk factors in unadjusted models persisted after adjustment for a proxy of exposure to 

influenza (ILI consultation rate).  Higher ILI rates were especially associated with a decrease 

in Vitamin D.  

Question 3. Is the association of temperature with the risk factors modified by individual socio-

demographic characteristics?  
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There was no evidence of an interaction of temperature with age and other CVD risk factors 

on the wide range of CVD risk factors analysed. This finding suggested that the effect of low 

temperature on CVD risk may apply to the full age range of older adults 

7.6.2 Comparison with other studies 

In comparison to the few previous studies, the overall direction of the associations reported in 

this Chapter were fairly similar (39, 40, 148); in particular the findings were consistent with 

the suggestions from previous studies that, in addition to established risk factors such as 

cholesterol (40) and blood pressure (39), circulating inflammatory markers (45) and Vitamin 

D (166) showed strong associations with outdoor temperature and may contribute to increased 

incidence of CVD in winter (29). The association of temperature with Systolic Blood Pressure, 

LDL-cholesterol and IL-6 levels may be particularly relevant, as previous trials and Mendelian 

Randomization (MR) studies support their causal role in CHD risk (78, 304, 320). 

7.6.2.1 Established CVD risk factors 

In this study lower outdoor temperature at lag 0 was significantly associated with higher levels 

of SBP, consistently with previous findings (136, 138). The association of temperature with 

DBP was weaker and non-significant, differing from one previous study (39). 

A decrease in temperature was associated with increased Total cholesterol and LDL-

cholesterol, as previously reported (144). In our study a decrease of about 10°C in temperatures 

(approximately the difference between the coldest and warmest months, January-August) 

would be associated with an increase of 0.15 mmol/L in LDL-Cholesterol. According to 

previous studies, this absolute increase in LDL-Cholesterol was associated with a 3% increase 

in CVD mortality risk (304). Lastly, associations of temperature with triglycerides were not 

significant as observed in previous studies (40). In my analysis levels of HDL cholesterol were 

not associated with temperature, differing from one previous study (40); this makes the role of 

HDL-Cholesterol in the seasonal variation in CVD not relevant. This is consistent with HDL-

Cholesterol not being causally related to CVD (321). 

We found that lower temperatures were not consistently associated with a decrease in FEV1 

with a decrease in FVC and a decrease in FEV1/FVC ratio levels, in contrast to my hypothesis. 
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This suggests that temperature was not a good predictor of lung function or COPD (estimated 

with the FEV1/FEV ratio). There may be reasons for this; previous findings suggest a lung 

function decline during the non-winter months (although temperature was not investigated), as 

reported in two previous studies where FEV1 and FVC levels decreased during July-September 

(166, 168). It is possible that lower levels of FEV1 and FVC may indicate variations in the 

different seasonal respiratory symptoms experienced, such as asthmatic symptoms (168). It is 

plausible that in my analysis on FEV1 and FVC, seasonal variations in temperature may reflect 

onset of the pollen season (with peak typically in spring, when temperatures start to increase 

after the winter); one previous study found that in London an increase in daily total grass pollen 

concentrations from 2005 to 2011 were associated with increased emergency hospital 

admissions for asthma amongst adults, with a lag of 2 to 5 days following exposure, and after 

accounting for outdoor temperatures (167). Also, toward the end of summer, concentrations of 

an airborne fungus peak in August and September and this may lead to lower levels of FEV1 

and FVC (168). On the other hand, we would have expected a lower FEV1/FEV ratio in winter 

and at lower temperatures; although our analysis confirmed the direction of these association, 

the estimates were not statistically significant. In this study, a lower ILI rate (typically recorded 

in the non-winter months, when temperatures are higher) was associated with a decrease in 

FVC. Obtaining a more precise measure of ILI exposure at individual level should be 

performed before confirming such findings. We would have expected a lower FEV1/FVC ratio 

at higher ILI rates; although our analysis confirmed the direction of these association, the 

decline in FEV1/FVC ratio was mathematically driven by an increase in FVC. If this was true, 

the FEV1/FVC ratio does not correspond to a good measure of COPD, where the decline is 

driven by a decrease in FEV1. 

7.6.2.2 Emerging CVD risk factors 

A decrease in temperature was associated with increased circulating levels of markers of 

inflammation, such as IL-6, CRP, Fibrinogen, and plasma viscosity. This is important and 

support the inflammatory hypothesis of CVD previously tested in Randomized Controlled 

Trials (322). To date, MR studies for IL-6 suggested a causal role in coronary heart disease, in 

contrast to null associations in MR studies for CRP and fibrinogen (25, 96, 323) Therefore, the 

findings on IL-6 are particularly important: in this study, the magnitude of the associations 

between temperature and IL-6 increased fairly linearly up to 2 weeks prior to the examination 
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date, then remained fairly constant up to 4 weeks. In older people, these associations may 

suggest an ongoing inflammation status triggered by long-term exposure to lower temperatures 

up to 2 weeks followed by a slow recovery (148). A decrease of about 10°C in temperatures at 

lag 0-27 (similar to the monthly variation in temperature between January and August) would 

be associated with an average increase of 0.22 pg/mL in IL-6 levels. According to previous 

findings from the BRHS, this absolute difference was associated with an increase of 1.5% in 

CVD deaths (100). Considering that in England and Wales the excess winter deaths (EWDs) 

five-year moving average for CVD remained fairly constant and around 25% from 2010/2011 

to 2015/2016 (32), then attributable risk to IL-6 would be approximately 1.5/25 = 5%.  

It is also possible that an acute (or short-term) effect of outdoor temperature may be more 

marked on rapidly responding CVD risk factors, including a marker of inflammation such as 

CRP (324). The acute phase response indicated by increased CRP may explain why it provides 

closer associations and better predictions of CVD events in the short-term than other markers 

of inflammation, such as cytokine mediators, other acute-phase proteins such as serum amyloid 

A protein and albumin (324, 325). The associations of temperature with other specific markers 

of inflammation we studied, such as fibrinogen and plasma viscosity, were weaker than for 

CRP, as previously reported (146). 

Findings for temperature-related variations in PV and t-PA are similar to those reported in 

previous studies which observed higher levels of these factors in winter (45), although the 

effect of temperature was not specifically tested. To our knowledge these associations with 

temperature are novel, and have not been previously published.  

The seasonal and temperature-related variation in vWF remains poorly understood; in one 

previous study the peak in vWF was observed in early spring (between March and May (45)). 

The reasons for the lack of association with temperature are not well understood and to the best 

of my knowledge previous studies did not analyse such associations; therefore this findings are 

not supported by previous literature. 

Lastly, the associations of temperature with Fibrinogen and fibrin D-Dimer were not 

significant; D-dimer is known to have an unusual seasonal variation, with peaks in 
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February/March and August/September (152). Our data suggest that Fibrinogen and D-Dimer 

are not the best markers of temperature-related influences. 

7.6.2.3 Interaction of temperature with individual risk factors 

There was no consistent evidence of an interaction of temperature with individual risk factors  

on CVD risk factors levels analysed; the findings presented in this Chapter were previously 

published as part of a meta-analysis including data from the BRHS and the PROSPER 

participants’ age ranged from 60-82 years old)  (56); these results are consistent with findings 

from previous studies including older adults only, where no consistent interaction of lower 

temperatures with increasing age and other risk factors was found (147, 148). This suggested 

that the effect of low temperature on CVD risk may apply to the full age range of older adults.  

 

7.6.2.4 Vitamin D 

Findings for Vitamin D showed strong associations with both temperature and sunshine 

duration. For Vitamin D specifically, temperature is likely to be a proxy of exposure to sun 

light, which is the real determinant. This investigation is included in this Chapter only with 

descriptive purposes; to the best of my knowledge prior studies did not reported cumulative 

associations of sunshine duration and Vitamin D in older adults. 

7.6.3 Strengths and limitations 

With the analysis conducted in this study the statistical power and precision was improved in 

comparison with findings reported in smaller studies of older adults (142, 307). Due to the 

nature of our data it was hard to distinguish between temperature-related associations and 

influenza like-illness associations at individual level. However, it seems that temperature 

variations were negatively associated with CVD risk factors of inflammation, blood pressure 

and cholesterol, and Vitamin D, while ILI rate was negatively associated with Vitamin D in 

particular. This study also excluded indoor temperature during the examination as a possible 

confounding factor. The indoor temperature of examination room remained fairly constant over 

the year and did not show any seasonal variation (peak was in June with 25°C, and nadir in 

May with 22°C). After mutual adjustment with outdoor temperature I excluded a relationship 

of indoor temperature with both outdoor temperature and the outcomes. 
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7.6.4 Implications 

Our study provides robust evidence that outdoor temperature is related to major CVD risk 

factors in older adults. This study increased generalisability of existing evidence from northern 

European older populations and is consistent with the hypothesis that inflammation markers, 

on top of blood pressure and LDL-Cholesterol changes are associated with temperature. 

However, the causal pathway involving temperature, the risk factors, and mortality cannot be 

established with results from this Chapter 7, as observed associations between temperature and 

the risk factors were cross-sectional. To improve evidence concerning possible causality of 

these associations, frequent measurements of CVD risk factors over the years on the same 

individual followed-up for enough time (e.g. several years) may help (see Chapter 9, for 

broader discussion). 

Our overall findings suggested that protecting older adults during cold weather is important; 

however, whether targeting CVD risk factors at lower temperatures would really provide 

opportunities for intervention remains unclear. The increase in such CVD risk factors remains 

a process which develops over the course of many years (e.g. increasing age is associated with 

narrowing of arteries and atherosclerosis, the build-up of fatty material inside your arteries); 

therefore, the increase in such CVD risk factors levels due to short-term exposure to daily 

temperatures are likely to exert only a modest effect  in comparison with the increased risk that 

typically occurs from middle-age to older-age. Findings from this chapter showed that the 

proportion of variance in risk factors explained by temperature was indeed very small, being 

less than 1% of the total variance.  

 

7.7 Conclusions 

Our study provides robust evidence that outdoor temperature is associated with major CVD 

risk factors in older adults. Associations were strongest with inflammatory factors followed by 

associations with SBP, and cholesterol variables. In older adults a better protection against low 

temperatures, as well as strategies aimed to increase their physical activity levels in winter, 

could help in reducing the levels of several CVD risk factors.
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Table 7.1 Number of participants examined from the BRHS, number of days when the examinations took place, mean (SD) of daily average outdoor temperature 

during examinations (1998-2000), and England/Wales Influenza-like Illness (ILI) weekly consultation rate per 100,000 persons  

Month 

Number of 

BRHS men 

examined 

Total number of 

days when the 

examinations took 

place 

Average daily mean 

outdoor temperature 

(SD) during 

examinations 

Total 

number of 

weeks when 

the 

examinations 

took place 

Average ILI 

weekly 

consultation rate 

during 

examinations 

Winter season: 1450 92 5.7 (2.9) 25 33.9 (46.4) 

December 209 11 4.6 (2.2) 2 34.1 (18.0) 

January 268 16 3.9 (2.4) 4 103.6 (94.5) 

February 559 39 5.5 (3.4) 10 22.9 (2.8) 

March 414 26 7.0 (2.5) 8 13.8 (1.7) 

 

Non-winter season: 

 

2802 

 

150 

 

12.1 (4.1) 

 

40 

 

9.0 (5.5) 

April 430 22 9.4 (2.7) 6 7.0 (0.7) 

May 207 13 12.5 (2.4) 3 5.5 (0.5) 

June 467 22 13.7 (2.3) 7 4.0 (0.4) 

July 371 20 15.3 (2.3) 6 7.7 (2.9) 

August 156 10 16.4 (2.0) 2 5.7 (0.3) 

September 407 22 14.9 (2.2) 6 7.1 (3.5) 

October 345 22 10.0 (2.2) 5 15.0 (5.8) 

November 419 19 7.5 (2.5) 6 20.4 (9.3) 

 

Overall study period 4252 242 9.9 (4.8) 65 18.6 (31.2) 
1 Note that for some months there are more days when examinations took place than days in the month, because measurements were taken across multiple years.
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 Table 7.2 Difference in the levels of CRP and IL-6 for 5°C decrease in outdoor mean temperature in the BRHS participants, during examinations (1998-2000) 

  Model 1: Temperature Model 2: Temperature + ILI 
Model 3: Temperature + ILI + 

Age 

Model 4: Temperature + ILI + 

Age + other CVD risk factors 

(fully adjusted model) 1 

Outcome 

Lag for 

outdoor 

temperature 

Percent difference 

(95%CI) in outcome 

levels per 5°C decrease 

in outdoor temperature 

p-

value 

Percent difference 

(95%CI) in outcome 

levels per 5°C decrease 

in outdoor temperature 

p-

value 

Percent difference 

(95%CI) in outcome 

levels per 5°C decrease 

in outdoor temperature 

p-

value 

Percent difference 

(95%CI) in outcome 

levels per 5°C decrease 

in outdoor temperature 

p-

value 

CRP Lag 0 3.3(-1.1,7.6) 0.139 2.3(-2.4,6.8) 0.330 2.8(-1.9,7.3) 0.242 3.6(0.0,7.1) 0.050 
 Lag 0-3 4.1(-0.4,8.4) 0.073 3.1(-1.7,7.7) 0.195 3.4(-1.4,8.0) 0.164 3.7(0.0,7.1) 0.046 
 Lag 0-6 4.4(-0.4,8.9) 0.070 3.4(-1.7,8.2) 0.188 3.6(-1.5,8.4) 0.160 3.6(-0.2,7.3) 0.061 
 Lag 0-13 5.0(-0.3,10.0) 0.061 3.9(-1.7,9.2) 0.171 4.6(-1.1,9.9) 0.111 4.6(0.6,8.5) 0.023 
 Lag 0-27 4.6(-1.1,10.1) 0.110 3.1(-3.1,9.0) 0.315 3.7(-2.6,9.6) 0.246 4.3(-0.1,8.5) 0.053 

IL-6 Lag 0 1.3(-2.1,4.6) 0.449 1.2(-2.3,4.5) 0.507 1.8(-1.6,5.1) 0.294 1.9(-1.3,5.0) 0.244 
 Lag 0-3 3.2(-0.4,6.7) 0.076 3.2(-0.5,6.8) 0.088 3.6(-0.1,7.1) 0.054 3.3(-0.1,6.5) 0.057 
 Lag 0-6 4.1(0.2,7.9) 0.037 4.2(0.1,8.0) 0.043 4.4(0.5,8.2) 0.027 4.4(0.7,7.9) 0.018 
 Lag 0-13 5.8(1.3,10.1) 0.012 5.9(1.3,10.3) 0.013 6.9(2.3,11.2) 0.004 6.6(2.5,10.5) 0.002 
 Lag 0-27 5.7(0.7,10.4) 0.025 5.9(0.6,11.0) 0.028 6.9(1.6,11.8) 0.010 6.9(2.2,11.3) 0.004 

1 Model adjusted for age, Body Mass Index (BMI), social class, smoking, marital status, physical activity score, and time of day 
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Table 7.3 Difference in the levels of Fibrinogen, PV, and t-PA for 5°C decrease in outdoor mean temperature in the BRHS participants, during examinations (1998-

2000) 

  Model 1: Temperature Model 2: Temperature + ILI 
Model 3: Temperature + ILI + 

Age 

Model 4: Temperature + ILI + Age 

+ other CVD risk factors (fully 

adjusted model) 1 

Outcome 

Lag for 

outdoor 

temperature 

Percent difference 

(95%CI) in outcome 

levels per 5°C 

decrease in outdoor 

temperature 

p-value 

Percent difference 

(95%CI) in outcome 

levels per 5°C 

decrease in outdoor 

temperature 

p-value 

Percent difference 

(95%CI) in outcome 

levels per 5°C 

decrease in outdoor 

temperature 

p-value 

Percent difference 

(95%CI) in outcome 

levels per 5°C 

decrease in outdoor 

temperature 

p-value 

Fibrinogen Lag 0 0.2(-0.8,1.3) 0.639 0.2(-0.9,1.3) 0.715 0.3(-0.8,1.4) 0.520 0.5(-0.5,1.6) 0.302 

 Lag 0-3 0.1(-1.0,1.2) 0.838 0.0(-1.1,1.2) 0.937 0.1(-1.0,1.3) 0.810 0.3(-0.9,1.4) 0.619 

 Lag 0-6 -0.4(-1.6,0.8) 0.554 -0.5(-1.7,0.7) 0.448 -0.4(-1.7,0.8) 0.522 -0.2(-1.5,1.0) 0.750 

 Lag 0-13 -0.3(-1.6,1.0) 0.681 -0.4(-1.9,1.0) 0.557 -0.2(-1.7,1.2) 0.759 0.1(-1.4,1.5) 0.908 

 Lag 0-27 -0.6(-2.0,0.9) 0.452 -0.8(-2.4,0.7) 0.312 -0.7(-2.2,0.9) 0.424 -0.2(-1.8,1.3) 0.786 

PV Lag 0 0.4(0.1,0.6) 0.003 0.4(0.1,0.6) 0.008 0.4(0.1,0.6) 0.005 0.4(0.1,0.6) 0.002 

 Lag 0-3 0.4(0.1,0.7) 0.003 0.4(0.1,0.7) 0.009 0.4(0.1,0.7) 0.007 0.4(0.1,0.6) 0.004 

 Lag 0-6 0.3(0.0,0.6) 0.030 0.3(-0.1,0.6) 0.074 0.3(0.0,0.6) 0.067 0.3(0.0,0.5) 0.037 

 Lag 0-13 0.3(0.0,0.7) 0.040 0.3(-0.1,0.6) 0.100 0.3(-0.1,0.6) 0.076 0.3(0.0,0.6) 0.039 

 Lag 0-27 0.2(-0.1,0.6) 0.159 0.1(-0.2,0.5) 0.376 0.2(-0.2,0.5) 0.334 0.2(-0.1,0.6) 0.170 

t-PA Lag 0 1.5(-0.6,3.6) 0.155 1.7(-0.5,3.8) 0.125 1.9(-0.3,4.0) 0.085 2.6(0.7,4.5) 0.009 

 Lag 0-3 2.4(0.1,4.6) 0.038 2.6(0.3,4.9) 0.026 2.7(0.4,5.0) 0.020 2.9(0.7,5.0) 0.008 

 Lag 0-6 3.3(0.9,5.7) 0.007 3.6(1.1,6.1) 0.004 3.7(1.2,6.1) 0.003 4.0(1.7,6.2) 0.001 

 Lag 0-13 5.3(2.5,8.0) <0.001 5.8(3.0,8.6) <0.001 6.1(3.2,8.8) <0.001 5.9(3.2,8.5) <0.001 

 Lag 0-27 6.4(3.4,9.4) <0.001 7.4(4.3,10.5) <0.001 7.6(4.5,10.7) <0.001 7.5(4.5,10.3) <0.001 
1 Model additionally adjusted for Body Mass Index (BMI), social class, smoking, marital status, physical activity score, and time of day 
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Table 7.4 Difference in the levels of vWF and D-Dimer for 5°C decrease in outdoor mean temperature in the BRHS participants, during examinations (1998-2000) 

  Model 1: Temperature Model 2: Temperature + ILI 
Model 3: Temperature + ILI + 

Age 

Model 4: Temperature + ILI + Age 

+ other CVD risk factors (fully 

adjusted model) 1 

Outcome 

Lag for 

outdoor 

temperature 

Percent difference 

(95%CI) in outcome 

levels per 5°C 

decrease in outdoor 

temperature 

p-value 

Percent difference 

(95%CI) in outcome 

levels per 5°C 

decrease in outdoor 

temperature 

p-value 

Percent difference 

(95%CI) in outcome 

levels per 5°C 

decrease in outdoor 

temperature 

p-value 

Percent difference 

(95%CI) in outcome 

levels per 5°C 

decrease in outdoor 

temperature 

p-value 

vWF Lag 0 -1.4(-3.2,0.3) 0.109 -1.8(-3.6,0.0) 0.052 -1.5(-3.2,0.3) 0.101 -1.3(-2.9,0.4) 0.141 

 Lag 0-3 -0.3(-2.1,1.6) 0.798 -0.6(-2.5,1.3) 0.549 -0.4(-2.3,1.4) 0.673 -0.4(-2.2,1.4) 0.680 

 Lag 0-6 0.2(-1.8,2.2) 0.829 -0.1(-2.2,1.9) 0.908 0.0(-2.0,2.0) 0.966 0.0(-2.0,1.9) 0.997 

 Lag 0-13 0.0(-2.3,2.4) 0.965 -0.4(-2.8,2.0) 0.739 0.0(-2.3,2.4) 0.967 0.0(-2.2,2.3) 0.951 

 Lag 0-27 1.0(-1.6,3.6) 0.423 0.5(-2.2,3.1) 0.699 0.9(-1.7,3.5) 0.482 0.9(-1.6,3.4) 0.461 

D-Dimer Lag 0 0.7(-2.7,4.1) 0.669 0.0(-3.6,3.5) 0.997 0.5(-2.9,3.8) 0.772 1.1(-2.2,4.2) 0.509 

 Lag 0-3 0.8(-2.8,4.2) 0.667 0.0(-3.7,3.5) 0.990 0.1(-3.4,3.6) 0.930 0.6(-2.7,3.8) 0.716 

 Lag 0-6 1.2(-2.6,4.8) 0.537 0.3(-3.6,4.1) 0.859 0.5(-3.2,4.1) 0.776 0.7(-2.7,4.1) 0.656 

 Lag 0-13 1.0(-3.1,5.0) 0.627 0.0(-4.3,4.2) 0.994 0.8(-3.3,4.8) 0.685 1.6(-2.3,5.3) 0.416 

 Lag 0-27 1.2(-3.3,5.5) 0.601 -0.1(-4.8,4.4) 0.977 0.4(-4.1,4.8) 0.838 1.4(-2.7,5.5) 0.488 
1 Model additionally adjusted for Body Mass Index (BMI), social class, smoking, marital status, physical activity score, and time of day  
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Table 7.5 Difference in the levels of Vitamin D (VitD) and Triglycerides for 5°C decrease in outdoor mean temperature in the BRHS participants, during 

examinations (1998-2000) 

  Model 1: Temperature Model 2: Temperature + ILI 
Model 3: Temperature + ILI + 

Age 

Model 4: Temperature + ILI + Age 

+ other CVD risk factors (fully 

adjusted model) 1 

Outcome 

Lag for 

outdoor 

temperature 

Percent difference 

(95%CI) in outcome 

levels per 5°C 

decrease in outdoor 

temperature 

p-value 

Percent difference 

(95%CI) in outcome 

levels per 5°C 

decrease in outdoor 

temperature 

p-value 

Percent difference 

(95%CI) in outcome 

levels per 5°C 

decrease in outdoor 

temperature 

p-value 

Percent difference 

(95%CI) in outcome 

levels per 5°C decrease 

in outdoor temperature 

p-value 

VitD Lag 0 -6.2(-9.3,-3.2) <0.001 -5.1(-8.2,-2.1) 0.001 -5.2(-8.3,-2.3) 0.001 -5.0(-8.0,-2.1) 0.001 

 Lag 0-3 -10.1(-13.6,-6.7) <0.001 -8.7(-12.2,-5.2) <0.001 -8.8(-12.3,-5.3) <0.001 -7.8(-11.2,-4.5) <0.001 

 Lag 0-6 -12.0(-15.9,-8.3) <0.001 -10.4(-14.3,-6.6) <0.001 -10.4(-14.3,-6.7) <0.001 -10.6(-14.5,-6.9) <0.001 

 Lag 0-13 -18.4(-23.1,-13.8) <0.001 -16.2(-21.2,-11.5) <0.001 -16.5(-21.3,-11.7) <0.001 -15.6(-20.4,-11.0) <0.001 

 Lag 0-27 -22.9(-28.3,-17.8) <0.001 -20.7(-26.4,-15.2) <0.001 -20.9(-26.6,-15.4) <0.001 -20.1(-25.7,-14.8) <0.001 

Triglycerides Lag 0 1.3(-1.0,3.6) 0.249 1.2(-1.2,3.6) 0.318 1.1(-1.3,3.5) 0.366 1.4(-0.8,3.6) 0.201 

 Lag 0-3 1.1(-1.4,3.5) 0.372 0.9(-1.7,3.4) 0.473 0.9(-1.7,3.4) 0.499 0.7(-1.6,3.1) 0.527 

 Lag 0-6 1.2(-1.4,3.8) 0.359 1.0(-1.7,3.7) 0.457 1.0(-1.8,3.7) 0.476 0.7(-1.9,3.2) 0.589 

 Lag 0-13 1.6(-1.4,4.5) 0.289 1.4(-1.8,4.5) 0.379 1.2(-1.9,4.4) 0.433 0.9(-2.1,3.7) 0.553 

 Lag 0-27 0.8(-2.5,4.1) 0.627 0.4(-3.1,3.9) 0.809 0.3(-3.3,3.8) 0.863 0.0(-3.3,3.2) 0.977 
1 Model additionally adjusted for Body Mass Index (BMI), social class, smoking, marital status, physical activity score, and time of day  
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Table 7.6 Difference in the levels of total, HDL, and LDL Cholesterol for 5°C decrease in outdoor mean temperature in the BRHS participants, during 

examinations (1998-2000) 

  Model 1: Temperature Model 2: Temperature + ILI 
Model 3: Temperature + ILI + 

Age 

Model 4: Temperature + ILI + Age 

+ other CVD risk factors (fully 

adjusted model) 1 

 
Lag for 

outdoor 

temperature 

Absolute difference 

(95%CI) in outcome 

levels per 5°C decrease 

in outdoor temperature 

p-value 

Absolute difference 

(95%CI) in outcome 

levels per 5°C 

decrease in outdoor 

temperature 

p-value 

Absolute difference 

(95%CI) in outcome 

levels per 5°C 

decrease in outdoor 

temperature 

p-value 

Absolute difference 

(95%CI) in outcome 

levels per 5°C decrease 

in outdoor temperature 

p-value 

Total-C, mmol/L Lag 0 0.063(0.016,0.111) 0.009 0.069(0.019,0.118) 0.007 0.066(0.017,0.115) 0.009 0.064(0.014,0.113) 0.012 

 Lag 0-3 0.048(-0.002,0.097) 0.059 0.052(0.000,0.103) 0.050 0.051(-0.001,0.103) 0.051 0.050(-0.001,0.101) 0.058 

 Lag 0-6 0.044(-0.008,0.097) 0.097 0.048(-0.006,0.103) 0.085 0.048(-0.006,0.102) 0.085 0.045(-0.009,0.100) 0.103 

 Lag 0-13 0.052(-0.006,0.109) 0.080 0.057(-0.004,0.118) 0.068 0.055(-0.006,0.115) 0.077 0.053(-0.008,0.113) 0.090 

 Lag 0-27 0.034(-0.030,0.098) 0.298 0.038(-0.031,0.107) 0.276 0.036(-0.032,0.104) 0.295 0.035(-0.033,0.103) 0.313 

HDL-C,  mmol/L Lag 0 0.002(-0.016,0.020) 0.825 0.003(-0.016,0.021) 0.780 0.003(-0.015,0.021) 0.750 0.000(-0.017,0.017) 0.997 

 Lag 0-3 0.006(-0.014,0.025) 0.565 0.006(-0.013,0.026) 0.516 0.006(-0.013,0.026) 0.503 0.007(-0.011,0.026) 0.414 

 Lag 0-6 0.004(-0.017,0.025) 0.682 0.005(-0.016,0.026) 0.632 0.006(-0.016,0.026) 0.620 0.008(-0.012,0.028) 0.431 

 Lag 0-13 0.008(-0.016,0.033) 0.499 0.010(-0.015,0.035) 0.443 0.010(-0.014,0.036) 0.418 0.014(-0.009,0.038) 0.226 

 Lag 0-27 0.012(-0.014,0.039) 0.378 0.014(-0.014,0.043) 0.308 0.015(-0.013,0.043) 0.294 0.019(-0.008,0.045) 0.166 

LDL-C,  mmol/L Lag 0 0.053(0.007,0.098) 0.023 0.057(0.010,0.105) 0.016 0.056(0.009,0.103) 0.019 0.053(0.006,0.100) 0.027 

 Lag 0-3 0.036(-0.012,0.083) 0.141 0.040(-0.010,0.088) 0.117 0.039(-0.010,0.088) 0.121 0.038(-0.010,0.087) 0.126 

 Lag 0-6 0.033(-0.017,0.083) 0.195 0.037(-0.016,0.089) 0.166 0.036(-0.016,0.088) 0.169 0.035(-0.017,0.087) 0.187 

 Lag 0-13 0.035(-0.021,0.091) 0.223 0.040(-0.020,0.099) 0.188 0.037(-0.021,0.097) 0.207 0.036(-0.022,0.095) 0.222 

 Lag 0-27 0.023(-0.039,0.084) 0.461 0.027(-0.039,0.094) 0.412 0.026(-0.039,0.091) 0.432 0.026(-0.040,0.091) 0.448 
1 Model additionally adjusted for Body Mass Index (BMI), social class, smoking, marital status, physical activity score, and time of day  
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Table 7.7 Difference in the levels of FEV1, FVC, and FEV1/FVC ratio for 5°C decrease in outdoor mean temperature in the BRHS participants, during 

examinations (1998-2000) 

  Model 1: Temperature Model 2: Temperature + ILI 
Model 3: Temperature + ILI + 

Age 

Model 4: Temperature + ILI + Age + 

other CVD risk factors (fully adjusted 

model) 1 

 
Lag for 

outdoor 

temperature 

Absolute difference 

(95%CI) in outcome 

levels per 5°C decrease 

in outdoor temperature 

p-value 

Absolute difference 

(95%CI) in outcome 

levels per 5°C decrease 

in outdoor temperature 

p-value 

Absolute difference 

(95%CI) in outcome 

levels per 5°C decrease 

in outdoor temperature 

p-value 

Absolute difference 

(95%CI) in outcome 

levels per 5°C decrease in 

outdoor temperature 

p-value 

FEV1, L Lag 0 0.024(-0.003,0.049) 0.074 0.026(-0.001,0.053) 0.066 0.019(-0.009,0.047) 0.188 0.012(-0.014,0.036) 0.379 

 Lag 0-3 0.024(-0.003,0.050) 0.074 0.026(-0.001,0.054) 0.064 0.022(-0.006,0.052) 0.126 0.017(-0.009,0.042) 0.219 

 Lag 0-6 0.024(-0.004,0.052) 0.088 0.026(-0.003,0.056) 0.079 0.023(-0.007,0.053) 0.142 0.015(-0.013,0.043) 0.282 

 Lag 0-13 0.023(-0.007,0.053) 0.141 0.025(-0.007,0.057) 0.133 0.016(-0.019,0.050) 0.373 0.004(-0.026,0.036) 0.775 

 Lag 0-27 0.018(-0.014,0.051) 0.279 0.020(-0.016,0.056) 0.271 0.009(-0.029,0.048) 0.626 -0.004(-0.038,0.031) 0.827 

FVC, L Lag 0 0.077(0.036,0.117) <0.001 0.065(0.023,0.107) 0.002 0.049(0.007,0.089) 0.020 0.039(-0.001,0.078) 0.058 

 Lag 0-3 0.073(0.029,0.117) 0.001 0.059(0.014,0.103) 0.010 0.049(0.004,0.094) 0.032 0.043(0.001,0.087) 0.047 

 Lag 0-6 0.074(0.026,0.122) 0.003 0.058(0.009,0.107) 0.019 0.049(0.001,0.098) 0.047 0.043(-0.004,0.090) 0.072 

 Lag 0-13 0.085(0.029,0.141) 0.003 0.065(0.008,0.122) 0.026 0.044(-0.013,0.102) 0.128 0.034(-0.023,0.089) 0.245 

 Lag 0-27 0.075(0.014,0.136) 0.015 0.048(-0.016,0.111) 0.140 0.023(-0.042,0.088) 0.485 0.006(-0.058,0.069) 0.866 

FEV1/FVC% Lag 0 -0.6(-1.2,0.0) 0.061 -0.5(-1.1,0.1) 0.103 -0.6(-1.2,0.1) 0.072 -0.6(-1.2,0.0) 0.063 

 Lag 0-3 -0.5(-1.2,0.2) 0.157 -0.4(-1.1,0.3) 0.252 -0.4(-1.1,0.3) 0.214 -0.5(-1.2,0.2) 0.171 

 Lag 0-6 -0.6(-1.3,0.2) 0.133 -0.5(-1.2,0.3) 0.222 -0.5(-1.3,0.3) 0.192 -0.6(-1.3,0.2) 0.136 

 Lag 0-13 -0.7(-1.6,0.2) 0.141 -0.5(-1.5,0.4) 0.263 -0.6(-1.5,0.3) 0.196 -0.7(-1.7,0.1) 0.101 

 Lag 0-27 -0.6(-1.6,0.5) 0.287 -0.3(-1.4,0.7) 0.549 -0.4(-1.4,0.6) 0.452 -0.6(-1.6,0.5) 0.274 
1 Model additionally adjusted for Body Mass Index (BMI), social class, smoking, marital status, physical activity score, and time of day  
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Table 7.8 Difference in the levels of SBP and DBP for 5°C decrease in outdoor mean temperature in the BRHS participants, during examinations (1998-2000) 

  Model 1: Temperature Model 2: Temperature + ILI 
Model 3: Temperature + ILI + 

Age 

Model 4: Temperature + ILI + Age 

+ other CVD risk factors (fully 

adjusted model) 1 

 
Lag for 

outdoor 

temperature 

Absolute difference 

(95%CI) in outcome 

levels per 5°C decrease 

in outdoor temperature 

p-value 

Absolute difference 

(95%CI) in outcome 

levels per 5°C 

decrease in outdoor 

temperature 

p-value 

Absolute difference 

(95%CI) in outcome 

levels per 5°C 

decrease in outdoor 

temperature 

p-value 

Absolute difference 

(95%CI) in outcome 

levels per 5°C decrease in 

outdoor temperature 

p-value 

SBP sitting, mm Hg Lag 0 1.191(0.259,2.123) 0.012 1.181(0.191,2.171) 0.020 1.262(0.274,2.248) 0.012 1.220(0.231,2.210) 0.016 

 Lag 0-3 0.784(-0.184,1.752) 0.112 0.717(-0.316,1.749) 0.174 0.745(-0.283,1.772) 0.155 0.692(-0.338,1.722) 0.188 

 Lag 0-6 0.734(-0.296,1.764) 0.163 0.650(-0.445,1.746) 0.245 0.687(-0.402,1.776) 0.216 0.594(-0.499,1.686) 0.287 

 Lag 0-13 0.394(-0.758,1.547) 0.503 0.243(-0.988,1.474) 0.699 0.389(-0.832,1.609) 0.532 0.271(-0.954,1.496) 0.665 

 Lag 0-27 0.413(-0.826,1.651) 0.514 0.228(-1.121,1.579) 0.740 0.333(-1.009,1.674) 0.627 0.233(-1.113,1.580) 0.734 

DBP sitting, mm Hg Lag 0 0.499(0.060,0.938) 0.026 0.503(0.039,0.968) 0.034 0.493(0.030,0.957) 0.037 0.455(-0.001,0.911) 0.051 

 Lag 0-3 0.360(-0.093,0.814) 0.119 0.346(-0.137,0.829) 0.160 0.342(-0.140,0.824) 0.164 0.303(-0.170,0.776) 0.210 

 Lag 0-6 0.398(-0.081,0.877) 0.103 0.385(-0.124,0.893) 0.138 0.381(-0.127,0.887) 0.141 0.319(-0.180,0.817) 0.210 

 Lag 0-13 0.303(-0.227,0.833) 0.263 0.270(-0.297,0.838) 0.351 0.253(-0.313,0.819) 0.381 0.176(-0.379,0.732) 0.533 

 Lag 0-27 0.335(-0.236,0.905) 0.251 0.302(-0.321,0.925) 0.342 0.289(-0.331,0.911) 0.360 0.216(-0.394,0.825) 0.488 
1 Model additionally adjusted for Body Mass Index (BMI), social class, smoking, marital status, physical activity score, and time of day 
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Table 7.9 Associations between England/Wales Influenza-like Illness (ILI) weekly consultation rate per 100,000 persons (mean, SD) and the levels of CVD risk 

factors in the BRHS participants, during examinations (1998-2000).  

Note: Associations are reported as percent change in the CVD risk levels per 1 SD increase in ILI 

 Model 1: Unadjusted 
Model 2: adjusted for mean 

temperature at lag 0 

Model 3: adjusted for mean temperature at lag 0 

+ Age + other CVD risk factors (fully adjusted 

model) 1 

 Percent difference 

(95%CI) 
p-value 

Percent difference 

(95%CI) 
p-value 

Percent difference 

(95%CI) 
p-value 

CRP 3.5(-0.6,7.8) 0.088 3.5(-0.6,7.8) 0.097 2.5(-0.6,5.8) 0.114 

IL-6 0.9(-2.5,4.5) 0.622 0.9(-2.5,4.5) 0.629 0.3(-2.8,3.5) 0.799 

Fibrinogen 0.3(-0.9,1.3) 0.670 0.3(-0.9,1.3) 0.685 0.3(-0.9,1.3) 0.698 

PV 0.3(0.0,0.3) 0.119 0.3(0.0,0.3) 0.117 0.3(0.0,0.3) 0.116 

t-PA -0.6(-2.8,1.9) 0.669 -0.6(-2.8,1.9) 0.658 -0.6(-2.8,1.3) 0.505 

vWF 1.3(-0.6,2.8) 0.202 0.9(-0.6,2.8) 0.218 1.3(-0.3,2.8) 0.163 

D-dimer 2.2(-0.9,5.1) 0.179 1.9(-0.9,4.8) 0.188 2.2(-0.6,4.8) 0.135 

VitD -7.8(-10.9,-4.9) <0.001 -7.8(-10.6,-4.9) <0.001 -7.5(-10.3,-4.9) <0.001 

Triglycerides 0.9(-1.5,3.2) 0.472 0.9(-1.5,3.2) 0.469 0.6(-1.5,2.8) 0.556 

 Absolute difference 

(95%CI) 
p-value 

Absolute difference 

(95%CI) 
p-value 

Absolute difference 

(95%CI) 
p-value 

Total cholesterol, mmol/L 0.003(-0.044,0.047) 0.926 0.003(-0.044,0.047) 0.921 0.000(-0.044,0.047) 0.977 

HDL-cholesterol, mmol/L -0.003(-0.019,0.016) 0.820 -0.003(-0.019,0.016) 0.820 0.000(-0.019,0.016) 0.966 

LDL-cholesterol, mmol/L 0.000(-0.044,0.044) 0.955 0.000(-0.044,0.041) 0.956 -0.003(-0.047,0.041) 0.897 

FEV1, L 0.003(-0.022,0.031) 0.771 0.006(-0.022,0.034) 0.714 0.003(-0.019,0.028) 0.716 

FVC, L 0.084(0.041,0.128) <0.001 0.081(0.037,0.125) <0.001 0.078(0.034,0.122) 0.001 

FEV1/FVC, % -1.2(-2.0,-0.4) 0.004 -1.2(-2.0,-0.4) 0.003 -1.3(-2.0,-0.5) 0.001 

SBP sitting, mm Hg 0.393(-0.487,1.270) 0.382 0.349(-0.521,1.223) 0.432 0.284(-0.587,1.158) 0.522 

DBP sitting, mm Hg 0.144(-0.265,0.555) 0.487 0.150(-0.259,0.558) 0.472 0.125(-0.271,0.524) 0.536 
1 Model additionally adjusted for Body Mass Index (BMI), social class, smoking, marital status, physical activity score, and time of day   
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Table 7.10 Summary table of associations between mean temperature at different lags and CVD risk factors, and between ILI and CVD risk factors 

The summary was derived from Table 7.4 to Table 7.10 previously reported (see Model 4, fully adjusted). The legend is reported below: 

The arrow ↑ indicates an increase in CVD risk factor levels associated with a decrease in mean temperature (or increase in ILI) 

The arrow ↓ indicates a decrease in CVD risk factor levels associated with a decrease in mean temperature (or increase in ILI) 

The blank cell indicates a non-significant association between the CVD risk factor and mean temperature (or ILI) 

 Decrease in temperature at:  
Increase in ILI  Lag 0 Lag 0-3 Lag 0-6 Lag 0-13 Lag 0-27  

CRP ↑ ↑  ↑ ↑  CRP  

IL6   ↑ ↑ ↑  IL6  

Fibrinogen       Fibrinogen  

PV ↑ ↑ ↑ ↑   PV  

t-PA ↑ ↑ ↑ ↑ ↑  t-PA  

vWF       vWF  

D-Dimer       D-Dimer  

Triglycerides       Triglycerides  

Total-C ↑      Total-C  

LDL-C ↑      LDL-C  

HDL-C       HDL-C  

FEV1       FEV1  

FVC  ↑     FVC ↑ 

FEV1/FVC %       FEV1/FVC % ↓ 

SBP ↑      SBP  

DBP       DBP  

VitD ↓ ↓ ↓ ↓ ↓  VitD ↓ 
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Table 7.11 The change in the levels of Vitamin D for 1 standard deviation (3.5 hours) decrease in sunshine duration  in the BRHS participants, during examinations 

(1998-2000) 

  Model 1: sunshine duration 
Model 2:  sunshine duration + 

ILI 

Model 3: sunshine duration + 

ILI + Age 

Model 4: sunshine duration + ILI 

+ Age + other CVD risk factors 

(fully adjusted model) 1 

 
Lag for 

outdoor 

temperature 

Absolute difference 

(95%CI) in 

outcome levels  

p-value 

Absolute difference 

(95%CI) in 

outcome levels  

p-value 

Absolute difference 

(95%CI) in outcome 

levels  

p-value 

Absolute difference 

(95%CI) in outcome 

levels  

p-value 

Vitamin  D Lag 0 -0.2(-1.9,1.5) 0.789 0.2(-1.4,1.9) 0.765 0.2(-1.5,1.9) 0.7903 0.2(-1.5,1.8) 0.815 

 Lag 0-3 -4.1(-7.2,-1.1) 0.007 -3.1(-6.2,-0.1) 0.043 -3.1(-6.2,-0.1) 0.0430 -3.4(-6.4,-0.5) 0.021 

 Lag 0-6 -9.2(-13.7,-4.9) <0.001 -7.8(-12.2,-3.5) <0.001 -7.9(-12.2,-3.6) <0.001 -8.0(-12.2,-3.9) <0.001 

 Lag 0-13 -15.3(-22.6,-8.6) <0.001 -12.0(-19.2,-5.3) <0.001 -12.3(-19.5,-5.6) <0.001 -12.4(-19.4,-5.8) <0.001 

 Lag 0-27 -26.2(-35.9,-17.2) <0.001 -22.0(-31.7,-13.0) <0.001 -22.3(-32.1,-13.3) <0.001 -22.2(-31.7,-13.3) <0.001 
1 Model additionally adjusted for Body Mass Index (BMI), social class, smoking, marital status, physical activity score, and time of day  
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Table 7.12 Total variance explained (Full adjusted models), and variance explained by temperature at different lags in CVD risk factors in the BRHS, during the 

study period (1998-2000) 

Included in this table are variance explained when an association of temperature with CVD risk factors was found significant in Model 4, Tables 7.3-7.9) 

 

BRHS 

Total variance 

explained al lag 0 (%) 

Variance explained by 

temperature at lag 0 

(%) 

Variance explained by 

temperature at lag 0-6 

(%) 

Variance explained by 

temperature at lag 0-13 

(%) 

Variance explained by 

temperature at lag 0-27 

(%) 

CRP 14.14 0.16 0.14 0.25 0.25 

IL-6 17.70 0.03 0.11 0.25 0.26 

t-PA 24.47 0.08 0.11 0.25 0.31 

PV 8.54 0.31 0.12 0.18 0.11 

Vitamin D 21.00 5.21 8.38 10.07 11.06 

LDL-cholesterol 3.23 0.09 0.22 0.10 0.01 

Total cholesterol 3.30 0.13 0.21 0.13 0.01 

SBP sitting 6.09 0.27 0.10 0.00 0.00 
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Figure 7.1 Unadjusted geometric means (95% CI) plotted on log scale, by quintiles (Q) of mean temperature, of measurement for C-Reactive Protein (CRP), 

Interleukin-6 (IL-6), Fibrinogen, and Plasma Viscosity (PV) measured on one occasion in BRHS men aged 60-79 during the years 1998-2000  
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Figure 7.2 Unadjusted geometric means (95% CI) plotted on log scale, by quintiles (Q) of mean temperature, in von Willebrand Factor (vWF), D-Dimer, Tissue 

Plasminogen Activator (t-PA), and Vitamin D levels measured on one occasion in BRHS men aged 60-79 during the years 1998-2000 
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Figure 7.3 Unadjusted geometric means (95% CI), by quintiles (Q) of mean temperature, of lipids levels measured on one occasion in BRHS men aged 60-79 during 

the years 1998-2000 

Note: Triglycerides levels are plotted on log scale 
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Figure 7.4 Unadjusted geometric means (95% CI), by quintiles (Q) of mean temperature, of measurement for lung function variables measured on one occasion in 

BRHS men aged 60-79 during the years 1998-2000 
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Figure 7.5 Unadjusted geometric means (95% CI), by quintiles (Q) of mean temperature, of measurement for blood pressure variables measured on one occasion in 

BRHS men aged 60-79 during the years 1998-2000 
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Figure 7.6 Unadjusted geometric means (95% CI) plotted on a log scale, by quintiles (Q) of  England/Wales Influenza-like Illness (ILI) weekly consultation rate per 

100,000 persons, of measurement for C-Reactive Protein (CRP), Interleukin-6 (IL-6), Fibrinogen, and Plasma Viscosity (PV) measured on one occasion in BRHS 

men aged 60-79 during the years 1998-2000 
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Figure 7.7 Unadjusted geometric means (95% CI) plotted on a log scale, by quintiles (Q) of England/Wales Influenza-like Illness (ILI) weekly consultation rate per 

100,000 persons, in von Willebrand Factor (vWF), D-Dimer, Tissue Plasminogen Activator (t-PA), and Vitamin D levels measured on one occasion in BRHS men 

aged 60-79 during the years 1998-2000 
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Figure 7.8 Unadjusted geometric means (95% CI), by quintiles (Q) of England/Wales Influenza-like Illness (ILI) weekly consultation rate per 100,000 persons, of 

lipids levels measured on one occasion in BRHS men aged 60-79 during the years 1998-2000 

 

Note: Triglycerides levels are plotted on log scale 
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Figure 7.9 Unadjusted geometric means (95% CI), by quintiles (Q) of England/Wales Influenza-like Illness (ILI) weekly consultation rate per 100,000 persons, of 

measurement for lung function measured on one occasion in BRHS men aged 60-79 during the years 1998-2000 
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Figure 7.10 Unadjusted geometric means (95% CI), by quintiles (Q) of England/Wales Influenza-like 

Illness (ILI) weekly consultation rate per 100,000 persons, of measurement for blood pressure variables 

measured on one occasion in BRHS men aged 60-79 during the years 1998-2000 
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 ASSOCIATIONS OF OUTDOOR TEMPERATURE WITH 

MORTALITY 

 

8.1 Summary  

Outdoor temperature is widely recognised as an important determinant of seasonal variation in 

all-cause mortality. Worldwide, most of the temperature-related mortality burden has been 

attributable to low temperatures. Mean outdoor temperature is the most common proxy of 

temperature exposure used in epidemiological studies; previous studies in 15 European cities 

and 3 countries including Britain, reported estimates of associations between low temperatures 

and increased mortality. The vast majority of the previous studies are not conducted using 

individual level data; in such studies, the number of deaths is aggregated by day, and it cannot 

be assumed that relationships existing at aggregated level of analysis necessarily demonstrate 

the same strength at the individual level. Therefore population-based cohort studies such as the 

BRHS are needed to understand how the effect of temperature might operate at the individual 

level. In this Chapter, I hypothesised that lower outdoor temperatures (main exposure variable 

and reflective of season) increase mortality risks from all-causes, CVD mortality and 

respiratory mortality (outcomes) in the British Regional Heart Study (BRHS). To test this 

hypothesis, a time-varying covariates survival analysis was performed during a follow-up 

period of 14.9 years; over this period, outdoor mean temperatures were collected on daily basis 

and linked to the BRHS men’s individual data via date and post code of residence. This analysis 

included 4252 men from the BRHS, aged 60-79 years at baseline (1998-2000). The men 

attended two examinations (at baseline and in 2010-2012) which included blood sampling and 

completion of a general lifestyle survey. Data from both blood measurements and surveys were 

included in the time-varying covariates survival analysis. The BRHS men were followed up 

from February 1998 to October 2014 for all-cause, cardiovascular (CVD), coronary heart 

disease (CHD), stroke, and respiratory mortality.  

Overall, lower temperatures were associated with increased mortality risk. This peak at lower 

temperatures was driven by increased CHD and respiratory mortality. The additional 

adjustment for individual risk factors (potential mediators) fitted in the model one at a time 

(physical activity, SBP, IL-6, LDL-Cholesterol, and lung function) slightly reduced the 
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magnitude of the association of temperature with mortality by at most 1%. After adjustment 

for a potential confounding seasonal factor (a proxy of exposure to influenza measured by 

Influenza-like illness weekly consultation rate in primary care at national level) and potential 

effect modifiers of the temperature-mortality relationship such as age, social class, body mass 

index, smoking, marital status, and use of medication, a decrease of 5°C in outdoor 

temperatures increased CHD mortality by 12.8% (Hazard Ratio (HR) = 1.128; 95% CI 1.041-

1.207; p=0.005), respiratory mortality by 11.0% (HR=1.110, 95%CI 1.002-1.207, p=0.047), 

and all-cause mortality by 5.9% (HR=1.059; 95%CI 1.016-1.100; p=0.008). Lower 

temperatures also increased CVD mortality by 10.4% (HR=1.104; 95%CI 1.035-1.168, 

p=0.004), although a specific association of temperature with stroke mortality was not found 

in this study (HR=1.047; 95%CI 0.886; 1.199, p=0.585). Our findings also suggested a non-

linear relationship of temperature with respiratory mortality only: a decrease in temperature of 

5°C below 19.3°C (97.5th percentile of temperature) increased mortality (HR=1.135; 95%CI 

1.032-1.228, p=0.011), while an increase in temperature of 5°C above 19.3°C also increased 

mortality (HR=6.720; 95%CI 2.592-21.553; p=0.008). Overall, a better protection against low 

temperatures, typically recorded in winter, could help in reducing mortality risks, especially 

for CVD and respiratory mortality.  

8.2 Introduction 

Outdoor temperature is widely recognised as an important determinant of seasonal variation in 

all-cause mortality (30). Mean outdoor temperature is the most common measure of 

temperature exposure used in epidemiological studies (35, 130). The largest study to date, 

which measured daily number of deaths in 384 cities worldwide, demonstrated that most of the 

temperature-attributable deaths were associated with cold temperatures rather than with heat. 

This study estimated that 7.29%  of total mortality was attributable to cold temperatures, while 

only 0.42% to heat, although there were substantial differences between regions and countries 

(35). It is also known that the association of low temperature with increased mortality have 

been reported to last up to 2, 3 or 4 weeks both in Europe (125) and the US (326). Overall, 

studies conducted in European cities (124-126) and countries (127-129), including Britain, 

have provided evidence for the association between low temperatures and increased mortality 

(29, 124-130). For example, in the UK day-to-day changes in outdoor temperature during 

winter are associated with all-cause mortality (+0.38 daily cases per million people per 1°C 
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decrease in temperature) (130). Typically, the higher death rate at lower temperatures is 

generally attributed to either a breakdown of the cardiovascular or respiratory systems (29). 

Previous studies used different definitions of risk measures and used various designs and 

analytical methods, which made the comparison of temperature-related mortality risks between 

studies difficult (29, 35, 38, 124-129, 231, 327). Despite such studies including a very large 

number of fatal events in their analysis (e.g. about 74 million deaths in the largest study 

published to date (35)), the major feature is the aggregation of the number of deaths by day 

(which means the unit of observation is the day rather than the individual). However, it cannot 

necessarily be assumed that relationships existing at the aggregated level of analysis 

necessarily demonstrate the same strength at the individual level (36). Population-based cohort 

studies, such as the BRHS are able to investigate relationships at the individual level. Also, it 

is not well understood which people are more susceptible to cold temperatures, because 

findings on factors associated with modification of the temperature-related risk of death are 

sparse, inconsistent, and have not tested the possible interaction of temperature with a 

comprehensive range of risk factors in statistical analysis (37, 109, 129, 328-330). Routine data 

can usually be disaggregated by sex and age groups, but studies with individual data permit the 

investigation of a much wider range of effect modifying variables; to understand this is 

important as it may inform CVD prevention strategies aiming to protect more susceptible 

individuals. Only epidemiological studies which make use of data collected at an individual 

level can test such hypothesis; a further prerequisite of such studies is that the linkage of (i) 

individual CVD risk factor measures to (ii) meteorological factors and (iii) mortality outcomes 

is ascertained for these same individuals. As of today, such a complex linkage has not been 

reported in previous studies of CVD. 

 

The main objective of this chapter is therefore to estimate associations between mean outdoor 

temperature (main variable to represent seasonal effects) and mortality (outcome) at individual 

level in the BRHS, and whether such associations differ according to different categories of 

individual risk factors. I would expect lower temperature to increase all-cause mortality, CVD 

mortality and respiratory mortality. As seasonal factors (e.g. influenza activity) other than 

weather may also contribute to increased mortality in winter (327), associations with mortality 

outcomes are reported after mutual adjustment of temperature and Influenza-like illness (ILI) 

weekly consultation rate in primary care..  
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8.3 Objectives 

To examine the associations of outdoor mean temperature with the risk of CVD and all-cause 

mortality in older age (60-79 years). The main research questions of this Chapter are: 

1) Do variations in mean outdoor temperature relate to variations in coronary heart 

disease (CHD), stroke, CVD, respiratory, and all-cause mortality in older British 

men from the BRHS? 

2) Is the temperature–mortality relationship confounded by seasonal influenza trends? 

3) Is the proxy for seasonal influenza used in this study (ILI consultation rate) 

associated with mortality? 

4) Is the association of temperature with mortality non-linear? If so, for which causes 

of death is non-linearity found?  

5) Is the magnitude of association of temperature-mortality different after adjustment 

for potential mediators such as physical activity, blood pressure, LDL-cholesterol 

and IL-6? 

6) Is the association of temperature with mortality modified by different levels of 

individual risk factors (e.g. age) ?   

8.4 Methods and data collection 

8.4.1 Participants 

Data used in this chapter are based on individual risk factors collected over time and starting 

from the 20 year re-examination of the British Regional Heart Study participants in 1998-2000 

(aged 60-79 years) and in 2010-12 (see also Chapter 3). In 1998-2000, 4252 men (77% of 

survivors) completed a questionnaire answering questions on their lifestyle and medical 

history, attended a physical examination and provided a fasting blood sample. In 2010-12, 1722 

surviving participants repeated the examination and completed the same questionnaire.  

8.4.2 Risk factors 

As accelerometers were used in the BRHS starting from 2010, we do not have physical activity 

objectively measured in 1998-2000. Therefore, using only self-reported physical activity in this 

chapter seemed a sensitive approach for two reasons: (i) consistency in physical activity 
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assessment methods at both follow-ups, and (ii) good accuracy of the BRHS physical activity 

questionnaire in 2010-12 when compared against accelerometer measured physical activity 

(233). Paragraph 8.5.5 will explain how such data were fitted in time varying covariate models. 

Self-reported physical activity was classified into six groups based on intensity and frequency 

of exercise (inactive; occasional; light; moderate; moderately vigorous and vigorous).  

Alcohol intake was classified into three groups based on the number and frequency of alcoholic 

drinks consumed per week (none; occasional/light; moderate/heavy). Marital status was 

categorised as married vs not; and smoking status as current vs not. Lipid-regulating drug use 

(331), was classified by using the British National Formulary (BNF) medication (code 2.12, 

Cardiovascular System, Lipid-Regulating Drugs). At the 20 year examination in 1998-2000,, 

men also reported if their house was centrally heated vs not. As described in detail in Chapter 

3 (paragraph 3.2.4.2), at follow-up year 20 and 32 measures of body mass index (BMI), systolic 

blood pressure (SBP), and lung function were assessed by physical examination, while plasma 

concentrations of LDL-cholesterol levels, and interleukin 6 [IL-6]) were measured from fasting 

blood samples. As described in Chapter 3, (paragraph 3.4.5), social class was measured using 

the baseline questionnaire in 1978-80. In summary, social class was based on the longest held 

occupation coded using the Registrar General’s occupational classification and participants 

were classified as manual, non-manual or armed forces (HMF). 

8.4.3 Follow-up and mortality 

Information on the date and cause of death was collected through the National Health Service 

Central Register (death certificates coded using International Classification of Diseases, ninth 

revision [ICD-9]). Five outcomes were examined in this chapter were: Major CHD/MI deaths 

(ICD9 codes 410-414.9), Stroke deaths (ICD9 codes 430 – 438.9), CVD mortality (ICD-9 

codes 390-459), respiratory mortality (ICD9 codes 460-519.9) and all-cause mortality. In the 

time-varying survival analysis (see methods section of this Chapter), participants were 

prospectively followed for mortality from baseline (date of examination at follow-up year 20) 

to date of death, or to the censoring date (31/10/2014) if still alive. For this chapter, 8 out of 

4252 men attending the physical and blood examination in 1998-2000 and who later died 

outside the UK were excluded, as outdoor temperature data were collected in the UK only. 
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8.4.4 Outdoor temperature 

As specified in Chapter 3, paragraph 3.3.1, daily mean outdoor temperature was provided by 

the UK Meteorological Office and calculated as the average of maximum and minimum 

temperatures during the study period. In this Chapter, we focused our investigation on mean 

temperature as primary determinant as it has been associated with mortality in previous studies 

(see introduction of Chapter 3 paragraph 3.3.1). For the entire follow-up period, exposure to 

daily outdoor mean temperature from the closest weather station to the town of residence of 

BRHS men was collected and linked to the BRHS men via postcode of residence registered at 

follow-up year 20. I did this because men’s geographical mobility was very limited: for 

example, a very high percentage (78.7%, 1689 men out of 2147) did not change postcode within 

town between follow-up year 20 and 32. Also, most surviving men who did change post code 

of residence continued to live in the same town, so the proportion remaining in the same town 

was 95.7% (2055 out of 2147). The remaining 4.3% (92 out of 2147) of men who changed 

postcode and town of residence over time, the majority (76 out of 92) remained in the original 

town up to 2005, which is about half of the time of the follow-up period of this study. 

8.4.5 Seasonal influenza 

Seasonal factors (e.g. influenza virus infection) other than weather may also contribute to 

increase CVD mortality (332) and all-cause mortality in winter (327). Influenza-Like illness 

(ILI) weekly consultation rate per 100,000 population admitted to General Practice is generally 

used in ecological studies as proxy of seasonal trends of influenza viruses (32, 279, 280, 333); 

ILI was extensively described and already used in in Chapter 5 (paragraph 5.4.4) and Chapter 

7 (paragraph 7.4.4) to assess whether temperature-related associations with the outcomes were 

confounded by ILI. The inclusion of ILI in statistical analysis is preferred to the use of generic 

(e.g. fixed or non-illness specific) proxy of season, such as month or trigonometric functions 

of day of the year (see subsequent paragraph 8.5.6 entitled “Controlling for influenza and long-

term seasonal trends”) (202, 279). While temperature and ILI associations with mortality have 

a plausible epidemiological link (see Introduction section of this Chapter), generic proxies of 

season cannot be clearly interpreted; they can potentially capture a seasonal trend, but this does 

not enhance our understanding of which biological pathways are relevant to seasonal variations 

in CVD, and risk over-adjusting the effect of the exposure of interest (temperature).  
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In this Chapter, ILI data for England and Wales were used. ILI rate was not available prior to 

1999, while BRHS data collection in this study started from 1998. Therefore, in this Chapter 

ILI weekly consultation rates during the year 1998 were estimated using the weekly average of 

the period 1999-2014. 

8.5  Statistical methods 

8.5.1 Participants 

BRHS participants’ characteristics collected during 1998-2000 and 2010-2012 were 

summarised using mean and SD for continuous variables and frequencies (number and 

percentages) for categorical variables, using two different approaches: (i) Comparing 

participants’ characteristics of the 4252 men who attended the examination in 1998-2000 with 

1593 who attended in 2010-2, (ii) comparing characteristics between examinations only for 

those present at both follow-up examinations. This would help in understanding how such 

individual factors vary over time.  

8.5.2 Follow-up and mortality 

The median follow-up period and interquartile range for all-cause mortality were calculated in 

years. The total number of deaths during follow-up was calculated and also subdivided by cause 

of death [CHD, stroke, and total CVD deaths (= CHD + stroke + other CVD deaths)], and 

deaths from respiratory causes. 

8.5.3 Outdoor temperature 

Daily temperature data were plotted against day of the year to offer an overview of temperature 

distribution during the study period. Also, quintiles of outdoor temperatures were calculated 

using all temperature data during the follow-up period (daily outdoor temperatures recorded in 

the 35 weather stations used in this study). Then, numbers and percentage of deaths (total and 

by cause of death) were summarised by quintiles of outdoor temperature. 

8.5.4 Seasonal influenza  

Over the average year, the mean and SD of weekly ILI consultation rate per 100,000 persons 

during the study period were calculated. Weekly ILI rates were also plotted against outdoor 

temperatures during the study period to offer an overview of the two different seasonal trends.  
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8.5.5 Time varying covariate survival models 

The Cox proportional hazards model is widely used to estimate the probability of having an 

event when time to a binary event is the main outcome of interest (252), as described in Chapter 

3 (paragraph 3.5.3). In the Cox model the survival time for each participant is calculated; this 

is the time from a predetermined start point - e.g. entry into the study - until the occurrence of 

the event of interest. In event-time analysis, continuous time-dependent covariates can be used; 

in this study the main time-dependent covariate of interest is outdoor mean temperature 

recorded every day over the follow-up period and linked with each of the BRHS participants 

by date and post-code of residence recorded at baseline (1998-2000). Therefore, the data base 

used in this study assumed a longitudinal form: for each day prior to study exit the BRHS men 

were exposed to outdoor temperature for that day, and thus one record was generated in the 

data base. 

 

Differently from temperature, other time-dependent covariates (see paragraph 8.4.1) were not 

collected on a daily basis. To understand how those covariates were stored in the data base a 

figure has been presented (Figure 8.1). For example, in Figure 8.1 and for participant n.1 and 

n.3, individual covariates’ initially assumed the value recorded in 1998-2000; that value was 

considered constant for each day until subsequent examination (2010-12). At that point, 

individual covariates then assumed the value recorded in 2010-12 until the study exit (death 

date or date of censoring). This would allow a more accurate assessment of individual risk 

factors levels, rather than using one single measurement collected at baseline. 

 

For each of the five outcomes, we fitted a time-varying Cox proportional hazards model 

estimating the adjusted risk of death for 5°C (≈1 SD) variation in outdoor temperature, after 

controlling for a proxy of seasonal influenza (a time varying covariate, see paragraph 8.5.6) 

and adjusting for individual risk factors. Non-linearity of associations of temperature with the 

outcomes were investigated (see paragraph 8.5.7). 

 

To standardise as much as possible the analytical approach used in Chapter 5 and 7, and the 

conceptual framework of the present PhD thesis (see Chapter 2, Figure 2.2), several statistical 

analyses were carried out in the following order: 
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- a model with temperature only (unadjusted) 

- a model additionally adjusted for physical activity as potential mediator of the 

temperature-mortality relationship 

- a model additionally adjusted for potential modifiers of the temperature-mortality 

relationship (age, social class, BMI, smoking, and marital status, and lipids lowering 

drugs), and adjusted for ILI (potential seasonal confounder/modifier); this was the 

complete case analysis  (n=4196). The adjustment for ILI was also carried out 

separately (temperature + ILI → mortality outcomes, see paragraphs 8.5.6 and 8.6.6) 

- a separate and additional adjustment for four major risk factors that showed associations 

with temperature in Chapter 7: SBP, IL-6, LDL-Cholesterol and FEV1/FVC (fitted one 

at a time). When performing such separate models the number of observation in the 

complete case analysis was 4185, 4037, 3972, and 4167 respectively. 

 

 

As a sensitivity analysis, I also reported estimates of association of temperature at lag 0-13 

with mortality, similarly to previous studies which observed associations with temperature to 

last up to 2, 3 or 4 weeks (125, 326). This approach and choice were also supported by Chapter 

7 findings; although most of the CVD risk factors were more strongly associated with 

temperature recorded at lag 0 and lag 0-6 (greater effect size at shorter vs longer lags), a fewer 

number of CVD risk factors were associated with temperature at lag 0-13 and lag 0-27. In this 

chapter, investigating associations only at lag 0-13 appeared to be a sensible strategy; in 

Chapter 7 the magnitude of the temperature-CVD factors associations did not substantially 

change nor increase at lag 0-27 vs 0-13.  

 

Stata version 14.0 was used to implement this analysis, specifying the presence of clustered 

observation within each individual over time from the date of entry to date of exit from the 

study (death date or censoring date at 31/10/2014). Considering the data base structure 

described in this paragraph, the functions stset and stcox with the options cluster (for estimated 

standard errors) are used as standard methods to take into account repeated observations nested 

within individuals. The test of proportional-hazards assumption (PH chi-square test) was 

performed for the full model (global PH test) and for every single predictor in fully adjusted 

models.  
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8.5.6 Adjusting for influenza vs other long-term seasonal trends 

One of the objectives of this Chapter is to enhance our understanding of biological pathways 

involved in the seasonal variation of CVD; therefore, whether outdoor temperature was still 

associated with mortality after adjusting for illness-specific seasonal trends (which are more 

common in cold seasons) was investigated. The main approach used in this study was to control 

temperature for ILI weekly consultation rate, a proxy of seasonal influenza exposure used for 

surveillance of respiratory viruses at national levels in the UK (281). ILI rates are more 

informative by definition in comparison with generic seasonal components that mimic fixed 

seasonal patterns, such as (i) a trigonometric function of day of the year used in previous studies 

to predict mortality  [sine wave, see Figure 8.2] (128); (ii) a trigonometric function of day of 

the year with two terms used to estimate seasonal variation in mortality [Fourier terms, see 

Figure 8.3] (202). 

Some other considerations were made before choosing the adjustment for ILI as the most 

appropriate strategy in this Chapter. A model including temperature and ILI was preferred also 

for statistical reasons: there was a lower absolute Pearson correlation of temperature with ILI 

(r=-0.36) in comparison with correlation of temperature with a seasonal term calculated using 

a sine wave function (r=0.70) or of temperature with Fourier terms (cosine component r=-0.78, 

sine component r=-0.34).  

8.5.7 Non-linear association of temperature with mortality 

Non-linear associations of temperature with mortality were explored by using two piecewise 

linear splines (e.g. temperature split in two parts) separated by one knot. The knot was placed 

at the 97.5th percentile (equal to 19.3°C) of the outdoor mean temperature time series, as 

suggested in one previous study (35). Although in the UK temperature can be low even during 

the summer time, the two piecewise linear splines would estimate the cold component (daily 

temperature ≤97.5th percentile respectively) and the non-cold component (temperature above 

97.5th percentile respectively) related to mortality, to increase comparability with previous 

studies (35, 231). This approach would broadly estimate the non-linear (typically a U, J or V 

shape) relationship of temperature with mortality suggested in previous studies (326). Despite 
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being simple, this approach was preferred to a model fitting several flexible cubic splines (202), 

as the interpretation of the coefficients is more intuitive  

Overall, as the linear model performed better than the two piecewise linear splines model 

(lower AIC score) for CVD and all-cause mortality it was retained as best model to fit the data. 

However, it was decided to report also results from models using two piecewise linear splines, 

as they added useful insights (see results 8.6.7); these results were presented alongside the ones 

from the linear model.  

8.5.8 Interaction of temperature with individual risk factors 

Several major CVD risk factors known for being associated with mortality, such as increased 

SBP, can potentially interact with temperature and increase the risk of mortality. In this Chapter 

I investigated such hypothesis focusing mainly on specific CVD risk factors (LDL-cholesterol, 

IL-6, SBP, and physical activity) because they were also associated with temperature in 

Chapter 7 and Chapter 5. Also, I hypothesized that some personal circumstances such as marital 

status and social class (markers of fuel poverty in winter) could also potentially interact with 

temperature (316); therefore I included them in my interaction tests.  

BRHS population is a population of older adults of 60+ years old; the interaction of outdoor 

temperature with age fitted as continuous  variable was also performed, to investigate whether 

or not the temperature-related mortality risks are increased in the oldest old who are in this age 

group. Lastly, the interaction of temperature with well-established life-style factors was tested 

(BMI fitted as continuous variable, and current smoking - yes vs no).  

Some considerations were made before testing an interaction with other variables: for example, 

there was no evidence in the BRHS for an association of alcohol consumption with mortality 

in my analysis (results not shown, but I compared non-drinker vs occasional/light drinkers or 

moderate/heavy vs occasional/light drinkers as suggested in one previous BRHS paper (334)). 

Overall, the relationship of average or occasional alcohol consumption and mortality is still not 

fully understood (335, 336), and it seemed reasonable not to consider alcohol in relation to 

temperature and mortality in this PhD thesis. 
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8.6 Results 

8.6.1 Participants 

Participants’ characteristics and individual factors measured at baseline are shown in Table 8.1. 

For completeness of information, participants’ characteristics for those with measures collected 

at baseline and follow-up were also reported in Table 8.1. In participants with 2 measures 

(collected at follow-ups 1998-2000 and 2010-2012) the levels of the risk factors changed over 

time: in 2010-2012 vs 1998-2000 the proportion of active smokers was lower; conversely the 

BMI, the proportion of those who were inactive and who were using lipids lowering drug 

medication was higher (Table 8.1). In 2010-2012 vs 1998-2000 the average levels of LDL-

cholesterol were lower, the average levels of blood pressure and inflammation were higher, 

and the FEV1/FVC ratio was lower. 

8.6.2 Follow-up and mortality 

The median follow-up period was 14.9 years (interquartile range 8.7-15.7 years). 2017 deaths 

were registered: 764 died from CVD (446 CHD deaths, 154 stroke deaths, and 164 from other 

CVD), 256 from respiratory causes. 

8.6.3 Outdoor temperature 

All mean outdoor temperatures recorded during the study period were plotted against day of 

the year in Figure 8.4. The average was 9.9°C (SD=5.2°C, Minimum=-13.1°C, 

Maximum=27.0°C) as reported in Table 8.2. Lower temperatures were recorded in December 

and January. All deaths registered were summarised by quintiles of outdoor temperature; a 

graded decrease in number of deaths from lower to higher quintiles occurred especially for 

CHD, CVD and all-cause mortality (Table 8.3). 

8.6.4 Seasonal influenza 

Over the average year, the weekly national ILI consultation rate during the BRHS study period 

was 13.5 (SD=19.2) per 100,000 persons. The typical profile of a seasonal outbreak of 

influenza each winter included a high peak regularly detected in January and December (281), 

as shown in Figure 8.5. The weekly average consultation rate in December/January was 

approximately 20 (min=5; max=233) vs 5 recorded during the rest of the year (min=0; 
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max=153), therefore, the weekly variation within both season and month was strong. The 

Pearson correlation of ILI with temperature during the study period was r=-0.36. 

8.6.5 Time varying covariate survival models 

Overall, mortality risks were higher at lower temperatures (Table 8.4). Mortality risks were 

particularly high at lower temperatures for CHD and respiratory mortality (Table 8.4, Model 

1). The additional adjustment for physical activity reduced the magnitude of the association of 

temperature with mortality outcomes by at most 0.5% (see Table 8.4, Model 2). For example, 

the association of decrease in temperature at lag 0 with CHD deaths changed from HR = 1.145 

(95% CI 1.067; 1.217) to HR = 1.141 (95% CI 1.063,1.213) before and after adjustment for 

physical activity respectively. After additional adjusting for seasonal trends and individual risk 

factors (Table 8.4, Model 3) a decrease of 5°C in outdoor temperatures was associated with an 

increase in CHD mortality of 12.8% (Hazard Ratio (HR) = 1.128; 95% CI 1.041-1.208; 

p=0.005), an increase in respiratory mortality of 11.0% (HR=1.110, 95%CI 1.002-1.207, 

p=0.046), and an increase in all-cause mortality of 5.9% (HR=1.059; 95%CI 1.016-1.100; 

p=0.008). Lower temperatures were associated with an increase in CVD mortality of 10.4% 

(HR=1.104; 95%CI 1.035-1.168, p=0.004), although a specific association of temperature with 

stroke mortality was not found in this study (HR=1.047; 95%CI 0.886; 1.199, p=0.586). 

Associations of temperature up to 2 weeks (lag 0-13) prior to date of death were observed; for 

CHD and CVD mortality associations of temperature at lag 0 were slightly greater than those 

observed at lag 0-13. Conversely, for respiratory and all-cause mortality associations of 

temperature at lag 0 were slightly smaller than those observed at lag 0-13. The additional 

adjustment for individual risk factors fitted in model one at a time (SBP, IL-6, LDL-

Cholesterol, FEV1) further reduced the magnitude of the association of temperature with 

mortality outcomes by at most 1% (Tables 8.5-8.9).  

Overall, associations of some individual risk factors with at least one mortality outcome were 

found (Tables 8.5-8.9): increasing age, smoking, higher SBP, higher IL-6, lower physical 

activity levels, and lower FEV1/FVC rate were all associated with an increase in mortality. 

Higher LDL-cholesterol, and manual social class were associated particularly with CHD 

mortality. 
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8.6.6 Adjusting for influenza vs long-term seasonal trends 

Lower temperature, higher ILI consultation rate, and trigonometric functions of day of the year 

(sine wave only and Fourier terms) predicted mortality (CHD, CVD, respiratory and all-cause 

mortality) in unadjusted models (Table 8.10).  

The unadjusted seasonal variation in mortality calculated using Fourier terms was 0.342 for 

CHD, 0.323 for CVD, 0.519 for respiratory causes, and 0.224 for all-cause mortality, Table 

8.10). As specified in Table 8.10, the number 0.342 for CHD was calculated from β coefficients 

of Fourier terms (sine and cosine terms); this number represent an estimate of the sinusoidal 

seasonal variation in mortality over the average year (e.g. the number 0.342 for CHD means 

34% variation in CHD mortality when comparing the peak vs nadir of the sinusoidal function, 

where the peak is in the winter months and nadir in summer months). If there was no seasonal 

variation the sinusoidal variation would have been equal to zero. Higher Influenza-like illness 

(ILI) weekly consultation rate was associated with increased CHD, respiratory and all-cause 

mortality in unadjusted models (Table 8.10).  

In sensitivity analysis, the magnitude of the association of temperature with mortality all 

outcomes before and after adjusting for ILI rate remained fairly consistent (Table 8.10, see 

coefficient of outdoor temperature in Model 1 vs Model 5). Also, after the mutual adjustment 

of temperature with ILI, the latter seemed to lose its association with CHD mortality, but 

retained a weak positive association with respiratory mortality (p=0.063). Applying models 

including  mutual adjustment of temperature with Fourier terms led to null estimates: I found 

that all three variables (temperature, cosine, and sine terms) were no longer associated with 

mortality; when I observed Figure 8.3 (yearly cosine term) and Figure 8.4 (yearly temperature 

trends) it appeared that the cosine component has a similar (inverse) trend if compared with 

outdoor temperature (the variable of interest). The two variables may compete when used to 

explain the variation in mortality, widening standard errors of risk estimates for the three 

seasonal factors. 

8.6.7 Non-linear association of temperature with mortality 

Our findings also suggested a V-shaped relationship of temperature with respiratory mortality: 

a decrease in temperature of 5°C below 19.3°C [97.5th percentile] increased mortality 
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(HR=1.135; 95%CI 1.032-1.228, p=0.011), while an increase in temperature of 5°C above 

19.3°C also increased mortality (HR=6.720; 95%CI 2.592-21.553; p=0.008). 

8.6.8 Interaction of temperature with individual risk factors 

Overall, there was no clear evidence of interaction between temperature and age, social class, 

body mass index, smoking, physical activity, use of lipids lowering drugs medication, SBP, 

IL-6, LDL-Cholesterol and lung function were not significant. One single interaction of 

marital status with temperature was found: men who were not married (e.g. single, divorced 

or widowed) versus not were at increased risk of CHD mortality when temperatures 

decreased  (p=0.027). 

 

8.7 Discussion 

8.7.1 Summary of the main findings 

I discuss below findings in relation to objectives outlined in paragraph 8.3.  

Question 1. Do variations in temperature relate to variations in coronary heart disease (CHD), 

Stroke, CVD, respiratory, and all-cause mortality in older British men from the BRHS? 

Yes, I found that mean outdoor temperature related to mortality in the BRHS. Overall, mortality 

incidence was associated with lower temperatures. This peak at lower temperatures was driven 

by increased CHD and respiratory mortality, and findings were consistent even after adjusting 

for a proxy of seasonal influenza. A decrease of 5°C in outdoor temperatures increased CHD 

mortality by 12.8%, respiratory mortality by 11.0%, and all-cause mortality by 5.9%. Lower 

temperatures also increased CVD mortality by 10.4%, although evidence was lacking for 

specific association of temperature with stroke mortality in this study. The additional 

adjustment for individual risk factors slightly reduced the magnitude of the association of 

temperature with mortality by at most 1%. Associations of temperature up to 2 weeks (lag 0-

13) prior to date of death were observed; for CHD and CVD mortality associations of 

temperature at lag 0 were slightly greater than those observed at lag 0-13. Conversely, for 

respiratory and all-cause mortality associations of temperature at lag 0 were slightly smaller 

than those observed at lag 0-13. 
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Question 2. Is the temperature–mortality relationship confounded by seasonal influenza 

trends?  

No. The findings showed that the magnitude of the association of temperature with mortality 

before and after adjusting for ILI rate remained fairly consistent  

 

Question 3 Is the proxy for seasonal influenza used in this study (ILI consultation rate) 

associated with mortality? 

The findings presented in this Chapter did not offer a fully comprehensive answer to this 

question; the association of ILI with mortality disappeared after adjustment for temperature 

(similarly to what happen in Chapters 5 with physical activity outcomes and in Chapter 7 with 

CVD risk factors). This finding suggested temperature carries the strongest association with 

mortality. However, the role of ILI as confounder or mediator of the relationship between 

temperature and mortality should not be excluded, and could be better clarified in future 

prospective studies using a more accurate assessment of influenza exposure (e.g. at regional, 

GP or individual-level, and counting accesses to primary care; see the paragraph 8.7.3 

“Strengths and limitations”). Overall, and after adjustment for temperature, ILI rate seemed to 

lose its association with CVD and all-cause mortality, but retained a weak positive association 

with respiratory mortality. 

 

Question 4. Is the association of temperature with mortality non-linear? If so, for which causes 

of death a non-linearity is found?  

Evidence of non-linearity was found for the temperature-respiratory mortality relationship: 

both a decrease in temperature below 19.3°C [97.5th percentile], and an increase in temperature 

above 19.3°C increased mortality. There was no clear evidence of non-linearity of associations 

with other outcomes.  

 

Question 5. Is the association of temperature with mortality modified by individual risk 

factors?  

Overall, there was no evidence to support that. Interactions tests of temperature with major risk 

factors were performed; in one case I found that men who were not married (single, divorced 

or widowed) are at particularly increased risk of CHD mortality at lower temperatures. 
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However, considering this is the only significant interaction test, results should be interpreted 

with caution as it may be due by chance. 

 

8.7.2 Comparison with other studies 

Temperature-related mortality variations have been widely studied in the past four decades and 

their findings were consistent with those observed here (29, 35, 37, 124, 125, 127, 128, 130, 

337). As in previous studies, it was necessary in this study to control temperature for 

confounding of long-term seasonal patterns in order to account for both associations of daily 

outdoor temperature with mortality (short-term patterns) and associations of other seasonal 

variables with mortality (influenza or long-term seasonal patterns). However, in the literature 

there is no single agreed method to account for seasonality (30, 202); some previous ecological 

and observational studies used ILI rates (130, 284, 338), or fixed trigonometric functions of 

day of the year, such as Fourier terms (339, 340). The simplest solution was to adjust for ILI 

rate only; with ILI we would have hoped to account for illness-specific seasonal trends in 

mortality, reducing noise associated with daily mortality variations in the data, and reducing 

risk of collinearity with temperature (128). However, the analysis as it stands cannot distinguish 

between the association of temperature with mortality vs association of ILI with mortality 

because the ILI measure was not very refined (e.g. it was not collected at individual level, nor 

were regional variations assessed). Also, the ILI measure did not distinguish between subtypes 

of influenza such as the A(H3N2) type (more common in January and February), which was 

associated with increased mortality in Europe during the 2016/2017 winter season, even after 

adjusting for temperature (341). Future observational studies could collect a more accurate 

measure of ILI (e.g. with daily frequency, at GP practice or individual level), and test it in new 

analysis aimed to assess its role as confounder or mediator between temperature and mortality 

(342). Alternatively, BRHS data could be linked with routinely recorded primary care data in 

the future and retrospectively assess a more accurate consultation rate in primary care due to 

influenza. 

In this study we used a different methodological approach in comparison with previous studies. 

To the best of my knowledge, the use of time-varying covariates survival models using 

individual level data is unprecedented for population-based studies of temperature and 

mortality; such an approach went beyond the use of simple survival models collecting 
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information at baseline only, as it combined the use of individual risk factors, weather and 

seasonal variables repeatedly collected over time at different intervals. Also, the findings from 

survival models were presented as HR, a relative risk measure, which can be broadly translated 

in absolute terms if considering the daily number of deaths from CVD estimated from the BHF 

(343). It is known that every day 305 people die from CVD in the UK among those aged 75+ 

years; in this Chapter I found +10.4% increase in daily CVD deaths (12.5% in CHD deaths) 

per a decrease in 5 degrees Celsius in mean outdoor temperature recorded on the same day; 

this should correspond to an increase of approximately 32 CVD deaths for that specific day, of 

which approximately 22 are attributable to CHD. 

Differently from many ecological studies worldwide, this study collected information at 

individual level; this allowed testing for interaction of temperature with a comprehensive range 

of individual risk factors. For example, an interaction of temperature with age was tested: 

findings could only show that within a group of BRHS older men (60+ years old) each 

individual has same relative risk of dying at lower temperatures, as in one previous UK study 

of older adults aged 75+ years (129). The BRHS did not enrol younger participants (e.g. 15-64 

years old), so we cannot assess how the exposure at lower temperatures affect older (60+ years 

old) vs younger men. Overall, our interaction tests confirmed prior findings indicating no 

consistent evidence that a temperature-related (or seasonal-related) variation in mortality is 

modified by lifestyle and socio-demographic risk factors measured at macro area level across 

Europe (37, 125, 129, 344). For example, one previous study, found no evidence that the 

association of cold temperature with CVD mortality was modified by obesity, smoking habit, 

alcohol intake, and hypertension (37). My finding on the effect modification of marital status 

is plausible, as being not married is a known determinant of fuel poverty in winter (316), a 

factor which may increase the chances of living in cold homes and therefore worsening the 

CVD profile. However, further studies should increase our understanding of which population 

groups experience increasing death rates at lower temperatures, as an excess of winter mortality 

in the UK still persists (29). To the best of my knowledge, an interaction of temperature and 

physical activity levels (inactive vs active men) on mortality was not tested in previous studies; 

therefore the lack of interaction found in this chapter cannot be confirmed by previous 

literature. This requires further epidemiological research (see discussion, Chapter 9). 
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Overall, we confirmed that lower temperatures, rather than heat, were more strongly associated 

with mortality (35). In this study there was no evidence of increased risk of CVD mortality and 

all-cause mortality from the warmest temperatures, in contrast with some previous studies 

carried out in England and Wales (345), and London (35). It is plausible that my analysis did 

not have enough statistical power to detect an association, as very hot days were not very 

common particularly in Scotland, as confirmed by the UK meteorological office time series 

(123). It is also possible that in the BRHS population the non-linearity of the association could 

be cause-specific, as we found evidence of non-linearity only when we investigated the 

temperature-respiratory mortality relationship. A previous study investigated the heat‐related 

deaths in England and Wales between 1993 and 2003 and found a small increase in deaths 

associated with high temperatures (in between 20-25°C); the association was strongest for 

respiratory mortality (RR ≈ 1.0-1.4 when temperatures were in between 20-25°C) in 

comparison with other causes (RR ≈ 1.0-1.2 when temperatures were in between 20-25°C) 

(346). In Spain, where temperatures are generally higher and hot days more common, at higher 

temperatures the association with respiratory mortality was much stronger than the association 

with CVD mortality. For example, at mean temperatures of 32°C (very uncommon in the UK) 

the authors found a RR≈3 for respiratory mortality vs RR≈1.8 for CVD mortality in comparison 

with RR≈1 observed in between 18-20°C. The authors concluded that the effect of hot days on 

mortality largely varied by cause of death, affecting especially respiratory mortality (347). 

8.7.3 Strengths and limitations 

This study benefits from using a large scale population-based cohort of free-living older men 

rather than a special at risk population, which should increase generalizability. Also, the BRHS 

towns were chosen to be socioeconomically representative of all major geographic regions in 

Great Britain (England, Scotland and Wales) (123, 124). The response rate achieved in this 

study during 1998-2000 (the baseline population for this specific work) was high and equal to 

77% (225). The cohort has been successfully followed until the present (achieving a very high 

follow-up rates, of about 98%, for clinical endpoints (224)), which means that objective 

measurements of CVD incidence and mortality, and other causes of death were available and 

usable in survival analysis. This is one of the largest studies to simultaneously investigate the 

influence of meteorological and seasonal factors and measures of a comprehensive range of 

individual risk factors, and to test the interaction of temperature with those factors. The main 
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limitation is the inclusion of only male participants; in the UK and in comparison to men, a 

higher proportion of the female population are aged 75 and over (9%, compared with 7% of 

males in 2013 (103)), so we would expect a higher absolute number of women exposed to cold 

weather than men (129). Our results may not be generalizable to older women or ethnic 

minority populations (269).  

Not all fatal events in the BRHS represented sudden deaths and for some individuals, a non-

fatal event may still have occurred up to 28 days previously (296, 348, 349). The exact date of 

such events was not known and thus our analysis refers to mean temperature recorded the same 

day of the death rather than at the event which preceded it. Mortality may be more sensitive to 

temperature than non-fatal events. This might have led to an underestimation of the true 

association between temperature and mortality, due to random misclassification of temperature 

(exposure) The daily meteorological data used for this study was collected from local weather 

stations on average 10 kilometres distant from each study town, so temperature information 

should be very accurate, or at least more accurate than other weather variables (e.g. humidity 

or rainfall) due to its lower spatial variability (230).  

We could not assess whether specific individual risk factors, such as elevated blood pressure 

and IL-6, acted as mediators of the relationship between temperature and mortality, as specified 

in the main hypothesis of this thesis (see Chapter 1, paragraph 1.1.2). Ideally, to test this 

hypothesis the individual factors should have been collected at least twice per year (once in 

winter and once in summer, therefore closer to the date of death) to offer new insights on their 

role as mediators. In this study, physical and biological CVD risk factors were collected on two 

occasions during 1998-2000 and 2010-2012. Operational end economic costs of such data 

collections over time are very high. It is not surprising that neither the BRHS nor other ongoing 

population-based studies worldwide collected physical and blood markers on a yearly basis 

over decades. 

8.7.4 Implications 

The findings presented in this chapter confirm that in older adults higher mortality rates at 

lower temperatures remains an important public health problem in the UK and elsewhere (327). 

However, how to prevent the rise of CVD during winter, when temperatures are typically 
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lower, remains not fully understood. Clear suggestions on which interventions are best to 

prevent this cannot be derived from this work, and the reasons are twofold: 

1) the causal pathways linking temperature variations with mortality were not established 

from this work. For example, I could not assess whether specific risk factors, such as 

elevated blood pressure and IL-6, acted as mediators of the relationship between 

temperature and mortality, as specified in the main hypothesis of this thesis (Chapter 1, 

paragraph 1.3.1.1). Ideally, to test this hypothesis the individual factors should have 

been collected more frequently over the study period (see limitations highlighted in  

paragraph 8.7.3) This is a key challenge in future epidemiological studies; for example, 

future prospective studies could simultaneously measure meteorological factors, blood 

pressure and physical activity by second, minute or daily by using consumer grade 

wearable devices.  

 

2) I did not find clear evidence on which sub-groups of the BRHS population are 

particularly affected by low temperatures; for example, there was no evidence of 

interaction between temperature and major risk factors, such as blood pressure, markers 

of inflammation and physical activity. Therefore, how to plan interventions targeting 

older adults at higher risk cannot be suggested from my findings. A recent review on 

health burdens associated with cold weather, suggested that intervention measures 

intended to fight fuel poverty will likely play a key role in defining future health 

burdens associated with cold weather (327). Although fuel poverty was not measured 

in this PhD thesis, very recent findings from the BRHS demonstrated that living in a 

cold home was associated with increased mortality risks (350) (please note this work 

was not part of the present PhD research); therefore, an improvement of current 

strategies at national level tackling cold homes in winter is needed, and may help in 

reducing the seasonal variation in mortality 

Lastly, a further important strategy to prevent mortality at lower temperature may be providing 

more effective recommendations and communication at national and local level: several people 

interviewed in a recent qualitative study were unaware of the cardiovascular risk associated 

with low temperatures (351). The authors concluded that a key challenge for health agencies 
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still remains identifying people who are potentially vulnerable during cold weather but who 

are not known to local health services (351). 

8.8  Conclusions 

Overall, in the BRHS mortality incidence was associated consistently with lower temperatures 

after controlling for a proxy of influenza exposure. This mortality peak at lower temperatures 

was driven by increased CHD and respiratory mortality. The additional adjustment for physical 

activity, as well as blood pressure, LDL-cholesterol and IL-6, slightly reduced the magnitude 

of the association of temperature with mortality outcomes. There was no evidence of 

interaction between temperature and major risk factors, such as age. A better protection of all 

older adults against low temperatures, typically recorded in winter, could help in reducing 

mortality risks. 
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Table 8.1 BRHS participants’ characteristics collected during 1998-2000 and 2010-2012.  

 

4252 BRHS men 

who attended the 

examination in 

1998-2000 

 

1593 BRHS men with data at both follow-

up examinations 
 

Examination in 

1998-2000 

Examination in 

2010-2012 
 

Demographic and background characteristics     

Age (years),  mean (SD) 68.7 (5.5) 66.3 (4.7) 78.6 (4.7)  

Social class, n (%) 

   Manual  

   Non-Manual 

   Armed forces 

   Missing 

 

2166 (50.9) 

1966 (46.2) 

112 (2.6) 

8 (0.2) 

 

840 (52.7) 

709 (44.5) 

39 (2.5) 

5 (0.3) 

 

 same as 1998-2000 
 

Physical health     

BMI, mean (SD) 

   Missing, n (%) 

26.9 (3.7) 

20 (0.5) 

26.8 (3.3) 

4 (0.3) 

27.1 (3.8) 

17 (1.0) 
 

Behavioural factors 
 

   

Smoking 
 

   

   Smokers vs not, n (%) 548 (12.9) 115 (7.2) 50 (3.1)  

   Missing, n(%) 7 (0.2) 0 (0) 0 (0)  

Alcohol consumption 
 

   

   None, n (%) 431 (10.3) 117 (7.4) 190 (11.9)  

   Occasional/light, n (%)1 2949 (70.5) 1152 (73.0) 1122 (70.4)  

   Moderate/Heavy, n (%) 2 779 (18.6) 305 (19.1) 207 (13.0)  

   Unclassified, n (%) 26 (0.6) 4 (0.3) 14 (0.9)  

   Missing, n (%) 67 (1.6) 16 (1.0) 60 (3.8)  

Physical activity (PA) score 
 

   

  Inactive, n (%) 471 (11.1) 89 (5.6) 261 (16.4)  

  Occasional, n (%) 957 (22.5) 291 (18.3) 351 (22.0)  



Chapter 8 Associations of outdoor temperature with mortality  

239 

 

  Light, n (%) 767 (18.0) 272 (17.1) 339 (21.3)  

  Moderate, n (%) 591 (13.9) 273 (17.1) 228 (14.3)  

  Moderate vigorous, n (%) 690 (16.2) 318 (20.0) 197 (12.4)  

  Vigorous, n (%) 621 (14.6) 308 (19.3) 131 (8.2)  

  Missing, n (%) 155 (3.6) 42 (2.7) 86 (5.4)  

Personal circumstances     

    Married vs single/widowed/divorced/separated, n(%) 3456 (81.6) 1392 (89.8) 1204 (76.7)  

    Lipids lowering drugs use, n (%) 327 (7.7) 116 (7.3) 788 (49.5)  

Biological markers and physical measurements     Correlation (r) 3 

   LDL-Cholesterol, mmol/L, mean (SD) 

   Missing, n (%) 

3.90 (1.00) 

278 (5.2) 

3.94 (0.95) 

83 (5.2) 

2.61 (0.94) 

79 (5.0) 
0.30 

   Systolic Blood pressure, mm Hg,  mean (SD) 

   Missing, n(%) 

149 (24) 

17 (0.4) 

146 (22) 

6 (0.4) 

147 (19) 

3 (0.2) 
0.28 

   Lung function, FEV1/FVC %  § 

   Missing, n (%) 

76.8 (11.6) 

47 (1.1) 

77.8 (10.6) 

5 (0.3) 

74.1 (8.9) 

131 (8.2) 
0.37 

   IL-6, pg/mL 

   Missing, n (%) 

3.1 (2.9) 

202 (4.7) 

2.62 (2.44) 

69 (4.3) 

4.32 (4.61) 

92 (5.7) 
0.34 

1 >=1 and <=15 units per week (1 unit is approximately 1 drink, such as one glass of wine) 

2 >=16 units per week (1 unit is approximately 1 drink, such as one glass of wine 

3 All correlations significant at level 0.001 

§ adjusted for height 
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Table 8.2 Distribution of daily mean outdoor temperature in the BRHS towns in between 1998 and 2014 by quintiles (Q) 

 mean (SD)        

[min, max] 

Q1                             

mean (min, max) 

Q2                               

mean (min, max) 

Q3                              

mean (min, max) 

Q4                               

mean (min, max) 

Q5                            

mean (min, max) 

Distribution of mean 

outdoor temperature 

9.9 (5.2)                   

[-13.1, 27.0] 2.5 (-13.1,5.2) 6.8 (5.3, 8.5) 10.2 (8.6, 11.6) 13.3 (11.7, 14.8) 17.0 (14.9, 27.0) 

 

 

Table 8.3 Percentage and number of deaths registered in the BRHS towns by quintiles (Q) of mean temperature during the study period (1998-2014) 

 

Number of deaths in the 24 

BRHS towns during study 

period 

 Mean Temperature Q1, 

n (%) 

Mean Temperature Q2, 

n (%) 

Mean Temperature Q3, 

(n) % 

Mean Temperature Q4, 

n (%)  

Mean Temperature Q5, 

n (%) 

All (n=2017) 467 (23.2) 419 (20.8) 376 (18.6) 366 (18.1) 389 (19.3) 

CHD deaths (n=446) 114 (25.6) 93 (20.9) 84 (18.8) 85 (19.1) 70 (15.7) 

Stroke deaths (n=154) 37 (24.0) 31 (20.1) 26 (16.9) 28 (18.2) 32 (20.8) 

CVD deaths (n=764) 196 (25.7) 149 (19.5) 144 (18.8) 138 (18.1) 137 (17.9) 

Respiratory deaths (n=256) 68 (26.6) 54 (21.1) 50 (19.5) 40 (15.6) 44 (17.2) 

 

 

Note: Quintiles of outdoor temperatures were calculated using all temperature data during the follow-up period (daily outdoor temperatures recorded in the 35 weather 

stations during the study period).



Chapter 8 Associations of outdoor temperature with mortality  

241 

 

Table 8.4 Results from time-varying covariates survival models: associations of outdoor mean temperature at lag 0 and lag 0-13 with mortality in the BRHS during 

1998-2000 and 31/10/2014.  

Note: Estimates are reported as Hazard Ratios (HR) with 95% Confidence Intervals per a decrease of 5°C (≈1 Standard Deviation) in outdoor temperatures. For each model 

there was no evidence that the proportional-hazards assumption has been violated (p>0.05) 

 

Outcome 
Number of observations 

(complete case analysis) 
Exposure Model 1  Model 2  Model 3  

   HR (95%CI) p-value HR (95%CI) p-value HR (95%CI) p-value 

CHD death 
n= 4196, deaths=437 

Mean temperature Lag 0 
1.145                          

(1.067; 1.217) 
<0.001 

1.141 

(1.063,1.213) 
<0.001 

1.128                           

(1.041; 1.208) 
0.005 

  
Mean temperature Lag 0-13 

1.129         

(1.039; 1.210) 
0.006 

1.123 

(1.033,1.205) 
0.008 

1.103                        

(1.002; 1.194) 
0.045 

Stroke death 
n= 4196, deaths=152 

Mean temperature Lag 0 
1.072           

(0.910; 1.211) 
0.362 

1.074              

(0.897, 1.223) 
0.388 

1.047                     

(0.866; 1.199) 
0.586 

  
Mean temperature Lag 0-13 

1.067            

(0.885; 1.219) 
0.447 

1.082               

(0.903, 1,123) 
0.343 

1.035                        

(0.828; 1.206) 
0.718 

CVD death 
n= 4196, deaths=749 

Mean temperature Lag 0 
1.114           

(1.051; 1.172) 
0.001 

1.114              

(1.051, 1.173) 
<0.001 

1.104            

(1.035; 1.168) 
0.004 

  
Mean temperature Lag 0-13 

1.108           

(1.037; 1.173) 
0.003 

1.107            

(1.038, 1.173) 
0.003 

1.096            

(1.017; 1.168) 
0.018 

Respiratory death 
n= 4196, deaths=256 

Mean temperature Lag 0 
1.140           

(1.034; 1.234) 
0.011 

1.137                 

(1.031, 1.231) 
0.013 

1.110          

(1.002; 1.207) 
0.046 

  
Mean temperature Lag 0-13 

1.160         

(1.042; 1.263) 
0.009 

1.155                

(1.037, 1.259) 
0.011 

1.126         

(1.004; 1.233) 
0.043 

All causes 
n= 4196, deaths=1991 

Mean temperature Lag 0 
1.069            

(1.030; 1.108) 
0.001 

1.067              

(1.028, 1.106) 
0.001 

1.059           

(1.016; 1.100) 
0.008 

  
Mean temperature Lag 0-13 

1.078        

(1.034; 1.121) 
0.001 

1.075             

(1.031, 1.118) 
<0.001 

1.067          

(1.019; 1.112) 
0.007 

Model 1: Unadjusted (temperature only) 

Model 2: Model 1 additionally adjusted for physical activity  

Model 3: Model 2 additionally adjusted for physical activity, age, social class, BMI, smoking, marital status, lipids lowering drugs, and ILI 
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Table 8.5 Results from time-varying covariates survival models: associations of outdoor mean temperature and other risk factors with CHD mortality in the BRHS 

during 1998-2000 and 31/10/2014  

Note: Estimates are reported as Hazard Ratios (HR) with 95% Confidence Intervals. Blank cells for SBP, IL-6, LDL and FEV1/FVC % mean they were not used in the model. 
 Model 1, n= 4196, deaths=437 Model 2, n=4185, deaths=435 Model 3, n=4037 , deaths=407 Model 4, n=3972 , deaths=393 Model 5, n=4167 , deaths=434 

Covariables HR (95%CI) p-value HR (95%CI) p-value HR (95%CI) p-value HR (95%CI) p-value HR (95%CI) p-value 

Mean Temperature 1 1.128 (1.041; 1.207) 0.005 1.129 (1.042; 1.209) 0.005 1.106 (1.013; 1.189) 0.025 1.082 (0.985; 1.169) 0.093 1.122 (1.034; 1.202) 0.008 

ILI 2 1.055 (0.959; 1.162) 0.275 1.058 (0.959; 1.164) 0.265 1.075 (0.978; 1.183) 0.134 1.068 (0.963; 1.183) 0.214 1.058 (0.961; 1.166) 0.245 

Age, years 1.135 (1.115; 1.155) <0.001 1.129 (1.109; 1.150) <0.001 1.129 (1.108; 1.150) <0.001 1.140 (1.119; 1.162) <0.001 1.123 (1.102; 1.144) <0.001 

Social class (ref: non-

manual) 
          

   Manual 1.241 (1.022; 1.509) 0.030 1.274 (1.047; 1.549) 0.015 1.218 (0.996; 1.490) 0.054 1.233 (1.005; 1.513) 0.045 1.181 (0.971; 1.437) 0.097 

   Armed forces 1.004 (0.524; 1.925) 0.990 1.090 (0.572; 2.078) 0.793 0.963 (0.480; 1.931) 0.916 0.879 (0.426; 1.812) 0.726 0.940 (0.494; 1.789) 0.850 

BMI 1.015 (0.988; 1.041) 0.278 1.011 (0.985; 1.037) 0.426 1.005 (0.978; 1.034) 0.711 1.007 (0.978; 1.036) 0.644 1.013 (0.988; 1.039) 0.311 

Smokers vs not 1.611 (1.233; 2.105) 0.001 1.622 (1.240; 2.122) <0.001 1.521 (1.151; 2.010) 0.003 1.686 (1.272; 2.236) <0.001 1.467 (1.122; 1.918) 0.005 

Married vs not 1.237 (0.994; 1.540) 0.057 1.252 (1.005; 1.559) 0.045 1.227 (0.979; 1.540) 0.076 1.298 (1.032; 1.634) 0.026 1.238 (0.994; 1.541) 0.056 

Lipid-regulating drugs 

use, yes vs not 
1.772 (1.349; 2.328) <0.001 1.831 (1.393; 2.406) <0.001 1.790 (1.343; 2.385) <0.001 2.102 (1.556; 2.840) <0.001 1.744 (1.325; 2.294) <0.001 

Physical activity                    

(ref: Inactive) 
          

   Occasional 0.607 (0.459; 0.802) 0.001 0.579 (0.438; 0.766) <0.001 0.684 (0.509; 0.919) 0.012 0.662 (0.490; 0.894) 0.007 0.629 (0.474; 0.835) 0.001 

   Light 0.527 (0.390; 0.713) <0.001 0.496 (0.366; 0.672) <0.001 0.568 (0.411; 0.784) 0.001 0.535 (0.386; 0.742) <0.001 0.563 (0.415; 0.763) <0.001 

   Moderate 0.512 (0.364; 0.720) <0.001 0.499 (0.355; 0.700) <0.001 0.548 (0.381; 0.789) 0.001 0.515 (0.355; 0.745) <0.001 0.564 (0.399; 0.796) 0.001 

   Moderately vigorous 0.533 (0.380; 0.747) <0.001 0.499 (0.355; 0.701) <0.001 0.633 (0.441; 0.909) 0.013 0.578 (0.403; 0.828) 0.003 0.594 (0.421; 0.837) 0.003 

   Vigorous 0.350 (0.237; 0.518) <0.001 0.338 (0.229; 0.499) <0.001 0.413 (0.274; 0.621) <0.001 0.365 (0.241; 0.553) <0.001 0.394 (0.265; 0.586) <0.001 

SBP, mm Hg   1.007 (1.003; 1.012) 0.001       

Log(IL-6), pg/mL     1.403 (1.229; 1.602) <0.001     

LDL, mmol/L       1.136 (1.034; 1.247) 0.008   

FEV1/FVC %         0.999 (0.991; 1.001) 0.959 
1 Hazard ratios estimated per a decrease of 5°C (≈1 Standard Deviation) in outdoor temperatures 
2 Hazard ratios estimated per an increase of 20 consultations per week for influenza-like illness in primary care 

  



Chapter 8 Associations of outdoor temperature with mortality  

243 

 

Table 8.6 Results from time-varying covariates survival models: associations of outdoor mean temperature and other risk factors with Stroke mortality in the 

BRHS during 1998-2000 and 31/10/2014  

Note: Estimates are reported as Hazard Ratios (HR) with 95% Confidence Intervals. Blank cells for SBP, IL-6, LDL and FEV1/FVC % mean they were not used in the model. 
 Model 1, n= 4196, deaths=152 Model 2, n=4185, deaths=151 Model 3, n=4037 , deaths=144 Model 4, n=3972 , deaths=140 Model 5, n=4167 , deaths=149 

Covariables HR (95%CI) p-value HR (95%CI) p-value HR (95%CI) p-value HR (95%CI) p-value HR (95%CI) p-value 

Mean Temperature 1 1.047 (0.866; 1.199) 0.586 1.054 (0.873; 1.205) 0.538 1.051 (0.863; 1.208) 0.568 1.034 (0.844; 1.193) 0.708 1.063 (0.884; 1.213) 0.468 

ILI 2 1.073 (0.907; 1.269) 0.416 1.077 (0.910; 1.274) 0.392 1.058 (0.869; 1.289) 0.573 1.077 (0.901; 1.287) 0.417 1.068 (0.894; 1.279) 0.462 

Age, years 1.164 (1.128; 1.201) <0.001 1.160 (1.123; 1.197) <0.001 1.161 (1.124; 1.199) <0.001 1.169 (1.131; 1.207) <0.001 1.161 (1.124; 1.199) <0.001 

Social class (ref: non-

manual) 

          

   Manual 1.077 (0.772; 1.503) 0.663 1.083 (0.775; 1.515) 0.64 1.109 (0.788; 1.562) 0.552 1.127 (0.797; 1.595) 0.499 1.078 (0.768; 1.513) 0.665 

   Armed forces 2.423 (1.183; 4.966) 0.016 2.347 (1.108; 4.972) 0.026 2.346 (1.102; 4.998) 0.027 2.331 (1.101; 4.932) 0.027 2.423 (1.181; 4.971) 0.016 

BMI 0.966 (0.923; 1.010) 0.132 0.963 (0.920; 1.007) 0.100 0.956 (0.913; 1.001) 0.056 0.959 (0.913; 1.007) 0.095 0.968 (0.925; 1.012) 0.152 

Smokers vs not 1.642 (1.036; 2.602) 0.035 1.390 (0.853; 2.267) 0.187 1.514 (0.927; 2.471) 0.097 1.575 (0.974; 2.545) 0.064 1.600 (1.011; 2.532) 0.045 

Married vs not 1.009 (0.676; 1.507) 0.965 0.944 (0.623; 1.431) 0.787 0.952 (0.622; 1.460) 0.823 0.938 (0.621; 1.416) 0.76 0.995 (0.667; 1.486) 0.982 

Lipid-regulating drugs 

use, yes vs not 

0.903 (0.495; 1.647) 0.740 0.765 (0.399; 1.465) 0.419 0.914 (0.466; 1.793) 0.794 0.897 (0.492; 1.637) 0.723 0.886 (0.487; 1.612) 0.692 

Physical activity                    

(ref: Inactive) 

          

   Occasional 0.582 (0.356; 0.953) 0.031 0.556 (0.339; 0.911) 0.020 0.552 (0.336; 0.908) 0.019 0.485 (0.292; 0.805) 0.005 0.578 (0.352; 0.950) 0.031 

   Light 0.449 (0.264; 0.766) 0.003 0.429 (0.251; 0.732) 0.002 0.415 (0.243; 0.710) 0.001 0.362 (0.209; 0.627) <0.001 0.429 (0.250; 0.736) 0.002 

   Moderate 0.497 (0.273; 0.906) 0.022 0.483 (0.264; 0.882) 0.018 0.454 (0.245; 0.844) 0.013 0.419 (0.227; 0.776) 0.006 0.517 (0.284; 0.942) 0.031 

   Moderately vigorous 0.467 (0.260; 0.839) 0.011 0.448 (0.251; 0.802) 0.007 0.480 (0.262; 0.877) 0.017 0.419 (0.232; 0.757) 0.004 0.491 (0.273; 0.885) 0.018 

   Vigorous 0.479 (0.266; 0.864) 0.014 0.443 (0.243; 0.809) 0.008 0.484 (0.263; 0.890) 0.02 0.453 (0.251; 0.815) 0.008 0.505 (0.280; 0.911) 0.023 

SBP, mm Hg   1.006 (0.999; 1.012) 0.102       

Log(IL-6), pg/mL     1.430 (1.150; 1.777) 0.001     

LDL, mmol/L       1.075 (0.902; 1.281) 0.420   

FEV1/FVC%         1.001 (0.994; 1.024) 0.224 

1 Hazard ratios estimated per a decrease of 5°C (≈1 Standard Deviation) in outdoor temperatures 
2 Hazard ratios estimated per an increase of 20 consultations per week for influenza-like illness in primary care 
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Table 8.7 Results from time-varying covariates survival models: associations of outdoor mean temperature and other risk factors with CVD mortality in the BRHS 

during 1998-2000 and 31/10/2014  

Note: Estimates are reported as Hazard Ratios (HR) with 95% Confidence Intervals. Blank cells for SBP, IL-6, LDL and FEV1/FVC % mean they were not used in the model. 
 Model 1, n= 4196, deaths=749 Model 2, n=4185, deaths=746 Model 3, n=4037 , deaths=706 Model 4, n=3972 , deaths=686 Model 5, n=4167 , deaths=740 

Covariables HR (95%CI) p-value HR (95%CI) p-value HR (95%CI) p-value HR (95%CI) p-value HR (95%CI) p-value 

Mean Temperature 1 1.104 (1.035; 1.168) 0.004 1.106 (1.037; 1.171) 0.003 1.094 (1.022; 1.161) 0.012 1.078 (1.003; 1.147) 0.042 1.104 (1.034; 1.168) 0.004 

ILI 2 1.026 (0.946; 1.114) 0.525 1.028 (0.947; 1.116) 0.508 1.037 (0.953; 1.127) 0.410 1.033 (0.946; 1.125) 0.481 1.030 (0.949; 1.119) 0.480 

Age, years 1.146 (1.131; 1.162) <0.001 1.142 (1.126; 1.158) <0.001 1.142 (1.126; 1.159) <0.001 1.152 (1.136; 1.169) <0.001 1.139 (1.122; 1.155) <0.001 

Social class (ref: non-

manual) 
          

   Manual 1.115 (0.962; 1.293) 0.149 1.134 (0.977; 1.315) 0.098 1.110 (0.953; 1.294) 0.179 1.134 (0.971; 1.324) 0.112 1.069 (0.921; 1.241) 0.380 

   Armed forces 1.160 (0.733; 1.835) 0.526 1.201 (0.760; 1.897) 0.432 1.123 (0.691; 1.826) 0.639 1.078 (0.662; 1.756) 0.761 1.109 (0.704; 1.747) 0.656 

BMI 1.020 (1.000; 1.040) 0.055 1.016 (0.996; 1.037) 0.116 1.012 (0.991; 1.033) 0.277 1.016 (0.994; 1.038) 0.149 1.020 (1.000; 1.040) 0.046 

Smokers vs not 1.539 (1.243; 1.906) <0.001 1.558 (1.258; 1.928) <0.001 1.416 (1.131; 1.773) 0.002 1.584 (1.267; 1.979) <0.001 1.452 (1.169; 1.803) 0.001 

Married vs not 1.176 (0.992; 1.394) 0.062 1.189 (1.003; 1.410) 0.046 1.148 (0.962; 1.368) 0.126 1.212 (1.015; 1.447) 0.034 1.151 (0.970; 1.367) 0.108 

Lipid-regulating drugs 

use, yes vs not 1.352 (1.082; 1.689) 0.008 1.387 (1.109; 1.735) 0.004 1.309 (1.036; 1.654) 0.024 1.536 (1.199; 1.968) 0.001 1.346 (1.078; 1.681) 0.009 

Physical activity                    

(ref: Inactive) 
          

   Occasional 0.631 (0.509; 0.782) <0.001 0.606 (0.488; 0.751) <0.001 0.680 (0.544; 0.851) 0.001 0.646 (0.514; 0.812) <0.001 0.653 (0.526; 0.811) <0.001 

   Light 0.508 (0.402; 0.643) <0.001 0.484 (0.382; 0.613) <0.001 0.525 (0.410; 0.671) <0.001 0.491 (0.383; 0.630) <0.001 0.535 (0.422; 0.678) <0.001 

   Moderate 0.512 (0.393; 0.665) <0.001 0.499 (0.384; 0.649) <0.001 0.526 (0.399; 0.692) <0.001 0.495 (0.374; 0.654) <0.001 0.559 (0.429; 0.728) <0.001 

   Moderately vigorous 0.539 (0.416; 0.699) <0.001 0.513 (0.396; 0.664) <0.001 0.611 (0.466; 0.801) <0.001 0.553 (0.422; 0.725) <0.001 0.595 (0.459; 0.773) <0.001 

   Vigorous 0.396 (0.297; 0.527) <0.001 0.379 (0.284; 0.506) <0.001 0.444 (0.329; 0.600) <0.001 0.406 (0.302; 0.547) <0.001 0.440 (0.328; 0.589) <0.001 

SBP, mm Hg   1.006 (1.003; 1.009) <0.001       

Log(IL-6), pg/mL     1.410 (1.273; 1.563) <0.001     

LDL, mmol/L       1.115 (1.035; 1.202) 0.004   

FEV1/FVC %         1.003 (0.997; 1.009) 0.360 

1 Hazard ratios estimated per a decrease of 5°C (≈1 Standard Deviation) in outdoor temperatures 
2 Hazard ratios estimated per an increase of 20 consultations per week for influenza-like illness in primary care 
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Table 8.8 Results from time-varying covariates survival models: associations of outdoor mean temperature and other risk factors with respiratory mortality in the 

BRHS during 1998-2000 and 31/10/2014  

Note: Estimates are reported as Hazard Ratios (HR) with 95% Confidence Intervals. Blank cells for SBP, IL-6, LDL and FEV1/FVC % mean they were not used in the model. 
 Model 1, n= 4196, deaths=256 Model 2, n=4185, deaths=254 Model 3, n=4037 , deaths=245 Model 4, n=3972 , deaths=237 Model 5, n=4167 , deaths=250 

Covariables HR (95%CI) p-value HR (95%CI) p-value HR (95%CI) p-value HR (95%CI) p-value HR (95%CI) p-value 

Mean Temperature 1 1.110 (1.002; 1.207) 0.047 1.108 (0.998; 1.206) 0.053 1.125 (1.016; 1.221) 0.026 1.115 (1.003; 1.213) 0.043 1.108 (0.998; 1.206) 0.054 

ILI 2 1.107 (0.998; 1.229) 0.055 1.112 (1.002; 1.231) 0.045 1.114 (1.004; 1.236) 0.041 1.110 (0.992; 1.241) 0.066 1.121 (1.014; 1.236) 0.024 

Age, years 1.178 (1.150; 1.206) <0.001 1.179 (1.150; 1.208) <0.001 1.169 (1.140; 1.200) <0.001 1.170 (1.141; 1.200) <0.001 1.155 (1.126; 1.185) <0.001 

Social class                                
(ref: non-manual) 

          

   Manual 1.118 (0.864; 1.446) 0.398 1.106 (0.854; 1.432) 0.447 1.160 (0.892; 1.509) 0.268 1.175 (0.901; 1.533) 0.234 0.948 (0.728; 1.235) 0.693 

   Armed forces 1.677 (0.893; 3.150) 0.108 1.612 (0.811; 3.203) 0.173 1.767 (0.903; 3.457) 0.097 1.776 (0.932; 3.384) 0.081 1.311 (0.682; 2.518) 0.416 

BMI 0.970 (0.930; 1.012) 0.156 0.971 (0.930; 1.014) 0.179 0.964 (0.924; 1.005) 0.086 0.966 (0.925; 1.009) 0.116 0.984 (0.946; 1.023) 0.415 

Smokers vs not 2.335 (1.678; 3.249) <0.001 2.313 (1.656; 3.231) <0.001 2.028 (1.427; 2.883) <0.001 2.268 (1.607; 3.202) <0.001 1.766 (1.246; 2.503) 0.001 

Married vs not 1.076 (0.797; 1.454) 0.631 1.074 (0.794; 1.453) 0.642 1.071 (0.786; 1.460) 0.665 1.055 (0.766; 1.451) 0.744 1.022 (0.754; 1.385) 0.889 

Lipid-regulating drugs 

use, yes vs not 

0.814 (0.511; 1.295) 0.385 0.803 (0.505; 1.278) 0.355 0.803 (0.493; 1.306) 0.376 0.689 (0.411; 1.157) 0.159 0.783 (0.491; 1.250) 0.305 

Physical activity                    

(ref: Inactive) 
          

   Occasional 0.633 (0.444; 0.903) 0.012 0.645 (0.451; 0.924) 0.017 0.643 (0.443; 0.933) 0.020 0.633 (0.436; 0.917) 0.016 0.736 (0.514; 1.054) 0.094 

   Light 0.461 (0.310; 0.684) <0.001 0.474 (0.318; 0.707) <0.001 0.488 (0.324; 0.735) 0.001 0.477 (0.316; 0.720) <0.001 0.611 (0.409; 0.914) 0.017 

   Moderate 0.349 (0.218; 0.560) <0.001 0.355 (0.221; 0.570) <0.001 0.383 (0.237; 0.619) <0.001 0.347 (0.213; 0.566) <0.001 0.507 (0.314; 0.818) 0.005 

   Moderately vigorous 0.205 (0.116; 0.361) <0.001 0.209 (0.118; 0.369) <0.001 0.240 (0.135; 0.427) <0.001 0.223 (0.126; 0.395) <0.001 0.301 (0.169; 0.536) <0.001 

   Vigorous 0.252 (0.148; 0.429) <0.001 0.243 (0.141; 0.418) <0.001 0.271 (0.157; 0.468) <0.001 0.259 (0.150; 0.449) <0.001 0.393 (0.233; 0.662) 0.001 

SBP, mm Hg   0.997 (0.991; 1.002) 0.270       

Log(IL-6), pg/mL     1.442 (1.197; 1.738) <0.001     

LDL, mmol/L       0.837 (0.725; 0.967) 0.016   

FEV1/FVC %         0.972 (0.962; 0.983) <0.001 

1 Hazard ratios estimated per a decrease of 5°C (≈1 Standard Deviation) in outdoor temperatures 

2 Hazard ratios estimated per an increase of 20 consultations per week for influenza-like illness in primary care  
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Table 8.9 Results from time-varying covariates survival models: associations of outdoor mean temperature and other risk factors with all-cause mortality in the 

BRHS during 1998-2000 and 31/10/2014  

Note: Estimates are reported as Hazard Ratios (HR) with 95% Confidence Intervals. Blank cells for SBP, IL-6, LDL and FEV1/FVC % mean they were not used in the model.  
 Model 1, n= 4196, deaths=1991 Model 2, n=4185, deaths=1983 Model 3, n=4037 , deaths=1891 Model 4, n=3972 , deaths=1839 Model 5, n=4167 , deaths=1969 

Covariables HR (95%CI) p-value HR (95%CI) p-value HR (95%CI) p-value HR (95%CI) p-value HR (95%CI) p-value 

Mean Temperature 1 1.059 (1.016; 1.100) 0.008 1.058 (1.015; 1.099) 0.008 1.054 (1.010; 1.097) 0.016 1.042 (0.997; 1.086) 0.068 1.056 (1.013; 1.097) 0.012 

ILI 2 1.033 (0.984; 1.081) 0.196 1.033 (0.986; 1.083) 0.177 1.039 (0.990; 1.090) 0.122 1.035 (0.986; 1.088) 0.170 1.039 (0.990; 1.088) 0.119 

Age, years 1.122 (1.112; 1.131) <0.001 1.120 (1.111; 1.130) <0.001 1.115 (1.105; 1.125) <0.001 1.122 (1.113; 1.132) <0.001 1.111 (1.102; 1.121) <0.001 

Social class                                
(ref: non-manual) 

          

   Manual 1.097 (1.001; 1.202) 0.047 1.101 (1.005; 1.206) 0.040 1.081 (0.983; 1.188) 0.107 1.100 (1.000; 1.210) 0.050 1.048 (0.957; 1.149) 0.313 

   Armed forces 1.271 (0.984; 1.641) 0.066 1.301 (1.005; 1.686) 0.046 1.272 (0.968; 1.670) 0.084 1.237 (0.949; 1.612) 0.115 1.196 (0.927; 1.544) 0.167 

BMI 0.999 (0.987; 1.012) 0.879 0.998 (0.986; 1.011) 0.791 0.994 (0.981; 1.007) 0.371 0.997 (0.984; 1.011) 0.686 1.001 (0.988; 1.013) 0.927 

Smokers vs not 1.686 (1.485; 1.914) <0.001 1.694 (1.493; 1.921) <0.001 1.534 (1.341; 1.756) <0.001 1.674 (1.465; 1.913) <0.001 1.535 (1.350; 1.746) <0.001 

Married vs not 1.135 (1.023; 1.260) 0.017 1.135 (1.023; 1.260) 0.017 1.116 (1.003; 1.243) 0.045 1.144 (1.026; 1.275) 0.016 1.106 (0.996; 1.229) 0.059 

Lipid-regulating drugs 

use, yes vs not 

0.891 (0.766; 1.036) 0.134 0.896 (0.771; 1.043) 0.157 0.854 (0.729; 1.000) 0.051 0.889 (0.751; 1.053) 0.173 0.873 (0.751; 1.014) 0.075 

Physical activity                    

(ref: Inactive) 
          

   Occasional 0.649 (0.566; 0.743) <0.001 0.639 (0.558; 0.733) <0.001 0.666 (0.579; 0.767) <0.001 0.650 (0.564; 0.749) <0.001 0.680 (0.594; 0.779) <0.001 

   Light 0.563 (0.487; 0.651) <0.001 0.556 (0.480; 0.643) <0.001 0.572 (0.492; 0.665) <0.001 0.551 (0.473; 0.641) <0.001 0.608 (0.526; 0.703) <0.001 

   Moderate 0.503 (0.428; 0.590) <0.001 0.500 (0.425; 0.587) <0.001 0.523 (0.443; 0.617) <0.001 0.500 (0.422; 0.592) <0.001 0.560 (0.475; 0.659) <0.001 

   Moderately vigorous 0.542 (0.461; 0.638) <0.001 0.536 (0.455; 0.631) <0.001 0.581 (0.491; 0.688) <0.001 0.538 (0.454; 0.639) <0.001 0.613 (0.520; 0.723) <0.001 

   Vigorous 0.457 (0.387; 0.540) <0.001 0.450 (0.381; 0.533) <0.001 0.495 (0.416; 0.588) <0.001 0.467 (0.393; 0.555) <0.001 0.523 (0.441; 0.620) <0.001 

SBP, mm Hg   1.002 (1.000; 1.004) 0.080       

Log(IL-6), pg/mL     1.330 (1.242; 1.424) <0.001     

LDL, mmol/L       1.001 (0.954; 1.050) 0.974   

FEV1/FVC %         0.995 (0.991; 0.998) 0.012 

1 Hazard ratios estimated per a decrease of 5°C (≈1 Standard Deviation) in outdoor temperatures 
2 Hazard ratios estimated per an increase of 20 consultations per week for influenza-like illness in primary care   
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Table 8.10 Results from time-varying covariates survival models: unadjusted and mutually adjusted estimates (β coefficients with p-values) for mean outdoor 

temperature, England and Wales Influenza-like illness (ILI) consultation rate per 100,000 people, and long terms seasonal trends fitted using a sine wave function 

of day of the year and by using Fourier terms (sine + cosine functions).  

 
CHD death Stroke death CVD death Respiratory death All causes 

 

Unadjusted Models  
β coeff p-value β coeff p-value β coeff p-value β coeff p-value β coeff p-value 

   Model 1: Temperature -0.029 0.001 -0.020 0.229 -0.025 0.000 -0.030 0.011 -0.015 0.001 

   Model 2: ILI 0.004 0.025 0.004 0.222 0.003 0.076 0.007 0.005 0.003 0.017 

   Model 3: Sine wave component 1 -0.169 0.013 -0.151 0.199 -0.150 0.004 -0.247 0.009 -0.103 0.001 

   Model 4: Seasonal variation (from cosinor function) 2 0.342 0.042 0.370 0.311 0.323 0.008 0.519 0.022 0.224 0.002 

 

Mutually adjusted models  

          

   Model 5: Temperature + ILI 
          

     Temperature  -0.027 0.0051 -0.016 0.366 -0.024 0.002 -0.024 0.045 -0.013 0.004 

     ILI coefficient  0.0021 0.3927 0.003 0.498 0.001 0.727 0.005 0.063 0.001 0.301 

   Model 6: Temperature + Sine wave component 
          

     Temperature  -0.0279 0.0213 -0.011 0.617 -0.021 0.030 -0.014 0.400 -0.010 0.099 

     Sine wave component 1 -0.0228 0.8057 -0.091 0.568 -0.041 0.559 -0.172 0.192 -0.051 0.253 

   Model 7: Temperature + Cosinor function 
          

     Temperature -0.0415 0.010 0.002 0.937 -0.023 0.074 -0.007 0.727 -0.008 0.331 

     Seasonal variation (from cosinor function) 2 0.248 0.438 0.399 0.645 0.069 0.815 0.430 0.376 0.131 0.475 

   

Piecewise linear splines models 

 

 Model 8: Temperature (piecewise linear splines) 

          

     Cold component (temperature ≤97.5 pct) -0.0301 0.0012 -0.022 0.200 -0.026 0.000 -0.036 0.002 -0.016 0.000 

     Heat component (temperature >97.5 pct) -0.0199 0.9465 0.125 0.658 0.054 0.753 0.347 0.007 0.097 0.227 
1 The sine wave with a period of 365 days, with fixed minimum to occur on day 1 (January 1) and maximum at day 182 (July 1).The formula for the sine wave with modified period and phase was 
y(t)=sine((2*π/365)*(x−81.75)), where x varied between 1 and 365 
2 Beta coefficient (β coeff)of seasonal variation were calculated by using the betas coefficient from the Fourier terms (s for sine and c for cosine term). Statistical significance of the sinusoidal parameters was 

determined by the F-test. If the hypothesis that both coefficients are different from zero is rejected, there is no sinusoidal seasonal variation. Otherwise, the seasonal variation is 2x season amplitude, where seasonal 

amplitude is the square root of (s2 + c2). β coeff = 0.342 for CHD means 34% variation in CHD mortality when comparing the peak vs nadir of the sinusoidal function, where the peak is in the winter months. 
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Figure 8.1 Data used in the time-varying covariates survival model in the BRHS  

 
Note: For the entire follow-up period and for each of the BRHS men, exposure to outdoor mean temperature 

was collected daily and assigned to the men by using the closest weather station to their town of residence.. 

Individual factors were collected once or twice over the time period (1998-2000 and 2010-12), depending on the 

men follow-up exit date and participants’ attendance to each of the examinations. Participants were followed-up 

for mortality up to 31/10/2014. 
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Figure 8.2 Sine wave function of day of the year describing a period of 365 days, where fixed 

minimum to occur on day 1 (January 1) and maximum at day 182 (July 1). 

  
The formula is: function(DOY)=sine((2*π/365)*(DOY − 81.75)), where DOY (X axis) is a value 

between 1 and 365. 
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Figure 8.3 The Fourier terms representing pairs of sine and cosine functions of day of the year 

(x axis), with an underlying period reflecting the full seasonal cycle.  

 

 

The formulas are: (i) sine function(DOY) = sine((2*π*DOY/365); (ii) cosine 

function(DOY)=cosine((2*π*DOY/365), where DOY is the day of the year (X axis, a value between 1 

and 365). 
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Figure 8.4 Mean temperature (°C) vs day of the year during 1998-2014. Temperatures data were 

measured daily by the UK Meteorological Office in 35 UK towns 
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Figure 8.5 Influenza-like Illness (ILI) weekly consultation rate per 100,000 persons in England 

and Wales vs average outdoor mean temperature measured the same week during 1999-2014 

 

 

ILI data were collected by the Royal College of General Practitioners in England and by Public Health 

Wales, while temperature data were collected by the UK Meteorological Office from 35 UK weather 

stations 
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 IMPLICATIONS AND CONCLUSIONS 

9.1 Summary 

This chapter reviews the key findings of this thesis and their implications in relation 

to public health and future epidemiological research. The findings can be separated 

according to the importance of the research questions for this thesis in “seasonal 

variation findings” and “diurnal variation findings”. 

 

Seasonal variation findings: in older British men 1) the CVD mortality risks are higher 

at lower temperatures (recorded on the day of death); cumulative associations of 

temperature with CVD mortality up to and including 2 weeks prior to the date of death 

were also observed; 2) major risk factors measured at study baseline did not modify 

the temperature-mortality relationship; 3) the observed increase in CVD mortality at 

lower temperatures was mainly driven by increase in CHD mortality; 4) a decrease of 

outdoor  temperatures was associated with an increase of established and emerging 

CVD risk factors levels (e.g. blood pressure and IL-6) and with a decrease in physical 

activity. In addition, it was also found that lower outdoor temperatures were associated 

with increased respiratory and all-cause mortality in older men, and up to 2 weeks prior 

to date of death. Respiratory mortality risks also increased at higher temperatures. 

 

Diurnal variation findings: several biological CVD risk factors levels varied by time 

of the day; for example, blood pressure, LDL-cholesterol and IL-6 increased over the 

course of the day. Also, physical activity levels of different intensities (e.g. time spent 

in light physical activity and sedentary behaviours) varied over the course of the day. 

For example, the time spent in sedentary behaviours was lower in the morning, and 

gradually increased over the course of the day. 

 

Findings of potential public health importance are: i) that it is important for policy-

makers, epidemiologists and health economists to consider in future policy and 

research the impact of seasonal variations in outdoor temperatures on CVD, 

respiratory, and all-cause mortality in older adults, especially the impact of lower 



Chapter 9 Implications and conclusions 

254 

 

temperatures during winter; ii) that efforts are needed to maintain regular physical 

activity levels across seasons in older adults; iii) that further efforts are needed to 

encourage older men to be more physically active throughout the day. In summary, the 

key general public health messages are the need to protect all older people against low 

temperatures, especially in winter, and to promote more active behaviours across 

seasons and on a daily basis. This would help to reduce CVD in older age. 

 

The implications for future epidemiological research emerging from findings of this 

thesis can be separated in two main areas: 

 

Main implications for research investigating seasonal variation in CVD mortality: 1) 

the need to carry out larger observational studies investigating the seasonal variation 

in CVD and all-cause mortality in both males and females of all ages, in people of 

different ethnic groups, and in countries with different climates and at different 

latitudes; 2) to further explore the causal pathways of seasonal variations in CVD 

mortality, with a particular focus on the role of outdoor temperature, influenza, and 

modifiable CVD risk factors in such pathways (especially physical activity and blood 

pressure); 3) in interventional studies, to demonstrate that engaging in regular physical 

activity across different temperature ranges and across the year yet limiting the 

exposure to cold outdoor temperatures is possible 4) in cohort studies, exploring 

whether incidence of CVD events is lower among older adults who are able to maintain 

the same level of activity across the seasons in comparison to those who become less 

active in winter 5) improving existing studies (see point 2) by increasing the frequency 

and accuracy of CVD risk factors measurements, such as continuous recording of 

individual temperature exposure (e.g. at home, or indoor/outdoor environments), 

physical activity levels, and blood pressure by using wearable devices and 

smartphones. 

 

Main implications for research investigating diurnal variation in CVD mortality: 1) to 

further explore the causal pathways of diurnal variations in CVD mortality, with a 

particular focus on the role of blood pressure and physical activity in such pathways; 



Chapter 9 Implications and conclusions 

255 

 

2) in physical activity studies, exploring whether incidence of CVD events is lower 

among older adults who are typically more active in the morning vs older adults who 

have different patterns; 3) in physical activity studies, exploring whether the 

occurrence of CVD events in the morning, afternoon or evening is more frequent 

among older adults who are typically more active in the morning than in older adults 

who are not. 

 

9.2 Introduction 

9.2.1 The studies carried out in this thesis 

The research in this thesis has addressed several important questions on seasonal and 

diurnal variations in CVD risk factors and seasonal variations in CVD mortality, 

respiratory mortality and all-cause mortality in older men. To answer the research 

questions of this thesis, data collected from an ongoing UK population based study of 

CVD in older men, the British Regional Heart Study (BRHS), were used. In total, five 

studies were conducted and their findings were presented in Chapters 4, 5, 6, 7, and 8. 

 

The BRHS data collection spanned a period of almost 40 years (from 1978-80 to the 

present) and the five studies carried out in this thesis did not all use data from the same 

time points over this period. The reasons are as follows:  

 

• the two studies on diurnal and seasonal patterns in objectively measured 

physical activity (Chapter 4 and 5) used data collected during 2010-12, the first 

time point at which accelerometers were used and for which there is a wide 

range of other data available.  

• the two studies on diurnal and seasonal patterns in established and emerging 

CVD risk factors (Chapter 6 and 7) used data collected in 1998-2000 as at this 

time point I could analyse a larger sample of older adults, with the most 

comprehensive range of relevant factors (e.g. Vitamin D has not been measured 

for blood samples taken at the 2010-12 follow-up) 

• the time-varying survival analysis of associations between temperature and 

mortality was carried out using follow-up data from 1998-2000 to 2014 
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(Chapter 8); by study design, this approach exploited all information available 

and relevant to this thesis’ hypothesis (risk factors and individual 

characteristics from the two follow-ups plus outdoor temperature data collected 

from 1998 to 2014). This approach also gave sufficient time for large numbers 

of events to occur.  

 

9.2.2 How the key findings from the studies are presented 

I will present in the next paragraph (9.3 – key findings) the results from the 5 studies 

mentioned in the introduction prioritising the importance of the research questions for 

this thesis.  

 

1) Seasonal variations findings: results from the survival analysis estimating the 

association between outdoor temperature (main seasonal factor and exposure 

variable) and variations in CVD mortality, respiratory mortality and all-cause 

mortality in BRHS men (Chapter 8); next, results from the cross-sectional studies 

estimating the seasonal variations in objectively measured physical activity 

(Chapters 5) and seasonal variations in established and emerging risk factors for 

CVD (Chapter 7) in BRHS men;  

 

2) Diurnal variations findings: results from the cross-sectional studies on diurnal 

variations in objectively measured physical activity (Chapter 4), and diurnal 

variations in established and emerging risk factors for CVD (Chapter 6) in BRHS 

men. 

 

9.3 Key findings  

I will summarise in paragraphs 9.3.1 and 9.3.2 the main findings from this PhD thesis; 

the public health implications of such findings will be discussed later in Chapter 9.5. 
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9.3.1 Findings on seasonal variations in CVD, respiratory and all-cause 

mortality and seasonal variation in CVD risk factors 

In Chapter 8 I used an appropriate method to exploit the BRHS data and enhance our 

understanding of the association between outdoor mean temperatures (main seasonal 

factor and exposure variable analysed in this thesis) and mortality. Specifically, the 

survival analysis conducted in Chapter 8 fitted outdoor temperature and influenza rates 

as time-varying exposure variables, while allowing adjustment for confounding of 

temperature with influenza over the follow-up time. Moreover, due to data collection 

at individual level in the BRHS, this approach allowed testing the long-term interaction 

of temperature with baseline participants’ socio-demographic characteristics (age, 

social class, marital status) or behavioural factors (e.g. smoking, or degree of physical 

activity). The findings demonstrated that lower outdoor temperature was associated 

with an increase in CVD, respiratory, and all-cause mortality. Also, associations of 

temperature up to 2 weeks prior to date of death were observed. The adjustment of 

temperature for individual risk factors slightly reduced the magnitude of the 

association of temperature with mortality by at most 1%. Overall, there was no 

evidence to suggest that the association of temperature with mortality was modified by 

individual characteristics.  

 

Findings from Chapter 5 showed that seasonal variations in outdoor temperature 

influenced the levels of physical activity; for example during a typical winter day 

(mean temperature in between - between -7.1°C and 6.4°C) older men spent about 20 

minutes more per day in sedentary time in comparison with a typical summer day 

(mean temperatures in between 16.2°C and 24.4°C). Chapter 7 showed that lower 

temperatures were associated with increased levels of several risk factors for CVD, 

such as Systolic Blood Pressure (SBP), LDL-Cholesterol, and with emerging risk 

factors as Interleukin-6 (IL-6).  

 

Overall, findings from Chapter 5, 7, and 8 showed that while the association of 

temperature with mortality and the association of temperature with some CVD risk 
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factors are strong, the causal pathways involving all these factors leading to increased 

CVD mortality cannot be ascertained by these findings.  

 

9.3.2 Findings on diurnal variations in CVD risk factors 

Findings from Chapter 4 and Chapter 6 showed that physical activity and some 

established and emerging CVD risk factors levels exhibited a diurnal variation in older 

men. Chapter 4 findings showed that men do most of their physical activity during the 

morning, with a peak in between 10:00-11:00 hours and a second small peak around 

14:00. This suggested that there are particular opportunities to prolong or enhance 

existing activity bouts (e.g. in light physical activity) during the morning or 

alternatively reducing sedentary time in the afternoon and evening hours. Chapter 6 

showed that time of day variations of some established and emerging CVD factors 

exist. For example, blood pressure, IL-6 and cholesterol levels increased while t-PA 

levels decreased. 

 

9.4 Novelty of the present findings 

9.4.1 Novel findings on seasonal variations in CVD risk 

The results presented in Chapter 5 and 7 provided new insights on temperature-related 

patterns in risk factors which have been less studied in the literature. Chapter 5 extends 

the literature by investigating objectively measured physical activity levels of different 

intensities (e.g. time spent in sedentary behaviours and light physical activity), rather 

than overall measures of physical activity, such as number of steps. The novel part of 

Chapter 7 was the inclusion of markers of inflammation, which were less studied (e.g. 

IL-6, CRP, and Vitamin D) or previously not studied (PV and t-PA) among older 

adults. Moreover, a side-by-side comparison of temperature-related variations of such 

a comprehensive list of markers was not performed in previous studies (17 in total). 

This allowed me to (i) distinguish  between those markers associated with temperatures 

vs not in the same population, and (ii) identify which markers are related to short term 

vs long-term variations in temperature, or both. The main novelties of Chapter 8 

(association of temperature with mortality) are two: 1) the use of a method applied to 

data collected over time and at individual level (time-varying survival analysis); and 
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2) testing whether the association of temperature with mortality was modified by 

individual risk factors. Only data collected at individual level allowed such hypotheses 

to be tested. 

 

9.4.2 Novel findings on diurnal variations in CVD risk factors 

Chapter 4 extends the literature regarding diurnal variations in objectively measured 

physical activity levels in older adults analysing levels of intensity not investigated in 

earlier studies (time spent in sedentary behaviours, light, and moderate-to-vigorous 

physical activity), and by identifying a clear peak in activity in the morning hours. 

Moreover, this work demonstrated how diurnal variations in activity differed by 

individual characteristics; four key variables (age, presence of multiple chronic 

conditions, having mobility limitations and being obese) had a disproportionate impact 

on the morning peak of activity, such that the oldest, obese, least healthy and least 

mobile men had a greater reduction in the morning peak in activity than in the 

afternoon and evening. Chapter 6 enhances our understanding of time of day variations 

in markers of inflammation and haemostasis extending the list of markers analysed in 

comparison with previous studies, and reports analysis in older adults rather than 

middle aged populations. Similarly to Chapter 7, a side-by-side comparison of the 

diurnal patterns of 17 markers was performed and this was not done in earlier studies.  

 

9.5 Public health implications of findings 

9.5.1 Implications of findings for CVD and all-cause mortality risks reduction 

at lower temperatures 

 

The main discussion point emerging from the overall findings of Chapter 5, 7, and 8 

is to understand whether the association temperature-CVD mortality is likely to be 

causal, and what are the possible implications of understating this. I concluded that it 

is unlikely that exposure to lower outdoor temperature is the direct cause of death; 

other CVD risk factors (e.g. blood pressure) are likely to be on the causal pathway 

leading to CVD death because they are influenced by changes in outdoor temperature 

(and this was demonstrated in Chapter 5 and 7). However, the causality of such 
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pathways could not be ascertained in this thesis (e.g. whether old people die from CVD 

because of cold temperature-related increase in high blood pressure, or because of cold 

temperature-induced inactivity). Despite not fully understanding the causal pathways 

of seasonal variation in CVD mortality (but also respiratory mortality and all-cause 

mortality), some general public health implications can be suggested. First, limiting 

exposure to lower temperatures in older adults should be highly recommended for 

mortality risk prevention. Second, recommendations to protect against cold 

temperatures should be extended to the UK older population as a whole; providing 

special recommendations to protect sub-groups of the older population do not find 

enough justification based on my findings from Chapter 8. other findings from the 

same Chapter suggested that protecting old people from colder - rather than warmer - 

temperatures remains the priority for CVD prevention. On the other hand, warmer 

temperatures were associated with respiratory mortality; therefore, prevention 

strategies for reducing respiratory mortality should be extended to both lower and 

higher temperatures. Specifically for CVD, findings from Chapter 5 and 7 cannot be 

used to inform ad-hoc preventive measures to decrease the levels of some specific 

CVD risk factors at lower temperatures. To do so, it would be necessary to know 

whether:  

 

(i) some risk factors (e.g. blood pressure) increase rapidly due to sudden drops in 

temperature, and this leads immediately to CVD events; 

(ii) some risk factors increase at lower temperature (e.g. cholesterol levels or 

inactivity) but this just accumulates risk, and CVD events can then happen at any 

time; 

(iii) chronic cardiovascular and respiratory diseases that are generally more 

common in older age interact with seasonal factors occurring in winter, such as 

drops in temperatures or influenza, leading immediately to CVD events in winter. 

The findings from Chapter 5 are relevant for UK physical activity guidelines and for 

overall CVD prevention: engaging in more active behaviours across different 

temperature ranges and across the year yet limiting the exposure to cold outdoor 
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temperatures (as well as staying warm yet limiting the time spent sedentary) can be 

certainly beneficial for improving people’s health. However, how to do this has been 

not yet demonstrated (see paragraph 9.6 for further discussion). 

Overall, findings from Chapter 7 and 8 do not provide enough justification for the 

preventive use of medication for specific biological modifiable risk factor control (e.g. 

medications to lower blood pressure, lipids levels, or inflammation) during exposure 

to low temperature. For example, while adults who are taking aspirin vs not seemed 

less vulnerable to the effects of cold (lower hospital admissions for myocardial 

infarction) (37), but whether this is due to changes in platelet function, and for 

hypertensive patients only, is unknown: more findings from interventional studies are 

needed to recommend such approach for CVD prevention (see paragraph 9.6 for 

further discussion). 

9.5.2 Implications of physical activity findings for overall CVD and all-cause 

mortality risks reduction 

The main public health implication of findings from Chapter 4 and 5 (diurnal and 

seasonal variation in physical activity levels) is that understanding when peaks and 

dips in physical activity levels occur is useful for promoting regular physical activity; 

this is important because engaging in regular exercise could reduce the overall CVD 

and mortality risks and improving life expectancy. Successful intervention strategies 

aiming to increase physical activity levels or changing older adults’ daily routine from 

less active to more active behaviours depend on evidence-based findings like those 

shown in Chapter 4 and 5. Findings from Chapter 4 showed an attenuation of the 

diurnal morning peak of activity among less active subgroups (e.g. older and more 

infirm men). This reflects their diminished ability to maintain relatively high intensity 

physical activity during the morning, and this is not simply related to the generally low 

physical activity level typical of these subgroups. This information is important for 

policy and practice because there is scope to extend the tendency for existing activity 

bouts especially in the morning. Indeed, it is unlikely that low levels of activity in the 

evening can be changed, since the combination of darkness and visual problems have 

been previously investigated as potential causes of falls. Likewise with sedentary 
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behaviours, findings from Chapter 4 suggest that the period in the late afternoon and 

early evenings are periods with high sedentary time and when sedentary bouts are 

likely to be longest; therefore, it may be particularly valuable to focus on efforts to 

break up long sedentary bouts at these times of day. Examples of potential strategies 

on how to do this are discussed in paragraph 9.5.4. Findings from Chapter 5 showed 

that older men are less active at lower temperatures and the public health implication 

of this was discussed in paragraph 9.5.1. 

 

9.5.3 Implications of diurnal variations in biological risk factors findings for 

overall CVD and all-cause mortality risks prediction 

Although the findings from Chapter 6 did not demonstrate that variations within the 

day in CVD risk factors immediately cause CVD death, important considerations 

should be made. As of today, the biological mechanism of the circadian variation in 

CVD events remains not fully understood but the circadian variation in blood pressure 

seems to be involved (352). Previous evidence supported a possible relationship 

between the morning surge in blood pressure and cardiovascular events connected with 

the upright posture after the awakening (48). However, how to regulate blood pressure 

over 24 hours (e.g. via medical treatment), and whether this can reduce CVD events in 

the morning is still unclear. On the other hand, it is unlikely that changes in LDL-

cholesterol levels within the day immediately cause CVD events, as the accumulation 

of cholesterol in plaques usually occurs over several years before becoming life-

threatening. However, it is plausible that dietary changes in the short period (a few 

days or months) can explain changes in LDL-cholesterol levels, but this would just 

accumulate risk, and CVD events can then happen at any time. For IL-6, there is still 

uncertainty surrounding its diurnal variation patterns, as findings from previous studies 

showed different peaks and dips of IL-6 during the day; despite the fact high IL-6 

levels are associated with high CVD risk in the long term, as of today the evidence to 

support that diurnal variation in IL-6 explains the diurnal variation in CVD events is 

weak. 
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9.5.4 Potential strategies for CVD and all-cause mortality risk reduction at 

lower temperatures 

I identified six strategies that could help in reducing the mortality risks due to exposure 

to lower temperatures. 

1) Improvements of national communication platforms predicting adverse 

seasonal events (e.g. cold spells) and raising awareness of their consequences; 

 

2) strategies addressing rapid heat loss from the body’s core; it is known that low 

temperatures in winter could exert their adverse effects on individuals by 

causing the body to lose heat faster than it can make heat, lowering the body’s 

temperature. Therefore, preventive strategies may focus on primary care or 

social care teams helping older adults during winter; recommendations on 

wearing proper winter clothes (dressing in several layers of loose-fitting wool, 

silk, polypropylene clothing, or mittens and a hat), eating well-balanced meals, 

or reducing alcohol and caffeine are important as they mitigate the heat loss 

from the body’s core (353); 

 

3) energy efficiency housing interventions addressing heat loss from the house; a 

recent BRHS study demonstrated that living in a cold home was associated 

with increased mortality risks (350). Comfortable room temperatures at home 

(higher than 18 degrees Celsius) can address specific risk factors such as high 

blood pressure, and worse lung conditions (354). This would improve people’s 

living conditions and potentially reduce mortality risks; 

 

4) strategies addressing lower levels of activity in winter among older adults, by 

providing physically and economically accessible indoor opportunities to 

engage in physical activities. Staying regularly active could mediate the 

adverse effect of low outdoor temperatures, for example by addressing higher 

levels of inflammation (355). Every strategy would need to maintain a trade-
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off in between staying active yet limiting the exposure to cold outdoor 

temperatures, and staying warm yet limiting the time spent sedentary; 

 

5) specific recommendations for improving dietary patterns during cold weather 

aimed to lower cholesterol levels. Cold itself does not cause the cholesterol 

levels to increase, but some behavioural patterns may affect them. For example, 

higher cholesterol levels can be induced by changes in diet during the cold 

season, such as eating more comfort food, which is often higher in fat. Such 

diet choices can be accompanied with more time spent indoors (e.g. at home), 

and more time spent sedentary. Improving such health behaviours can 

potentially reduce mortality risks.  

 

6) Strategies aimed to communicate with older people to help them monitor and 

manage cold-related health symptoms in winter, by using novel ad-hoc 

strategies such as creating apps for smartphones. 

9.5.5 Potential strategies to maintain regular physical activity levels in older 

age and prevent CVD and all-cause mortality 

Regardless of seasonal and diurnal patterns in physical activity, targeting older adults’ 

psychological barriers (beliefs, feelings, and perspectives on participation in physical 

activity) may be a valid strategy for replacing sedentary time with more active 

behaviours (288, 289), and therefore reducing mortality risks. For example, providing 

recommendations for simple do-it-yourself exercises (e.g. standing up or walking 

while watching TV, toe rises, calf and chest stretching) could be helpful. In older 

individuals, simple targets can make the reduction in sedentary behaviour easier to 

achieve and relevant on a daily basis (290).  All of the above recommendations for 

exercising can help to increase the intensity or duration of bouts of existing physical 

activities in the morning, when older adults are more active.  Alternatively, ad-hoc 

interventions could focus on the afternoon period, aiming to stimulate physical activity 

of comparable intensity to that occurring in the morning. Special recommendations 

should be given for more infirm men, such those with mobility limitations: workouts 
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programs focusing on the upper part of the body alternate with office-type exercises 

(using chairs and tables as support) can be implemented easily even in indoor 

environments. 

 

9.6 Implications for future epidemiological research 

Although the findings from this thesis enhance our understanding of seasonal and 

diurnal patterns in CVD, there are still some considerations which call for a need to 

extend investigations on these variations in CVD and mortality in older age and in 

other populations. Future studies investigating variations in CVD can be divided in 

two main areas: Implications of the findings for future epidemiological research 

investigating (i) seasonal variation (see paragraph 9.6.1), and (ii) diurnal variation (see 

paragraph 9.6.2) in CVD risk and CVD risk factors. 

  

9.6.1 Implications of the findings for future studies investigating seasonal 

variation in CVD risk and CVD risk factors 

9.6.1.1 CVD seasonal variation studies in men and women  

Future UK epidemiological studies on CVD seasonal variation should include older 

women, because they are an important segment of the older UK population (103), and 

because CVD risk prevalence is now higher in women than in previous decades (356). 

The advantage of including men and women in the same study (and measuring the 

same CVD risk factors and outcomes) is the increased generalisability of the findings, 

but I would not expect the magnitude of the temperature-mortality association to be 

substantially different in men vs women. The exposure to cold temperatures and the 

consequences of it for the human body, should be more an intrinsic physiological 

phenomenon, regardless of sex. This consideration is supported by previous findings: 

seasonal variations in established CVD risk factors levels measured in a large study 

(over 450,000 repeated measurements of risk factors in 149,650 individuals between 

1985 and 1999) and found that such variations were not modified by sex (357). 

However, this study is old and outdoor temperature as well as other CVD risk factors 

(e.g. physical activity, see paragraph 9.6.1.4 for further discussion) were not measured. 
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Similarly, in one British study the seasonal patterns in emerging CVD risk factors did 

not differ by sex (45).  

 

9.6.1.2 CVD seasonal variation studies including participants of ethnic origin, 

and in countries with different climate and latitudes 

The BRHS towns were selected in the late 1970s because they did not have appreciable 

population movement (compared with cities) but they hence had a small proportion of 

non-white ethnic minority groups. Therefore, future studies including people from 

other ethnic groups are needed, to increase generalisability of the findings. There is 

evidence of considerable variation in CVD mortality rates by ethnic groups; for 

example, people of a South Asian heritage are at a greater risk of having a stroke (358).  

According to the 2011 Census, Scotland, the North East and Wales were the regions 

with the highest percentages of the population from the White British group (96%, 

93% and 93% respectively), with the lowest being the West Midlands (at 79.2%), and 

the London area (at 44.9%) (359, 360). Additionally, the size of the foreign-born 

population in the UK increased from about 5.3 million in 2004 to just under 9.4 million 

in 2017 (361); whether newly arrived migrant older people from warmer climates will 

adapt rapidly to the UK’s colder climate could be investigated in future studies; these 

trends and differences should be taken into account in future population based studies 

of temperature and mortality in the UK.   

 

Worldwide, the attributable overall mortality risks due to cold appeared to be different 

in major cities located in different continents but without a clear pattern by ethnic 

heritage, climate or latitude (about 10% of overall mortality is explained by cold in 

China, while this percentage is 9% in Italy, 8% in the UK, 7% in South Korea, 5% in 

the US, 4% in Sweden, 3% in Thailand and Brazil) (35). Overall, whether ethnicity 

modifies the temperature-mortality relationship is unclear. In the case of older adults 

with South Asian heritage, it is plausible that risk factors that are generally more 

common in Asian groups increased their levels at lower temperatures. However, this 

was not yet demonstrated in the literature. Future studies could also investigate what 

proportion of cold-related mortality by country is explained by different national health 
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systems (e.g. public vs private, or systems adopting seasonal influenza vaccination 

programs) and house quality (e.g. living in cold homes vs not). 

 

9.6.1.3 Studies investigating the mediation role of individual risk factors 

between temperature and mortality 

As specified in paragraph 9.3.1, causal pathways linking temperature variations with 

CVD risk factors changes which subsequently lead to increased mortality could not be 

established in this thesis. Ideally, to test this hypothesis, future studies should improve 

what has been done in the BRHS: they should collect individual factors much more 

frequently over the study period; then, the same time-varying covariate survival 

analysis carried out in Chapter 8 (time varying factors: temperature and CVD risk 

factors; outcome: mortality) could have been carried out, but the time varying nature 

of the risk factors would then be more genuinely represented. In the BRHS two 

physical and blood examinations were planned (once during 1998-2000 and once 

during 2010-2012) as operational end economic costs of such data collections over 

time are very high. It is not surprising that neither the BRHS nor other ongoing 

population-based studies worldwide have collected such data on a yearly basis over 

decades. This is a key challenge in future epidemiological studies; to evidence the 

biological pathways linking temperature variations with mortality data on outdoor 

temperature, risk factors levels and mortality will need to be collected in a narrow time 

window (e.g. once a month for the risk factors, daily for temperature and mortality). 

Other studies could also simultaneously measure meteorological factors, blood 

pressure and physical activity by second, minute or daily by using wearable devices. 

The simultaneous measurements could allow a pathway (mediation) analysis where 

direct and indirect estimates of associations of temperature, blood pressure, and 

physical activity on mortality could be estimated. Several consumer grade wearable 

device manufacturers, such as Fitbit or Apple, have already requested the United States 

Food and Drug Administration (FDA) approval for their wearables to be used in health 

technology studies (362). However, the precision of their device algorithms generating 

the data must be validated and concerns about privacy of study participants will have 

to be addressed. Alternatively, future studies using sensors measuring vital signs and 
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body temperature could demonstrate causal pathways leading to CVD events 

investigating whether CVD risk factors variations due to sudden (or immediate) 

changes in outdoor temperatures within the same day, lead to organ damage and the 

likelihood of subsequent cardiovascular events (363). 

 

9.6.1.4 Studies investigating seasonal variations in physical activity and 

sedentary behaviour  

Previous research showed that older women are generally less active than men  (17, 

271). Moreover, in the UK people from the Asian ethnic group are less active than the 

overall average (364). Therefore, future studies can investigate whether differences in 

physical activity levels are especially marked at lower vs higher temperatures when 

comparing women vs men, or when comparing people from different ethnic groups. 

These questions were not answered by previous research and can increase our 

knowledge in physical activity patterns in populations which are different from the 

BRHS.  

 

The findings from Chapter 5 (paragraph 9.3.1) provided enough justification for 

further interventional studies in older populations examining (i) whether engaging in 

regular physical activity across different temperature ranges and across the year yet 

limiting the exposure to cold outdoor temperatures is possible; (ii) whether replacing 

sedentary time with physical activity in winter on a daily basis is possible; (iii) whether 

incidence of CVD events is lower among older adults who are able to maintain the 

same level of activity across the seasons in comparison to those who become less 

active in winter. These questions were not answered by previous research. 

 

9.6.1.5 Studies investigating the role of influenza in future studies investigating 

the CVD seasonal variation  

The analysis performed in Chapter 8 (estimating associations of temperature with 

mortality, adjusted for a proxy of influenza exposure) could not isolate the seasonal 

mortality patterns due to outdoor temperature and seasonal mortality patterns due to 

influenza, for example seasonal flu and seasonal respiratory infections. It is important 
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to continue to investigate this topic in future studies and enhance our understanding of 

the biological pathways linking temperature, influenza and mortality (see paragraph 

9.6.2). To improve current studies estimating the mortality burden attributable to both 

temperature and influenza, it would be ideal to collect all data at individual level. Also, 

future studies could investigate the association of temperature with mortality in non-

flu periods during winter only or the whole year. 

 

9.6.1.6 Studies investigating the association of indoor house temperature with 

CVD 

There is a need for further epidemiological studies to improve the accuracy of 

individual exposure to temperature in the house, where older adults are likely to spend 

most of their time. This is important because comfortable temperatures indoor (e.g. a 

regular room temperature at home around 18 degrees Celsius) can potentially address 

specific risk factors such as high blood pressure and worse lung conditions. Future 

studies can investigate whether lower indoor temperatures at home in winter are 

associated with increased mortality, even after accounting for outdoor temperature and 

other individual risk factors. To demonstrate this can offer evidence-based 

justifications for implementing public health strategies aiming to modify home indoor 

temperatures and preventing CVD (see paragraph 9.5.1). As of today, the excess winter 

mortality in the United Kingdom (UK) has been partially attributed to cold housing 

(316, 365), with an extra 5500 more deaths occurring annually in the coldest homes 

than would occur if those homes were warm (366); however, this was a broad 

estimation generated from a UK study using information at household level rather than 

individual level. 

9.6.2 Implications of the findings for future studies investigating diurnal 

variation in CVD risk and CVD risk factors  

Time of death of the BRHS participants was not measured; this is a limitation of this 

thesis and represents a key measurement requirement for future studies aiming to 

understand the causal pathways of the diurnal variation in CVD events (44, 192, 203). 

For example, if the time of death is measured, further studies could investigate whether 
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the rapid increase of blood pressure over the day (see paragraph 9.5.3) continuously 

measured via wearable devices or patches, could explain the increased number of CVD 

events observed in early and late morning. 

 

In Chapter 6 the variations of biological risk factors by time of day were explored 

using between-participant variation only, as the measurements were carried out on one 

occasion for each participant in between 08:00 and 19:00 hours. This offered only a 

partial understanding of the variations of biological risk factors over the 24 hours 

(194). In future studies, carrying out blood samples measurement of the same factors 

analysed in Chapter 6 over the 24 hours to investigate within-person circadian 

variations would be possible, although this is inherently difficult given the likely 

disruption of natural sleeping patterns when carrying out measurements overnight 

(303). Moreover, since diurnal variation in CVD events has been reported to be more 

marked in men than women (42), it would be interesting to investigate whether the 

time of day variations in CVD risk factors levels explored in this thesis are less marked 

in UK older women. 

 

Findings from Chapter 4 (see paragraph 9.3.2) provided enough justification to (1) 

explore whether incidence of CVD events is lower among older adults who are 

typically more active in the morning vs older adults who have different patterns; (2) 

explore whether the occurrence of CVD events in the morning, afternoon or evening 

is more frequent among older adults who are typically more active in the morning than 

in older adults who are not; (3) identify other physical activity patterns that can explain 

the occurrence of CVD events over the 24 hours of the day, such as the total amount 

of physical activity during the most active 30 minutes of the day. 

 

9.7 Concluding statement 

In recent decades, there has been an increase in CVD prevalence in older people from 

the UK. The population in the UK is also ageing due to a steady increase in life 

expectancy over time. Since the 1930s, the number of people aged over 65 years in the 

UK has more than doubled. CVD remains the main cause of mortality in UK men, 
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accounting for nearly a quarter of all deaths in both men and women, and is a major 

contributor to morbidity and disability. Also, the seasonal variation in CVD deaths 

remains one of the main causes of the seasonal variation in overall mortality and such 

variation is particularly marked in older people compared with middle aged and 

younger populations. Results from this thesis have demonstrated that seasonal 

variations in outdoor temperature, the main seasonal factor and exposure variable used 

in this thesis, is an important determinant of the seasonal variation in CVD, respiratory 

and all-cause mortality, and suggested that possible biological pathways may involve 

temperature-related changes in both established (especially blood pressure and 

physical activity) and emerging CVD risk factors (e.g. markers of inflammation). 

These findings emphasize the need for policy-makers, epidemiologists and health 

economists to consider in future policy and research the impact of seasonal variations 

in outdoor temperatures on CVD, respiratory, and all-cause mortality in older adults. 

The findings related to my investigation on physical activity variations emphasize that 

further efforts are needed to maintain regular physical activity levels across seasons 

and throughout the day in older adults; this would help in reducing CVD disease in 

older age. Lastly, although diurnal variations in several biological CVD risk factors 

were observed, future research could focus more on blood pressure, LDL-Cholesterol 

and IL-6 diurnal variations. Overall, the main implications for epidemiological 

research are for future studies to demonstrate the causal pathways involved in the (i) 

seasonal and (ii) diurnal variation in CVD mortality.
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APPENDIX VII GENERAL PRACTICE MEDICAL RECORD 

REVIEW FORM USED FOR BIANNUAL MORBIDITY 

FOLLOW-UP 

Serial No:  SERNO 

Name:  MR FIRST NAME SECOND NAME SURNAME 

Address   ADDR1 
  ADDR2 
  ADDR3 

  ADDR4   POSTCODE 
DOB:   DOB 
NHS No:   NHS NO 

THE QUESTIONS ON THIS PAGE (1-6) RELATE TO THE PERIOD FROM  1ST JANUARY 2010 TO DATE 

  YES NO  

1 Is the above patient still registered with you ?     

2 Has he consulted you since 1st January 2010?    

3 Was any consultation for a new episode of: 
YES NO            (day, month, year) 

 *Myocardial Infarction  (MI)  
Heart attack, Coronary thrombosis  

  Date: …………………………* 

 *Acute Coronary Syndrome   Date: …………………………* 

 Angina Exertional or stress related chest pain   Date: ………………………… 

 *Stroke 
Cerebrovascular accident (CVA), cerebral thrombosis,       
haemorrhage, embolism 

  Date: …………………………* 

 Transient Ischaemic Attack   (TIA) 
Cerebrovascular disturbance (<24 hours);                               
leaving no residual damage 

  Date: ………………………… 

 Diabetes    (NIDDM Type 2 / IDDM Type 1)   Date: ………………………… 

 *Heart Failure 
Congestive Cardiac Failure - (CCF) or  

Left Ventricular Failure - (LVF) 

   
Date: …………………………* 

     

 Other Cardiovascular disease:    
 Peripheral Arterial Disease (PAD,PVD) 

Intermittent claudication, lower limb ischaemia 
  Date: ………………………… 

 Aortic Aneurysm rupture, dissection   Date: ………………………… 

 *Deep Vein Thrombosis   (DVT)  

blood clot in the leg 
  Date: …………………………* 

 *Pulmonary Embolism   (PE)  

blood clot in the lung 
  Date: …………………………* 

* If Yes, please send a copy of the hospital letter or discharge summary 
 
 

 YES NO 
 

4 Has he been referred to a Consultant for any new 
cardiovascular condition?  

  Date: ………………………… 

 Diagnosis : ………………………………………………………………………………………………………….. 
     

5 Have any of the following procedures taken place: 
YES NO 

 

 Coronary Artery Bypass Graft   (CABG)    Date: ………………………… 

 Coronary Angioplasty   (PTCA)   
Percutaneous coronary angioplasty, balloon treatment.  
Insertion of stents  

   
Date: ………………………… 

     

6 Is there a READ code entry for a G3, G6 or C10 code, for this time 
period?  If yes, please complete the full code below 

YES NO 
Date of entry 

 CHD         G3…….…………………..…    ………………………… 

 Stroke     G6…….…………………..…    ………………………… 

 Diabetes  C10…….………………..…    ………………………… 
     

  YES NO  

7 Has he had a Cancer diagnosis?   Date: ………………………… 

 Site: ………………………………………………………………………………………………………….. 

 

Please tick if 

address is correct 

New address: 



Appendix VIII Physical examination data sheet used in 1998-2000 and 2010-12 

308 

 

APPENDIX VIII PHYSICAL EXAMINATION DATA SHEET USED IN 1998-2000 AND 2010-12 

 



Appendix VIII Physical examination data sheet used in 1998-2000 and 2010-12 

309 

 

 

 



Appendix VIII Physical examination data sheet used in 1998-2000 and 2010-12 

310 

 

 



Appendix VIII Physical examination data sheet used in 1998-2000 and 2010-12 

311 

 

  



Appendix VIII Physical examination data sheet used in 1998-2000 and 2010-12 

312 

 



Appendix VIII Physical examination data sheet used in 1998-2000 and 2010-12 

313 

 

 



 

314 

 

REFERENCES 

 

1. Global, regional, and national life expectancy, all-cause mortality, and cause-

specific mortality for 249 causes of death, 1980-2015: a systematic analysis for the 

Global Burden of Disease Study 2015. Lancet. 2016;388(10053):1459-544. 

2. World Health Organization. The future of Cardiovascular disease. 2017. 

Available from 

http://www.who.int/cardiovascular_diseases/en/cvd_atlas_25_future.pdf?ua=1. 

3. British Heart Foundation. CVD statistics. 2018. Available from 

https://www.bhf.org.uk/research/heart-statistics. 

4. World Health Organization. Global atlas on cardiovascular disease prevention 

and control. Policies, strategies and interventions. 2011. Available from 

http://www.who.int/cardiovascular_diseases/publications/atlas_cvd/en/  

5. Bhatnagar P, Wickramasinghe K, Wilkins E, Townsend N. Trends in the 

epidemiology of cardiovascular disease in the UK. Heart. 2016;102(24):1945-52. 

6. Health Profle for England (GOV.UK). A report combining Public Health 

England (PHE) data and knowledge on the health of the population in England in 2017. 

PHE analysis of ONS mortality data. 2017. Available from 

https://www.gov.uk/government/publications/health-profile-for-england/chapter-2-

major-causes-of-death-and-how-they-have-changed. 

7. Myint PK, Welch AA. Healthier ageing. BMJ. 2012;344:e1214. 

8. Office for National Statistics (ONS). 8 facts about life expectancy and the 90 

& over population. 21 March 2014. Available from 

http://www.ons.gov.uk/ons/rel/lifetables/national-life-tables/2010---2012/sty-facts-

about-le.html. 

9. Office of National Statistics (ONS). National Projections: UK population to 

exceed 65m by 2018. 21 October 2009. Available from 

http://www.ons.gov.uk/ons/rel/npp/national-population-projections/2008-based-

projections/sum-2008-based-national-population-projections.html. 

10. World Health Organization. Global Health Risks. Mortality and burden of 

disease attributable to selected major risks. Geneva: WHO, 2009. Available from 

http://apps.who.int/iris/handle/10665/44203. 

11. World Health Organization. CVD risk factors. 2004. Available from 

http://www.who.int/cardiovascular_diseases/en/cvd_atlas_03_risk_factors.pdf?ua=1. 

12. World Health Organization. Cardiovascular disease. Key messages to protect 

heart health. 2011. Available from http://www.who.int/cardiovascular_diseases/en/. 

13. World Health Organization. CVD prevention. Personal Choices and Action. 

2017. Available from 

http://www.who.int/cardiovascular_diseases/en/cvd_atlas_20_personal_choices.pdf?

ua=1. 

14. Lear SA, Hu W, Rangarajan S, Gasevic D, Leong D, Iqbal R, et al. The effect 

of physical activity on mortality and cardiovascular disease in 130 000 people from 17 

high-income, middle-income, and low-income countries: the PURE study. The Lancet. 

2017;390(10113):2643-54. 

http://www.who.int/cardiovascular_diseases/en/cvd_atlas_25_future.pdf?ua=1
https://www.bhf.org.uk/research/heart-statistics
http://www.who.int/cardiovascular_diseases/publications/atlas_cvd/en/
https://www.gov.uk/government/publications/health-profile-for-england/chapter-2-major-causes-of-death-and-how-they-have-changed
https://www.gov.uk/government/publications/health-profile-for-england/chapter-2-major-causes-of-death-and-how-they-have-changed
http://www.ons.gov.uk/ons/rel/lifetables/national-life-tables/2010---2012/sty-facts-about-le.html
http://www.ons.gov.uk/ons/rel/lifetables/national-life-tables/2010---2012/sty-facts-about-le.html
http://www.ons.gov.uk/ons/rel/npp/national-population-projections/2008-based-projections/sum-2008-based-national-population-projections.html
http://www.ons.gov.uk/ons/rel/npp/national-population-projections/2008-based-projections/sum-2008-based-national-population-projections.html
http://apps.who.int/iris/handle/10665/44203
http://www.who.int/cardiovascular_diseases/en/cvd_atlas_03_risk_factors.pdf?ua=1
http://www.who.int/cardiovascular_diseases/en/
http://www.who.int/cardiovascular_diseases/en/cvd_atlas_20_personal_choices.pdf?ua=1
http://www.who.int/cardiovascular_diseases/en/cvd_atlas_20_personal_choices.pdf?ua=1


 

315 

 

15. Davis M, Fox K. Physical activity patterns assessed by accelerometry in older 

people. Eur J Appl Physiol. 2007;100:581-9. 

16. Davis M, Fox K, Hillsdon M, Sharp D, Coulson J, Thompson J. Objectively 

measured physical activity in a diverse sample of older urban UK adults. Med Sci 

Sports Exerc. 2011;43:647-54. 

17. Jefferis BJ, Sartini C, Lee I-M, Choi M, Amuzu A, Gutierrez C, et al. 

Adherence to physical activity guidelines in older adults, using objectively measured 

physical activity in a population-based study. BMC Public Health. 2014;14(1):382. 

18. Biswas A, Oh PI, Faulkner GE, Bajaj RR, Silver MA, Mitchell MS, et al. 

Sedentary time and its association with risk for disease incidence, mortality, and 

hospitalization in adults: a systematic review and meta-analysis. Ann Intern Med. 

2015;162(2):123-32. 

19. Cumming RG, Klineberg RJ. A Study of the Reproducibility of Long-Term 

Recall in the Elderly. Epidemiology. 1994;5(1):116-9. 

20. van Uffelen JG, Heesch KC, Hill RL, Brown WJ. A qualitative study of older 

adults' responses to sitting-time questions: do we get the information we want? BMC 

Public Health. 2011;11(1):458. 

21. Koster A, Shiroma E, Caserotti P, matthews C, Chen K, Glynn N, et al. 

Comparison of Sedentary Estimates between activPAL and Hip- and Wrist-Worn 

ActiGraph. Medicine & Science in Sports & Exercise. 2016;48(8):1514-22. 

22. Aguilar-Farias N, Brown WJ, Olds TS, Geeske Peeters GM. Validity of self-

report methods for measuring sedentary behaviour in older adults. J Sci Med Sport. 

2015;18(6):662-6. 

23. Lacey B, Herrington WG, Preiss D, Lewington S, Armitage J. The Role of 

Emerging Risk Factors in Cardiovascular Outcomes. Current Atherosclerosis Reports. 

2017;19(6):28. 

24. Sarwar N, Butterworth AS, Freitag DF, Gregson J, Willeit P, Gorman DN, et 

al. Interleukin-6 receptor pathways in coronary heart disease: a collaborative meta-

analysis of 82 studies. Lancet. 2012;379(9822):1205-13. 

25. The Interleukin-6 Receptor Mendelian Randomisation Analysis (IL6R MR) 

Consortium. The interleukin-6 receptor as a target for prevention of coronary heart 

disease: a mendelian randomisation analysis. Lancet. 2012;379(9822):1214-24. 

26. Helfand M, Buckley DI, Freeman M, Fu R, Rogers K, Fleming C, et al. 

Emerging risk factors for coronary heart disease: a summary of systematic reviews 

conducted for the U.S. Preventive Services Task Force. Ann Intern Med. 

2009;151(7):496-507. 

27. Lowe GD. Circulating inflammatory markers and risks of cardiovascular and 

non-cardiovascular disease. Journal of thrombosis and haemostasis : JTH. 

2005;3(8):1618-27. 

28. Kaptoge S, Di Angelantonio E, Lowe G, Pepys MB, Thompson SG, Collins R, 

et al. C-reactive protein concentration and risk of coronary heart disease, stroke, and 

mortality: an individual participant meta-analysis. Lancet. 2010;375(9709):132-40. 

29. Fowler T, Southgate RJ, Waite T, Harrell R, Kovats S, Bone A, et al. Excess 

winter deaths in Europe: a multi-country descriptive analysis. European journal of 

public health. 2015;25(2):339-45. 

30. Ebi KL, Mills D. Winter mortality in a warming climate: a reassessment. Wiley 

Interdisciplinary Reviews: Climate Change. 2013;4(3):203-12. 



 

316 

 

31. Blatteis CM. Physiology and pathophysiology of temperature regulation1998. 

32. Office of National Statistic (ONS) bulletin. Excess winter mortality in England 

and Wales: 2015/16 (provisional) and 2014/15 (final) From 

https://www.ons.gov.uk/peoplepopulationandcommunity/birthsdeathsandmarriages/d

eaths/bulletins/excesswintermortalityinenglandandwales/2015to2016provisionaland2

014to2015final. 

33. National Record of Scotland. Winter Mortality in Scotland 2015/16. Available 

from https://www.nrscotland.gov.uk/statistics-and-data/statistics/statistics-by-

theme/vital-events/deaths/winter-mortality/winter-mortality-in-scotland-201516. 

34. Hajat S, Gasparrini A. The Excess Winter Deaths Measure: Why Its Use Is 

Misleading for Public Health Understanding of Cold-related Health Impacts. 

Epidemiology (Cambridge, Mass). 2016;27(4):486-91. 

35. Gasparrini A, Guo Y, Hashizume M, Lavigne E, Zanobetti A, Schwartz J, et 

al. Mortality risk attributable to high and low ambient temperature: a multicountry 

observational study. Lancet. 2015;386(9991):369-75. 

36. Clark WAV, Avery KL. The Effects of Data Aggregation in Statistical 

Analysis. Geographical Analysis. 1976;8(4):428-38. 

37. Bhaskaran K, Hajat S, Haines A, Herrett E, Wilkinson P, Smeeth L. Short term 

effects of temperature on risk of myocardial infarction in England and Wales: time 

series regression analysis of the Myocardial Ischaemia National Audit Project 

(MINAP) registry. BMJ. 2010;341:c3823. 

38. Medina-Ramon M, Schwartz J. Temperature, temperature extremes, and 

mortality: a study of acclimatisation and effect modification in 50 US cities. 

Occupational and environmental medicine. 2007;64(12):827-33. 

39. Halonen JI, Zanobetti A, Sparrow D, Vokonas PS, Schwartz J. Relationship 

between Outdoor Temperature and Blood Pressure. Occupational and environmental 

medicine. 2011;68(4):296-301. 

40. Halonen JI, Zanobetti A, Sparrow D, Vokonas PS, Schwartz J. Outdoor 

temperature is associated with serum HDL and LDL. Environmental research. 

2011;111(2):281-7. 

41. Tucker P, Gilliland J. The effect of season and weather on physical activity: a 

systematic review. Public health. 2007;121(12):909-22. 

42. Kanth R, Ittaman S, Rezkalla S. Circadian patterns of ST elevation myocardial 

infarction in the new millennium. Clin Med Res. 2013;11(2):66-72. 

43. Johnstone MT, Mittleman M, Tofler G, Muller JE. The pathophysiology of the 

onset of morning cardiovascular events. Am J Hypertens. 1996;9(4 Pt 3):22S-8S. 

44. Elliott WJ. Circadian variation in the timing of stroke onset: a meta-analysis. 

Stroke; a journal of cerebral circulation. 1998;29(5):992-6. 

45. Rudnicka AR, Rumley A, Lowe GD, Strachan DP. Diurnal, seasonal, and 

blood-processing patterns in levels of circulating fibrinogen, fibrin D-dimer, C-

reactive protein, tissue plasminogen activator, and von Willebrand factor in a 45-year-

old population. Circulation. 2007;115(8):996-1003. 

46. Timm A, Fahrenkrug J, Jørgensen HL, Sennels HP, Goetze JP. Diurnal 

variation of von Willebrand factor in plasma: the Bispebjerg study of diurnal 

variations. European Journal of Haematology. 2014;93(1):48-53. 

https://www.ons.gov.uk/peoplepopulationandcommunity/birthsdeathsandmarriages/deaths/bulletins/excesswintermortalityinenglandandwales/2015to2016provisionaland2014to2015final
https://www.ons.gov.uk/peoplepopulationandcommunity/birthsdeathsandmarriages/deaths/bulletins/excesswintermortalityinenglandandwales/2015to2016provisionaland2014to2015final
https://www.ons.gov.uk/peoplepopulationandcommunity/birthsdeathsandmarriages/deaths/bulletins/excesswintermortalityinenglandandwales/2015to2016provisionaland2014to2015final
https://www.nrscotland.gov.uk/statistics-and-data/statistics/statistics-by-theme/vital-events/deaths/winter-mortality/winter-mortality-in-scotland-201516
https://www.nrscotland.gov.uk/statistics-and-data/statistics/statistics-by-theme/vital-events/deaths/winter-mortality/winter-mortality-in-scotland-201516


 

317 

 

47. Nilsonne G, Lekander M, Akerstedt T, Axelsson J, Ingre M. Diurnal Variation 

of Circulating Interleukin-6 in Humans: A Meta-Analysis. PLoS One. 

2016;11(11):e0165799. 

48. Elliott WJ. Circadian variation in blood pressure: implications for the elderly 

patient. Am J Hypertens. 1999;12(2 Pt 2):43S-9S. 

49. Sennels HP, Jorgensen HL, Hansen AL, Goetze JP, Fahrenkrug J. Diurnal 

variation of hematology parameters in healthy young males: the Bispebjerg study of 

diurnal variations. Scand J Clin Lab Invest. 2011;71(7):532-41. 

50. Koc M, Karaarslan O, Abali G, Batur MK. Variation in High-Sensitivity C-

Reactive Protein Levels over 24 Hours in Patients with Stable Coronary Artery 

Disease. Texas Heart Institute Journal. 2010;37(1):42-8. 

51. Montagnana M, Salvagno GL, Lippi G. Circadian variation within hemostasis: 

an underrecognized link between biology and disease? Seminars in thrombosis and 

hemostasis. 2009;35(1):23-33. 

52. Vgontzas AN, Bixler EO, Lin HM, Prolo P, Trakada G, Chrousos GP. IL-6 and 

Its Circadian Secretion in Humans. Neuroimmunomodulation. 2005;12(3):131-40. 

53. Doherty A, Jackson D, Hammerla N, Plotz T, Olivier P, Granat MH, et al. 

Large Scale Population Assessment of Physical Activity Using Wrist Worn 

Accelerometers: The UK Biobank Study. PLoS One. 2017;12(2):e0169649. 

54. Chief Medical Officers of England SWaNI: Start Active, Stay Active.  A report 

on physical activity for health from the four home countries'. 2011. London. Publisher: 

Crown. 

55. Ghebre MA, Wannamethee SG, Rumley A, Whincup PH, Lowe GD, Morris 

RW. Prospective study of seasonal patterns in hemostatic factors in older men and their 

relation to excess winter coronary heart disease deaths. Journal of thrombosis and 

haemostasis : JTH. 2012;10(3):352-8. 

56. Sartini C, Barry SJ, Whincup PH, Wannamethee SG, Lowe GD, Jefferis BJ, et 

al. Relationship between outdoor temperature and cardiovascular disease risk factors 

in older people. European journal of preventive cardiology. 2017;24(4):349-56. 

57. Sartini C, Morris RW, Whincup PH, Wannamethee SG, Ash S, Lennon L, et 

al. Association of Maximum Temperature With Sedentary Time in Older British Men. 

J Phys Act Health. 2017;14(4):265-9. 

58. Sartini C, Wannamethee SG, Iliffe S, Morris RW, Ash S, Lennon L, et al. 

Diurnal patterns of objectively measured physical activity and sedentary behaviour in 

older men. BMC Public Health. 2015;15:609. 

59. Sartini C, Whincup PH, Wannamethee SG, Jefferis BJ, Lennon L, Lowe GD, 

et al. Associations of time of day with cardiovascular disease risk factors measured in 

older men: results from the British Regional Heart Study. BMJ Open. 

2017;7(11):e018264. 

60. Worldwide trends in blood pressure from 1975 to 2015: a pooled analysis of 

1479 population-based measurement studies with 19.1 million participants. Lancet. 

2017;389(10064):37-55. 

61. Jones DS, Greene JA. The Decline and Rise of Coronary Heart Disease: 

Understanding Public Health Catastrophism. American Journal of Public Health. 

2013;103(7):1207-18. 



 

318 

 

62. British Heart Foundation. Cardiovascular disease statistics. 2015. Available 

from https://www.bhf.org.uk/what-we-do/our-research/heart-statistics/heart-statistics-

publications/cardiovascular-disease-statistics-2015. 

63. Office of National Statistics. Mortality in the United Kingdom: 1983-2013. 

Available from 

https://www.ons.gov.uk/peoplepopulationandcommunity/birthsdeathsandmarriages/d

eaths/articles/mortalityintheunitedkingdom/19832013. 

64. Bhatnagar P, Wickramasinghe K, Williams J, Rayner M, Townsend N. The 

epidemiology of cardiovascular disease in the UK 2014. Heart. 2015;101(15):1182-9. 

65. Luengo-Fernández R, Leal J, Gray A, Petersen S, Rayner M. Cost of 

cardiovascular diseases in the United Kingdom. Heart. 2006;92(10):1384. 

66. Townsend N, Bhatnagar P, Wilkins E, Wickramasinghe K, M R. Coronary 

heart disease statistics. A compendium of health statistics. 2015 edition. British Heart 

Foundation: London, 2015. 

67. Shaper AG. Coronary Heart Disease: Risks and Reasons. London: Current 

Medical Literature Ltd, 1988. 

68. World Health Organization. Prevention of Cardiovascular Disease. Guidelines 

for assessment and management of cardiovascular risk. Geneva: WHO, 2007. 

Available from 

http://www.who.int/cardiovascular_diseases/publications/Prevention_of_Cardiovasc

ular_Disease/en/. 

69. Tyroler HA. Coronary heart disease epidemiology in the 21st century. 

Epidemiol Rev. 2000;22(1):7-13. 

70. Valensi P, Lorgis L, Cottin Y. Prevalence, incidence, predictive factors and 

prognosis of silent myocardial infarction: a review of the literature. Archives of 

cardiovascular diseases. 2011;104(3):178-88. 

71. Tunstall-Pedoe H, Kuulasmaa K, Amouyel P, Arveiler D, Rajakangas AM, 

Pajak A. Myocardial infarction and coronary deaths in the World Health Organization 

MONICA Project. Registration procedures, event rates, and case-fatality rates in 38 

populations from 21 countries in four continents. Circulation. 1994;90(1):583-612. 

72. Nomenclature and criteria for diagnosis of ischemic heart disease. Report of 

the Joint International Society and Federation of Cardiology/World Health 

Organization task force on standardization of clinical nomenclature. 1979. 

Circulation.59(3):607-9. 

73. Anderson JL, Adams CD, Antman EM, Bridges CR, Califf RM, Casey DE, et 

al. ACC/AHA 2007 Guidelines for the Management of Patients With Unstable 

Angina/Non–ST-Elevation Myocardial Infarction. Circulation. 2007;116(7):e148. 

74. Sacco RL, Kasner SE, Broderick JP, Caplan LR, Connors JJ, Culebras A, et al. 

An updated definition of stroke for the 21st century: a statement for healthcare 

professionals from the American Heart Association/American Stroke Association. 

Stroke; a journal of cerebral circulation. 2013;44(7):2064-89. 

75. Smolina K, Wright FL, Rayner M, Goldacre MJ. Long-term survival and 

recurrence after acute myocardial infarction in England, 2004 to 2010. Circulation 

Cardiovascular quality and outcomes. 2012;5(4):532-40. 

76. Murray CJL, Richards MA, Newton JN, Fenton KA, Anderson HR, Atkinson 

C, et al. UK health performance: findings of the Global Burden of Disease Study 2010. 

The Lancet.381(9871):997-1020. 

https://www.bhf.org.uk/what-we-do/our-research/heart-statistics/heart-statistics-publications/cardiovascular-disease-statistics-2015
https://www.bhf.org.uk/what-we-do/our-research/heart-statistics/heart-statistics-publications/cardiovascular-disease-statistics-2015
https://www.ons.gov.uk/peoplepopulationandcommunity/birthsdeathsandmarriages/deaths/articles/mortalityintheunitedkingdom/19832013
https://www.ons.gov.uk/peoplepopulationandcommunity/birthsdeathsandmarriages/deaths/articles/mortalityintheunitedkingdom/19832013
http://www.who.int/cardiovascular_diseases/publications/Prevention_of_Cardiovascular_Disease/en/
http://www.who.int/cardiovascular_diseases/publications/Prevention_of_Cardiovascular_Disease/en/


 

319 

 

77. Mozaffarian D, Fried LP, Burke GL, Fitzpatrick A, Siscovick DS. Lifestyles 

of older adults: can we influence cardiovascular risk in older adults? The American 

journal of geriatric cardiology. 2004;13(3):153-60. 

78. Neal B, MacMahon S, Chapman N. Effects of ACE inhibitors, calcium 

antagonists, and other blood-pressure-lowering drugs: results of prospectively 

designed overviews of randomised trials. Blood Pressure Lowering Treatment 

Trialists' Collaboration. Lancet. 2000;356(9246):1955-64. 

79. Prospective Studies Collaboration. Age-specific relevance of usual blood 

pressure to vascular mortality: a meta-analysis of individual data for one million adults 

in 61 prospective studies. The Lancet. 2002;360(9349):1903-13. 

80. Huxley R, Lewington S, Clarke R. Cholesterol, coronary heart disease and 

stroke: a review of published evidence from observational studies and randomized 

controlled trials. Seminars in vascular medicine. 2002;2(3):315-23. 

81. Lewington S, Whitlock G, Clarke R, Sherliker P, Emberson J, Halsey J, et al. 

Blood cholesterol and vascular mortality by age, sex, and blood pressure: a meta-

analysis of individual data from 61 prospective studies with 55,000 vascular deaths. 

Lancet. 2007;370(9602):1829-39. 

82. Cholesterol Treatment Trialists C. The effects of lowering LDL cholesterol 

with statin therapy in people at low risk of vascular disease: meta-analysis of individual 

data from 27 randomised trials. The Lancet.380(9841):581-90. 

83. Holmes MV, Asselbergs FW, Palmer TM, Drenos F, Lanktree MB, Nelson CP, 

et al. Mendelian randomization of blood lipids for coronary heart disease. European 

heart journal. 2015;36(9):539-50. 

84. Nocon M, Hiemann T, Muller-Riemenschneider F, Thalau F, Roll S, Willich 

SN. Association of physical activity with all-cause and cardiovascular mortality: a 

systematic review and meta-analysis. European journal of cardiovascular prevention 

and rehabilitation : official journal of the European Society of Cardiology, Working 

Groups on Epidemiology & Prevention and Cardiac Rehabilitation and Exercise 

Physiology. 2008;15(3):239-46. 

85. Jefferis BJ, Whincup PH, Papacosta O, Wannamethee SG. Protective effect of 

time spent walking on risk of stroke in older men. Stroke; a journal of cerebral 

circulation. 2014;45(1):194-9. 

86. Leask CF, Harvey JA, Skelton DA, Chastin SF. Exploring the context of 

sedentary behaviour in older adults (what, where, why, when and with whom). 

European Review of Aging and Physical Activity. 2015;12(1):1-8. 

87. Gibbs BB, Hergenroeder AL, Katzmarzyk PT, Lee IM, Jakicic JM. Definition, 

measurement, and health risks associated with sedentary behavior. Med Sci Sports 

Exerc. 2015;47(6):1295-300. 

88. Pate RR, O'Neill JR, Lobelo F. The evolving definition of "sedentary". 

Exercise and sport sciences reviews. 2008;36(4):173-8. 

89. Rumley A, Emberson JR, Wannamethee SG, Lennon L, Whincup PH, Lowe 

GD. Effects of older age on fibrin D-dimer, C-reactive protein, and other hemostatic 

and inflammatory variables in men aged 60-79 years. Journal of thrombosis and 

haemostasis : JTH. 2006;4(5):982-7. 

90. Mukamal KJ, Kronmal RA, Tracy RP, Cushman M, Siscovick DS. Traditional 

and novel risk factors in older adults: cardiovascular risk assessment late in life. The 

American journal of geriatric cardiology. 2004;13(2):69-80. 



 

320 

 

91. Jefferis BJ, Whincup PH, Lennon LT, Papacosta O, Goya Wannamethee S. 

Physical activity in older men: longitudinal associations with inflammatory and 

hemostatic biomarkers, N-terminal pro-brain natriuretic peptide, and onset of coronary 

heart disease and mortality. J Am Geriatr Soc. 2014;62(4):599-606. 

92. Gregor MF, Hotamisligil GS. Inflammatory mechanisms in obesity. Annual 

review of immunology. 2011;29:415-45. 

93. Wannamethee SG, Lowe GD, Shaper AG, Rumley A, Lennon L, Whincup PH. 

Associations between cigarette smoking, pipe/cigar smoking, and smoking cessation, 

and haemostatic and inflammatory markers for cardiovascular disease. European heart 

journal. 2005;26(17):1765-73. 

94. Wannamethee SG, Lowe GD, Shaper G, Whincup PH, Rumley A, Walker M, 

et al. The effects of different alcoholic drinks on lipids, insulin and haemostatic and 

inflammatory markers in older men. Thrombosis and haemostasis. 2003;90(6):1080-

7. 

95. Wannamethee SG, Lowe GDO, Shaper AG, Rumley A, Lennon L, Whincup 

PH. Insulin resistance, haemostatic and inflammatory markers and coronary heart 

disease risk factors in Type 2 diabetic men with and without coronary heart disease. 

Diabetologia. 2004;47(9):1557-65. 

96. C Reactive Protein Coronary Heart Disease Genetics Collaboration (CCGC). 

Association between C reactive protein and coronary heart disease: mendelian 

randomisation analysis based on individual participant data. BMJ. 2011;342. 

97. Danesh J, Collins R, Appleby P, Peto R. Association of fibrinogen, C-reactive 

protein, albumin, or leukocyte count with coronary heart disease: meta-analyses of 

prospective studies. Jama. 1998;279(18):1477-82. 

98. Whincup PH, Danesh J, Walker M, Lennon L, Thomson A, Appleby P, et al. 

von Willebrand factor and coronary heart disease. Prospective study and meta-

analysis. European heart journal. 2002;23(22):1764-70. 

99. Willeit P, Thompson A, Aspelund T, Rumley A, Eiriksdottir G, Lowe G, et al. 

Hemostatic factors and risk of coronary heart disease in general populations: new 

prospective study and updated meta-analyses. PLoS One. 2013;8(2):e55175. 

100. Wannamethee SG, Whincup PH, Lennon L, Papacosta O, Lowe GD. 

Associations Between Fibrin D-Dimer, Markers of Inflammation, Incident Self-

Reported Mobility Limitation, and All-Cause Mortality in Older Men. Journal of the 

American Geriatrics Society. 2014;62(12):2357-62. 

101. Fundamentals ebook. Earth Rotation and Revolution; Chapter 6: energy and 

matter. 2006. Available from 

http://www.physicalgeography.net/fundamentals/6h.html. 

102. Johnson H, Griffiths C. Estimating excess winter mortality in England and 

Wales. Office of National Statistics. Health Statistics Quarterly (Winter 2003). 

103. Office of National Statistics (ONS) bulletin. Excess Winter Mortality in 

England and Wales: 2013-14 and 2012-13. Available from 

https://www.ons.gov.uk/peoplepopulationandcommunity/birthsdeathsandmarriages/d

eaths/bulletins/excesswintermortalityinenglandandwales/2014-11-28. 

104. National Institute for Health and Care Excellence (NICE). Evidence review & 

economic analysis of excess winter deaths. 2015. Available from 

https://www.nice.org.uk/guidance/ng6/evidence. 

http://www.physicalgeography.net/fundamentals/6h.html
https://www.ons.gov.uk/peoplepopulationandcommunity/birthsdeathsandmarriages/deaths/bulletins/excesswintermortalityinenglandandwales/2014-11-28
https://www.ons.gov.uk/peoplepopulationandcommunity/birthsdeathsandmarriages/deaths/bulletins/excesswintermortalityinenglandandwales/2014-11-28
https://www.nice.org.uk/guidance/ng6/evidence


 

321 

 

105. Master AM, Dack S, Jaffe HL. Factors and events associated with onset of 

coronary artery thrombosis. Journal of the American Medical Association. 

1937;109(8):546-9. 

106. Gonzalez Hernandez E, Cabades O'Callaghan A, Cebrian Domenech J, Lopez 

Merino V, Sanjuan Manez R, Echanove Errazti I, et al. Seasonal variations in 

admissions for acute myocardial infarction. The PRIMVAC study. Rev Esp Cardiol. 

2004;57(1):12-9. 

107. Crawford VL, McCann M, Stout RW. Changes in seasonal deaths from 

myocardial infarction. QJM : monthly journal of the Association of Physicians. 

2003;96(1):45-52. 

108. Sheth T, Nair C, Muller J, Yusuf S. Increased winter mortality from acute 

myocardial infarction and stroke: the effect of age. Journal of the American College of 

Cardiology. 1999;33(7):1916-9. 

109. Bhaskaran K, Hajat S, Haines A, Herrett E, Wilkinson P, Smeeth L. Effects of 

ambient temperature on the incidence of myocardial infarction. Heart. 

2009;95(21):1760-9. 

110. Manfredini R, Manfredini F, Boari B, Bergami E, Mari E, Gamberini S, et al. 

Seasonal and weekly patterns of hospital admissions for nonfatal and fatal myocardial 

infarction. The American journal of emergency medicine. 2009;27(9):1097-103. 

111. Gasparrini A, Armstrong B, Kovats S, Wilkinson P. The effect of high 

temperatures on cause-specific mortality in England and Wales. Occupational and 

environmental medicine. 2012;69(1):56-61. 

112. Lanska DJ, Hoffmann RG. Seasonal variation in stroke mortality rates. 

Neurology. 1999;52(5):984-90. 

113. Oberg AL, Ferguson JA, McIntyre LM, Horner RD. Incidence of Stroke and 

Season of the Year: Evidence of an Association. American Journal of Epidemiology. 

2000;152(6):558-64. 

114. Jakovljević D, Salomaa V, Sivenius J, Tamminen M, Sarti C, Salmi K, et al. 

Seasonal Variation in the Occurrence of Stroke in a Finnish Adult Population. Stroke; 

a journal of cerebral circulation. 1996;27(10):1774. 

115. Khan FA, Engstrom G, Jerntorp I, Pessah-Rasmussen H, Janzon L. Seasonal 

Patterns of Incidence and Case Fatality of Stroke in Malmö, Sweden: The STROMA 

Study. Neuroepidemiology. 2005;24(1-2):26-31. 

116. Diaz A, Gerschcovich ER, Diaz AA, Antia F, Gonorazky S. Seasonal variation 

and trends in stroke hospitalizations and mortality in a South American community 

hospital. Journal of stroke and cerebrovascular diseases : the official journal of 

National Stroke Association. 2013;22(7):e66-9. 

117. Christensen AL, Rasmussen LH, Baker MG, Lip GYH, Dethlefsen C, Larsen 

TB. Seasonality, incidence and prognosis in atrial fibrillation and stroke in Denmark 

and New Zealand. BMJ Open. 2012;2(4):e001210. 

118. Jakovljević D, Salomaa V, Sivenius J, Tamminen M, Sarti C, Salmi K, et al. 

Seasonal Variation in the Occurrence of Stroke in a Finnish Adult Population. Stroke; 

a journal of cerebral circulation. 1996;27(10):1774-9. 

119. Wang X, Cao Y, Hong D, Zheng D, Richtering S, Sandset EC, et al. Ambient 

Temperature and Stroke Occurrence: A Systematic Review and Meta-Analysis. 

International journal of environmental research and public health. 2016;13(7). 



 

322 

 

120. Gill JS, Davies P, Gill SK, Beevers DG. Wind-chill and the seasonal variation 

of cerebrovascular disease. Journal of Clinical Epidemiology. 1988;41(3):225-30. 

121. Haberman S, Capildeo R, Rose FC. The seasonal variation in mortality from 

cerebrovascular disease. Journal of the neurological sciences. 1981;52(1):25-36. 

122. Rothwell PM, Wroe SJ, Slattery J, Warlow CP. Is stroke incidence related to 

season or temperature? The Oxfordshire Community Stroke Project. Lancet. 

1996;347(9006):934-6. 

123. UK Meteorological Office. Temperature, rainfall and sunshine time-series 

(1910-2015). Available from 

http://www.metoffice.gov.uk/climate/uk/summaries/actualmonthly. 

124. Monteiro A, Carvalho V, Gois J, Sousa C. Use of "Cold Spell" indices to 

quantify excess chronic obstructive pulmonary disease (COPD) morbidity during 

winter (November to March 2000-2007): case study in Porto. International journal of 

biometeorology. 2013;57(6):857-70. 

125. Analitis A, Katsouyanni K, Biggeri A, Baccini M, Forsberg B, Bisanti L, et al. 

Effects of cold weather on mortality: results from 15 European cities within the 

PHEWE project. Am J Epidemiol. 2008;168(12):1397-408. 

126. Ballester F, Corella D, Pérez-Hoyos S, Sáez M, Hervás A. Mortality as a 

function of temperature. A study in Valencia, Spain, 1991-1993. International Journal 

of Epidemiology. 1997;26(3):551-61. 

127. Zeka A, Browne S, McAvoy H, Goodman P. The association of cold weather 

and all-cause and cause-specific mortality in the island of Ireland between 1984 and 

2007. Environmental health : a global access science source. 2014;13:104. 

128. de'Donato FK, Leone M, Noce D, Davoli M, Michelozzi P. The impact of the 

February 2012 cold spell on health in Italy using surveillance data. PLoS One. 

2013;8(4):e61720. 

129. Wilkinson P, Pattenden S, Armstrong B, Fletcher A, Kovats RS, Mangtani P, 

et al. Vulnerability to winter mortality in elderly people in Britain: population based 

study. BMJ. 2004;329(7467):647. 

130. Ballester J, Rodo X, Robine J-M, Herrmann FR. European seasonal mortality 

and influenza incidence due to winter temperature variability. Nature Clim Change. 

2016;6(10):927-30. 

131. Shaman J, Pitzer VE, Viboud C, Grenfell BT, Lipsitch M. Absolute humidity 

and the seasonal onset of influenza in the continental United States. PLoS Biol. 

2010;8(2):e1000316. 

132. Barreca AI. Climate change, humidity, and mortality in the United States. J 

Environ Econ Manage. 2012;63(1):19-34. 

133. Aubiniere-Robb L, Jeemon P, Hastie CE, Patel RK, McCallum L, Morrison D, 

et al. Blood pressure response to patterns of weather fluctuations and effect on 

mortality. Hypertension. 2013;62(1):190-6. 

134. Poortvliet RK, Ford I, Lloyd SM, Sattar N, Mooijaart SP, de Craen AJ, et al. 

Blood pressure variability and cardiovascular risk in the PROspective Study of 

Pravastatin in the Elderly at Risk (PROSPER). PLoS One. 2012;7(12):e52438. 

135. Lewington S, Li L, Sherliker P, Guo Y, Millwood I, Bian Z, et al. Seasonal 

variation in blood pressure and its relationship with outdoor temperature in 10 diverse 

regions of China: the China Kadoorie Biobank. Journal of hypertension. 

2012;30(7):1383-91. 

http://www.metoffice.gov.uk/climate/uk/summaries/actualmonthly


 

323 

 

136. Alperovitch A, Lacombe JM, Hanon O, Dartigues JF, Ritchie K, Ducimetiere 

P, et al. Relationship between blood pressure and outdoor temperature in a large 

sample of elderly individuals: the Three-City study. Archives of internal medicine. 

2009;169(1):75-80. 

137. Bruce N, Elford J, Wannamethee G, Shaper AG. The contribution of 

environmental temperature and humidity to geographic variations in blood pressure. 

Journal of hypertension. 1991;9(9):851-8. 

138. Brennan PJ, Greenberg G, Miall WE, Thompson SG. Seasonal variation in 

arterial blood pressure. BMJ. 1982;285(6346):919-23. 

139. Robinson D, Bevan EA, Hinohara S, Takahashi T. Seasonal variation in serum 

cholesterol levels — evidence from the UK and Japan. Atherosclerosis. 1992;95(1):15-

24. 

140. Mavri A, Guzic-Salobir B, Salobir-Pajnic B, Keber I, Stare J, Stegnar M. 

Seasonal variation of some metabolic and haemostatic risk factors in subjects with and 

without coronary artery disease. Blood coagulation & fibrinolysis : an international 

journal in haemostasis and thrombosis. 2001;12(5):359-65. 

141. Woodhouse PR, Khaw KT, Plummer M. Seasonal Variation of Serum Lipids 

in an Elderly Population. Age and Ageing. 1993;22(4):273-8. 

142. Otto C, Donner MG, Schwandt P, Richter WO. Seasonal variations of 

hemorheological and lipid parameters in middle-aged healthy subjects. Clinica 

Chimica Acta. 1996;256(1):87-94. 

143. Ockene IS, Chiriboga DE, Stanek EJ, 3rd, Harmatz MG, Nicolosi R, Saperia 

G, et al. Seasonal variation in serum cholesterol levels: treatment implications and 

possible mechanisms. Archives of internal medicine. 2004;164(8):863-70. 

144. Hong YC, Kim H, Oh SY, Lim YH, Kim SY, Yoon HJ, et al. Association of 

cold ambient temperature and cardiovascular markers. The Science of the total 

environment. 2012;435-436:74-9. 

145. Frohlich M, Sund M, Russ S, Hoffmeister A, Fischer HG, Hombach V, et al. 

Seasonal variations of rheological and hemostatic parameters and acute-phase 

reactants in young, healthy subjects. Arteriosclerosis, thrombosis, and vascular 

biology. 1997;17(11):2692-7. 

146. Schneider A, Panagiotakos D, Picciotto S, Katsouyanni K, Lowel H, 

Jacquemin B, et al. Air temperature and inflammatory responses in myocardial 

infarction survivors. Epidemiology. 2008;19(3):391-400. 

147. Schauble CL, Hampel R, Breitner S, Ruckerl R, Phipps R, Diaz-Sanchez D, et 

al. Short-term effects of air temperature on blood markers of coagulation and 

inflammation in potentially susceptible individuals. Occupational and environmental 

medicine. 2012;69(9):670-8. 

148. Halonen JI, Zanobetti A, Sparrow D, Vokonas PS, Schwartz J. Associations 

between outdoor temperature and markers of inflammation: a cohort study. 

Environmental health : a global access science source. 2010;9:42. 

149. Crawford VLS, Sweeney O, Coyle PV, Halliday IM, Stout RW. The 

relationship between elevated fibrinogen and markers of infection: a comparison of 

seasonal cycles. QJM: An International Journal of Medicine. 2000;93(11):745-50. 

150. Kanikowska D, Sugenoya J, Sato M, Shimizu Y, Inukai Y, Nishimura N, et al. 

Seasonal variation in blood concentrations of interleukin-6, adrenocorticotrophic 



 

324 

 

hormone, metabolites of catecholamine and cortisol in healthy volunteers. 

International journal of biometeorology. 2009;53(6):479-85. 

151. Hopstock LA, Barnett AG, Bonaa KH, Mannsverk J, Njolstad I, Wilsgaard T. 

Seasonal variation in cardiovascular disease risk factors in a subarctic population: the 

Tromso Study 1979-2008. J Epidemiol Community Health. 2013;67(2):113-8. 

152. Berry DJ, Hypponen E, Cortina-Borja M. Investigating the association of 

vitamin D seasonality on inflammatory and hemostatic markers. Chronobiology 

international. 2013;30(6):786-95. 

153. Wilker EH, Yeh G, Wellenius GA, Davis RB, Phillips RS, Mittleman MA. 

Ambient Temperature and Biomarkers of Heart Failure: A Repeated Measures 

Analysis. Environmental health perspectives. 2012;120(8):1083-7. 

154. Hypponen E, Berry D, Cortina-Borja M, Power C. 25-Hydroxyvitamin D and 

pre-clinical alterations in inflammatory and hemostatic markers: a cross sectional 

analysis in the 1958 British Birth Cohort. PLoS One. 2010;5(5):e10801. 

155. Hampel R, Breitner S, Ruckerl R, Frampton MW, Koenig W, Phipps RP, et al. 

Air temperature and inflammatory and coagulation responses in men with coronary or 

pulmonary disease during the winter season. Occupational and environmental 

medicine. 2010;67(6):408-16. 

156. Chiriboga DE, Ma Y, Li W, Stanek EJ, Hébert JR, Merriam PA, et al. Seasonal 

and Sex Variation of High-Sensitivity C-Reactive Protein in Healthy Adults: A 

Longitudinal Study. Clinical chemistry. 2009;55(2):313-21. 

157. Scarabin PY, Bara L, Nicaud V, Cambou JP, Arveiler D, Luc G, et al. Seasonal 

variations of plasma fibrinogen in elderly people. Lancet. 1994;343(8903):975-6. 

158. Stout RW, Crawford VL. Seasonal variations of plasma fibrinogen in elderly 

people. Lancet. 1994;343(8903):975. 

159. Stout RW, Crawford VL, McDermott MJ, Rocks MJ, Morris TC. Seasonal 

changes in haemostatic factors in young and elderly subjects. Age Ageing. 

1996;25(3):256-8. 

160. van der Bom JG, de Maat MP, Bots ML, Hofman A, Kluft C, Grobbee DE. 

Seasonal variation in fibrinogen in the Rotterdam Study. Thrombosis and haemostasis. 

1997;78(3):1059-62. 

161. Crawford VL, McNerlan SE, Stout RW. Seasonal changes in platelets, 

fibrinogen and factor VII in elderly people. Age Ageing. 2003;32(6):661-5. 

162. Cannell JJ, Vieth R, Umhau JC, Holick MF, Grant WB, Madronich S, et al. 

Epidemic influenza and vitamin D. Epidemiol Infect. 2006;134(6):1129-40. 

163. Klenk J, Rapp K, Denkinger M, Nagel G, Nikolaus T, Peter R, et al. 

Objectively measured physical activity and vitamin D status in older people from 

Germany. J Epidemiol Community Health. 2015;69(4):388-92. 

164. Patwardhan VG, Khadilkar AV, Chiplonkar SA, Mughal ZM, Khadilkar VV. 

Varying relationship between 25-hydroxy-vitamin D, high density lipoprotein 

cholesterol, and serum 7-dehydrocholesterol reductase with sunlight exposure. Journal 

of clinical lipidology. 2015;9(5):652-7. 

165. Nair R, Maseeh A. Vitamin D: The "sunshine" vitamin. Journal of 

pharmacology & pharmacotherapeutics. 2012;3(2):118-26. 

166. Berry DJ, Hesketh K, Power C, Hypponen E. Vitamin D status has a linear 

association with seasonal infections and lung function in British adults. Br J Nutr. 

2011;106(9):1433-40. 



 

325 

 

167. Osborne NJ, Alcock I, Wheeler BW, Hajat S, Sarran C, Clewlow Y, et al. 

Pollen exposure and hospitalization due to asthma exacerbations: daily time series in 

a European city. International journal of biometeorology. 2017;61(10):1837-48. 

168. Strachan P, Medarov BI. Seasonal variation in lung function. Chest. 

2005;128(4):173s-s. 

169. Klenk J, Buchele G, Rapp K, Franke S, Peter R, Acti FESG. Walking on 

sunshine: effect of weather conditions on physical activity in older people. J Epidemiol 

Community Health. 2012;66(5):474-6. 

170. Goodman A, Paskins J, Mackett R. Day length and weather effects on 

children's physical activity and participation in play, sports, and active travel. J Phys 

Act Health. 2012;9(8):1105-16. 

171. Feinglass J, Lee J, Semanik P, Song J, Dunlop D, Chang R. The effects of daily 

weather on accelerometer-measured physical activity. J Phys Act Health. 

2011;8(7):934-43. 

172. Aoyagi Y, Shephard RJ. Habitual physical activity and health in the elderly: 

the Nakanojo Study. Geriatr Gerontol Int. 2010;10 Suppl 1:S236-43. 

173. Aoyagi Y, Shephard RJ. Sex differences in relationships between habitual 

physical activity and health in the elderly: practical implications for epidemiologists 

based on pedometer/accelerometer data from the Nakanojo Study. Arch Gerontol 

Geriatr. 2013;56(2):327-38. 

174. Togo F, Watanabe E, Park H, Shephard RJ, Aoyagi Y. Meteorology and the 

physical activity of the elderly: the Nakanojo Study. International journal of 

biometeorology. 2005;50(2):83-9. 

175. Yasunaga A, Togo F, Watanabe E, Park H, Park S, Shephard RJ, et al. Sex, 

age, season, and habitual physical activity of older Japanese: the Nakanojo study. J 

Aging Phys Act. 2008;16(1):3-13. 

176. Mizumoto A, Ihira H, Makino K, Saitoh S, Ohnishi H, Furuna T. Physical 

activity changes in the winter in older persons living in northern Japan: a prospective 

study. BMC Geriatr. 2015;15:43. 

177. McMurdo ME, Argo I, Crombie IK, Feng Z, Sniehotta FF, Vadiveloo T, et al. 

Social, environmental and psychological factors associated with objective physical 

activity levels in the over 65s. PLoS One. 2012;7(2):e31878. 

178. Witham MD, Donnan PT, Vadiveloo T, Sniehotta FF, Crombie IK, Feng Z, et 

al. Association of day length and weather conditions with physical activity levels in 

older community dwelling people. PLoS One. 2014;9(1):e85331. 

179. Sumukadas D, Witham M, Struthers A, McMurdo M. Day length and weather 

conditions profoundly affect physical activity levels in older functionally impaired 

people. J Epidemiol Community Health. 2009;63(4):305-9. 

180. Brandon CA, Gill DP, Speechley M, Gilliland J, Jones GR. Physical activity 

levels of older community-dwelling adults are influenced by summer weather 

variables. Appl Physiol Nutr Metab. 2009;34(2):182-90. 

181. The US Department of Health and Human Services. Physical Activity 

Guidelines for Americans. 2008. Available from 

http://health.gov/paguidelines/guidelines/chapter2.aspx. 

182. Australian Department of Health. Australia's Physical Activity and Sedentary 

Behaviour Guidelines. Available from 

http://health.gov/paguidelines/guidelines/chapter2.aspx


 

326 

 

http://www.health.gov.au/internet/main/publishing.nsf/content/health-pubhlth-

strateg-phys-act-guidelines#apaadult. 2014. 

183. UK Department of Health PA, Health Improvement and Protection "Sedentary 

Behaviour and Obesity: Review of the Current Scientific Evidence". 2010. Available 

from 

https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/21374

5/dh_128225.pdf. 

184. Chastin SFM, Buck C, Freiberger E, Murphy M, Brug J, Cardon G, et al. 

Systematic literature review of determinants of sedentary behaviour in older adults: a 

DEDIPAC study. International Journal of Behavioral Nutrition and Physical Activity. 

2015;12(1):1-12. 

185. O'Connell SE, Griffiths PL, Clemes SA. Seasonal variation in physical activity, 

sedentary behaviour and sleep in a sample of UK adults. Annals of human biology. 

2014;41(1):1-8. 

186. Gracia-Marco L, Ortega FB, Ruiz JR, Williams CA, Hagstromer M, Manios 

Y, et al. Seasonal variation in physical activity and sedentary time in different 

European regions. The HELENA study. J Sports Sci. 2013;31(16):1831-40. 

187. Hjorth M, Chaput JP, Michaelsen K, Astrup A, Tetens I, Sjodin A. Seasonal 

variation in objectively measured physical activity, sedentary time, cardio-respiratory 

fitness and sleep duration among 8-11year-old Danish children: a repeated-measures 

study. BMC Public Health. 2013;13(1):808. 

188. Rich C, Griffiths L, Dezateux C. Seasonal variation in accelerometer-

determined sedentary behaviour and physical activity in children: a review. 

International Journal of Behavioral Nutrition and Physical Activity. 2012;9(1):49. 

189. De Lorenzo F, Sharma V, Scully M, Kakkar VV. Cold adaptation and the 

seasonal distribution of acute myocardial infarction. QJM: An International Journal of 

Medicine. 1999;92(12):747-51. 

190. Keatinge WR. Winter mortality and its causes. International Journal of 

Circumpolar Health. 2002;61(4):292-9. 

191. Gleeson M, Bishop NC, Stensel DJ, Lindley MR, Mastana SS, Nimmo MA. 

The anti-inflammatory effects of exercise: mechanisms and implications for the 

prevention and treatment of disease. Nature reviews Immunology. 2011;11(9):607-15. 

192. Tsuda M, Hayashi H, Hayashi H, Yoshikan M, Saito H. Comparison between 

diurnal distribution of onset of infarction in patients with acute myocardial infarction 

and circadian variation of blood pressure in patients with coronary artery disease. 

Clinical Cardiology. 1993;16(7):543-7. 

193. Wijnbergen I, Van't Veer M, Pijls NH, Tijssen J. Circadian and weekly 

variation and the influence of environmental variables in acute myocardial infarction. 

Netherlands heart journal : monthly journal of the Netherlands Society of Cardiology 

and the Netherlands Heart Foundation. 2012;20(9):354-9. 

194. Bremner WF, Sothern RB, Kanabrocki EL, Ryan M, McCormick JB, Dawson 

S, et al. Relation between circadian patterns in levels of circulating lipoprotein(a), 

fibrinogen, platelets, and related lipid variables in men. American heart journal. 

2000;139(1 Pt 1):164-73. 

195. Bridges AB, McLaren M, Scott NA, Pringle TH, McNeill GP, Belch JJ. 

Circadian variation of tissue plasminogen activator and its inhibitor, von Willebrand 

http://www.health.gov.au/internet/main/publishing.nsf/content/health-pubhlth-strateg-phys-act-guidelines#apaadult
http://www.health.gov.au/internet/main/publishing.nsf/content/health-pubhlth-strateg-phys-act-guidelines#apaadult
https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/213745/dh_128225.pdf
https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/213745/dh_128225.pdf


 

327 

 

factor antigen, and prostacyclin stimulating factor in men with ischaemic heart disease. 

British Heart Journal. 1993;69(2):121-4. 

196. Meier-Ewert HK, Ridker PM, Rifai N, Price N, Dinges DF, Mullington JM. 

Absence of diurnal variation of C-reactive protein concentrations in healthy human 

subjects. Clinical chemistry. 2001;47(3):426-30. 

197. Perry MG, Kirwan JR, Jessop DS, Hunt LP. Overnight variations in cortisol, 

interleukin 6, tumour necrosis factor alpha and other cytokines in people with 

rheumatoid arthritis. Annals of the rheumatic diseases. 2009;68(1):63-8. 

198. Akkök ÇA, Hervig T, Bjørsvik S, Underdal MO, Skoug CF, Ersvær E, et al. 

Minor diurnal and activity-induced variations in daytime peripheral blood platelet 

counts do not have any major impact on platelet yield by platelet apheresis. 

Transfusion and Apheresis Science. 2010;43(1):33-6. 

199. Baune BT, Konrad C, Grotegerd D, Suslow T, Birosova E, Ohrmann P, et al. 

Interleukin-6 gene (IL-6): a possible role in brain morphology in the healthy adult 

brain. Journal of Neuroinflammation. 2012;9(1):125. 

200. Pocock SJ, Ashby D, Shaper AG, Walker M, Broughton PM. Diurnal 

variations in serum biochemical and haematological measurements. Journal of clinical 

pathology. 1989;42(2):172-9. 

201. Emberson JR, Whincup PH, Walker M, Thomas M, Alberti KG. Biochemical 

measures in a population-based study: effect of fasting duration and time of day. 

Annals of clinical biochemistry. 2002;39:493-501. 

202. Bhaskaran K, Gasparrini A, Hajat S, Smeeth L, Armstrong B. Time series 

regression studies in environmental epidemiology. International Journal of 

Epidemiology. 2013;42(4):1187-95. 

203. López Messa JB, Garmendia Leiza JR, Aguilar García MD, Andrés de Llano 

JM, Alberola López C, Ardura Fernández J. Cardiovascular Risk Factors in the 

Circadian Rhythm of Acute Myocardial Infarction. Revista Española de Cardiología 

(English Version). 2004;57(09):850-8. 

204. World Health Organization Regional Office for Europe. 1976. Myocardial 

infarction community registers: Results of a WHO international collaborative study 

coordinated by the Regional Office for Europe. Publisher: World Health Organization, 

Regional Office for Europe (English, Book, Illustrated Edition). Copenhagen. . 

205. Cohen MC, Rohtla KM, Lavery CE, Muller JE, Mittleman MA. Meta-analysis 

of the morning excess of acute myocardial infarction and sudden cardiac death. Am J 

Cardiol. 1997;79(11):1512-6. 

206. Atkinson G, Jones H, Ainslie PN. Circadian variation in the circulatory 

responses to exercise: relevance to the morning peaks in strokes and cardiac events. 

Eur J Appl Physiol. 2010;108(1):15-29. 

207. Carson PA, O’Connor CM, Miller AB, Anderson S, Belkin R, Neuberg GW, 

et al. Circadian rhythm and sudden death in heart failureResults from prospective 

randomized amlodipine survival trial. Journal of the American College of Cardiology. 

2000;36(2):541-6. 

208. Gur AY, Bornstein NM. Are there any unique epidemiological and vascular 

risk factors for ischaemic strokes that occur in the morning hours? European Journal 

of Neurology. 2000;7(2):179-81. 

209. Tsementzis SA, Gill JS, Hitchcock ER, Gill SK, Beevers DG. Diurnal variation 

of and activity during the onset of stroke. Neurosurgery. 1985;17(6):901-4. 



 

328 

 

210. Wroe SJ, Sandercock P, Bamford J, Dennis M, Slattery J, Warlow C. Diurnal 

variation in incidence of stroke: Oxfordshire community stroke project. British 

Medical Journal. 1992;304(6820):155-7. 

211. Manfredini R, Boari B, Smolensky MH, Salmi R, la Cecilia O, Maria Malagoni 

A, et al. Circadian variation in stroke onset: identical temporal pattern in ischemic and 

hemorrhagic events. Chronobiology international. 2005;22(3):417-53. 

212. Albert CM, Mittleman MA, Chae CU, Lee IM, Hennekens CH, Manson JE. 

Triggering of sudden death from cardiac causes by vigorous exertion. The New 

England journal of medicine. 2000;343(19):1355-61. 

213. Muller JE, Stone PH, Turi ZG, Rutherford JD, Czeisler CA, Parker C, et al. 

Circadian variation in the frequency of onset of acute myocardial infarction. The New 

England journal of medicine. 1985;313(21):1315-22. 

214. Jafri SM, VanRollins M, Ozawa T, Mammen EF, Goldberg AD, Goldstein S. 

Circadian variation in platelet function in healthy volunteers. Am J Cardiol. 

1992;69(9):951-4. 

215. Haus E, Cusulos M, Sackett-Lundeen L, Swoyer J. Circadian variations in 

blood coagulation parameters, alpha-antitrypsin antigen and platelet aggregation and 

retention in clinically healthy subjects. Chronobiology international. 1990;7(3):203-

16. 

216. Thelle DS, Cramp DG, Patel I, Walker M, Marr JW, Shaper AG. Total 

cholesterol, high density lipoprotein-cholesterol and triglycerides after a standardized 

high-fat meal. Human nutrition Clinical nutrition. 1982;36(6):469-74. 

217. Gudewill S, Pollmacher T, Vedder H, Schreiber W, Fassbender K, Holsboer F. 

Nocturnal plasma levels of cytokines in healthy men. European archives of psychiatry 

and clinical neuroscience. 1992;242(1):53-6. 

218. Bauer J, Hohagen F, Ebert T, Timmer J, Ganter U, Krieger S, et al. Interleukin-

6 serum levels in healthy persons correspond to the sleep-wake cycle. The Clinical 

investigator. 1994;72(4):315-. 

219. IL6R Genetics Consortium and Emerging Risk Factors Collaboration. 

Interleukin-6 receptor pathways in coronary heart disease: a collaborative meta-

analysis of 82 studies. The Lancet. 2012;379(9822):1205-13. 

220. Arnardottir NY, Koster A, Van Domelen DR, Brychta RJ, Caserotti P, 

Eiriksdottir G, et al. Objective measurements of daily physical activity patterns and 

sedentary behaviour in older adults: Age, Gene/Environment Susceptibility-Reykjavik 

Study. Age Ageing. 2013;42(2):222-9. 

221. Copeland JL, Esliger DW. Accelerometer assessment of physical activity in 

active, healthy older adults. J Aging Phys Act. 2009;17(1):17-30. 

222. Garriguet D, Colley RC. Daily patterns of physical activity among Canadians. 

Health Rep. 2012;23(2):27-32. 

223. Schrack JA, Zipunnikov V, Goldsmith J, Bai J, Simonsick EM, Crainiceanu C, 

et al. Assessing the "physical cliff": detailed quantification of age-related differences 

in daily patterns of physical activity. J Gerontol A Biol Sci Med Sci. 2014;69(8):973-

9. 

224. Lennon LT, Ramsay SE, Papacosta O, Shaper AG, Wannamethee SG, 

Whincup PH. Cohort Profile Update: The British Regional Heart Study 1978-2014: 35 

years follow-up of cardiovascular disease and ageing. Int J Epidemiol. 

2015;44(3):826a-g. 



 

329 

 

225. Walker M, Whincup P, Shaper A. The British Regional Heart Study 1975–

2004. International Journal of Epidemiology. 2004;33(6):1185-92. 

226. Shaper AG, Pocock SJ, Walker M, Cohen NM, Wale CJ, Thomson AG. British 

Regional Heart Study: cardiovascular risk factors in middle-aged men in 24 towns. 

BMJ. 1981;283(6285):179-86. 

227. World Medical Association Declaration of Helsinki: ethical principles for 

medical research involving human subjects. 2013. Jama.310(20):2191-4. 

228. Pocock SJ, Shaper AG, Cook DG, Packham RF, Lacey RF, Powell P, et al. 

British Regional Heart Study: geographic variations in cardiovascular mortality, and 

the role of water quality. British Medical Journal. 1980;280(6226):1243-9. 

229. Rose GA, Blackburn H. Cardiovascular survey methods. Monograph series 

World Health Organization. 1968;56:1-188. 

230. Hubbard KG. Spatial variability of daily weather variables in the high plains 

of the USA. Agricultural and Forest Meteorology. 1994;68(1):29-41. 

231. Basagana X, Sartini C, Barrera-Gomez J, Dadvand P, Cunillera J, Ostro B, et 

al. Heat waves and cause-specific mortality at all ages. Epidemiology. 2011;22(6):765-

72. 

232. Shaper AG, Wannamethee G, Weatherall R. Physical activity and ischaemic 

heart disease in middle-aged British men. British Heart Journal. 1991;66(5):384-94. 

233. Jefferis BJ, Sartini C, Ash S, Lennon LT, Wannamethee SG, Whincup PH. 

Validity of questionnaire-based assessment of sedentary behaviour and physical 

activity in a population-based cohort of older men; comparisons with objectively 

measured physical activity data. Int J Behav Nutr Phys Act. 2016;13(1):14. 

234. Choi L, Liu Z, Matthews C, Buchowski M. Process Physical Activity 

Accelerometer Data. R computer program. 2011. Available from http://cran.r-

project.org/web/packages/PhysicalActivity/. 

235. Hart T, Swartz A, Cashin S, Strath S. How many days of monitoring predict 

physical activity and sedentary behaviour in older adults? Int J Behav Nutr Phys Act. 

2011;8:62. 

236. Freedson PS, Melanson E, Sirard J. Calibration of the Computer Science and 

Applications, Inc. accelerometer. Med Sci Sports Exerc. 1998;30(5):777-81. 

237. Whincup PH, Bruce NG, Cook DG, Shaper AG. The Dinamap 1846SX 

automated blood pressure recorder: comparison with the Hawksley random zero 

sphygmomanometer under field conditions. Journal of Epidemiology and Community 

Health. 1992;46(2):164-9. 

238. Bruce NG, Shaper AG, Walker M, Wannamethee G. Observer bias in blood 

pressure studies. Journal of hypertension. 1988;6(5):375-80. 

239. Cotes JE CD, Miller MR. Lung Function: Physiology, Measurement and 

Application in Medicine. Blackwell publishing (Sixth edition). 2006. 

240. Friedewald WT, Levy RI, Fredrickson DS. Estimation of the concentration of 

low-density lipoprotein cholesterol in plasma, without use of the preparative 

ultracentrifuge. Clinical chemistry. 1972;18(6):499-502. 

241. Ramsay SE, Arianayagam DS, Whincup PH, Lennon LT, Cryer J, Papacosta 

AO, et al. Cardiovascular risk profile and frailty in a population-based study of older 

British men. Heart. 2015;101(8):616. 

http://cran.r-project.org/web/packages/PhysicalActivity/
http://cran.r-project.org/web/packages/PhysicalActivity/


 

330 

 

242. Nauck M, Marz W, Jarausch J, Cobbaert C, Sagers A, Bernard D, et al. 

Multicenter evaluation of a homogeneous assay for HDL-cholesterol without sample 

pretreatment. Clinical chemistry. 1997;43(9):1622-9. 

243. AW W. Triglycerides Determination after Enzymatic Hydrolysis. In: 

Bergmeyer HU, Ed., Methods of Enzymatic Analysis. New York, NY: Academic 

Press. 1974:1831-5. 

244. Wannamethee SG, Lowe GD, Whincup PH, Rumley A, Walker M, Lennon L. 

Physical activity and hemostatic and inflammatory variables in elderly men. 

Circulation. 2002;105(15):1785-90. 

245. Wannamethee SG, Shaper AG, Lennon L, Whincup PH. Decreased muscle 

mass and increased central adiposity are independently related to mortality in older 

men. Am J Clin Nutr. 2007;86(5):1339-46. 

246. Wannamethee SG, Welsh P, Papacosta O, Lennon L, Whincup PH, Sattar N. 

Elevated parathyroid hormone, but not vitamin D deficiency, is associated with 

increased risk of heart failure in older men with and without cardiovascular disease. 

Circulation Heart failure. 2014;7(5):732-9. 

247. Classification of Occupations 1970. London: HM Stationary Office, 1970. 

248. Gohdes DM, Balamurugan A, Larsen BA, Maylahn C. Age-related eye 

diseases: an emerging challenge for public health professionals. Prev Chronic Dis. 

2005;2(3):1-6. 

249. Kovacs E, Toth K, Denes L, Valasek T, Hazafi K, Molnar G, et al. Effects of 

exercise programs on balance in older women with age-related visual problems: a pilot 

study. Arch Gerontol Geriatr. 2012;55(2):446-52. 

250. Van Marwijk H, Wallace P, De Bock G, Hermans J, Kaptein A, Mulder J. 

Evaluation of the feasibility, reliability and diagnostic value of shortened versions of 

the geriatric depression scale. Br J Gen Pract. 1995;45:195-9. 

251. Lubben J, Blozik E, Gillmann G, Iliffe S, Von Renteln K, Beck J, et al. 

Performance of an abbreviated version of the Lubben Social Network Scale among 

three European community-dwelling older adult populations. Gerontologist. 

2006;46(4):503-13. 

252. Kirkwood B.R., J.A.C. S. Essential Medical Statistics. Second ed. OXford, 

UK: Blackwell Science Ltd, 2003. 

253. Schoenfeld D. Partial Residuals for The Proportional Hazards Regression 

Model. Biometrika. 1982;69(1):239-41. 

254. Dekker FW, de Mutsert R, van Dijk PC, Zoccali C, Jager KJ. Survival analysis: 

time-dependent effects and time-varying risk factors. Kidney International. 

2008;74(8):994-7. 

255. Craig R, Mindell J, Hirani V. Health Survey for England 2008. Physical 

Activity and Fitness. Summary of  Key findings. Available from 

https://digital.nhs.uk/data-and-information/publications/statistical/health-survey-for-

england/health-survey-for-england-2008-physical-activity-and-fitness#key-facts. 

London: The Health and Social Care Information Centre2009. 

256. Harris T, Owen C, Victor C, Adams R, Crook D. What factors are associated 

with physical activity in older people, assessed objectively by accelerometry? Br J 

Sports Med. 2009;43:442-50. 

https://digital.nhs.uk/data-and-information/publications/statistical/health-survey-for-england/health-survey-for-england-2008-physical-activity-and-fitness#key-facts
https://digital.nhs.uk/data-and-information/publications/statistical/health-survey-for-england/health-survey-for-england-2008-physical-activity-and-fitness#key-facts


 

331 

 

257. Healy GN, Clark BK, Winkler EAH, Gardiner PA, Brown WJ, Matthews CE. 

Measurement of Adults' Sedentary Time in Population-Based Studies. American 

Journal of Preventive Medicine. 2011;41(2):216-27. 

258. Diaz KM, Howard VJ, Hutto B, et al. Patterns of sedentary behavior and 

mortality in u.s. middle-aged and older adults: A national cohort study. Annals of 

Internal Medicine. 2017;167(7):465-75. 

259. Hesketh KR, McMinn AM, Ekelund U, Sharp SJ, Collings PJ, Harvey NC, et 

al. Objectively measured physical activity in four-year-old British children: a cross-

sectional analysis of activity patterns segmented across the day. Int J Behav Nutr Phys 

Act. 2014;11(1):1. 

260. Van Holle V, Van Cauwenberg J, Van Dyck D, Deforche B, Van de Weghe N, 

De Bourdeaudhuij I. Relationship between neighborhood walkability and older adults' 

physical activity: results from the Belgian Environmental Physical Activity Study in 

Seniors (BEPAS Seniors). International Journal of Behavioral Nutrition and Physical 

Activity. 2014;11(1):110. 

261. Cameron A, Trivedi P. Regression analysis of count data. 1988. New York. 

Publisher: Cambridge Press. Pages 69-92. 

262. Valenti G, Bonomi AG, Westerterp KR. Diurnal Patterns of Physical Activity 

in Relation to Activity Induced Energy Expenditure in 52 to 83 Years-Old Adults. 

PLoS One. 2016;11(12):e0167824. 

263. Shiroma EJ, Schepps MA, Harezlak J, Chen KY, Matthews CE, Koster A, et 

al. Daily physical activity patterns from hip- and wrist-worn accelerometers. Physiol 

Meas. 2016;37(10):1852-61. 

264. van Buul AR, Kasteleyn MJ, Chavannes NH, Taube C. Physical activity in the 

morning and afternoon is lower in patients with chronic obstructive pulmonary disease 

with morning symptoms. Respir Res. 2018;19(1):49. 

265. Cooper R, Huang L, Hardy R, Crainiceanu A, Harris T, Schrack JA, et al. 

Obesity History and Daily Patterns of Physical Activity at Age 60-64 Years: Findings 

From the MRC National Survey of Health and Development. J Gerontol A Biol Sci 

Med Sci. 2017;72(10):1424-30. 

266. Zeitzer JM, Blackwell T, Hoffman AR, Cummings S, Ancoli-Israel S, Stone 

K, et al. Daily Patterns of Accelerometer Activity Predict Changes in Sleep, Cognition, 

and Mortality in Older Men. The Journals of Gerontology: Series A. 2018;73(5):682-

7. 

267. Sparling PB, Howard BJ, Dunstan DW, Owen N. Recommendations for 

physical activity in older adults. BMJ. 2015;350:h100. 

268. Sparling PB, Howard BJ, Dunstan DW, Owen N. Recommendations for 

physical activity in older adults. Authors' Response 2015 [Available from: 

http://www.bmj.com/content/350/bmj.h100/rr-0. 

269. Troiano RP, Berrigan D, Dodd KW, Masse LC, Tilert T, McDowell M. 

Physical activity in the United States measured by accelerometer. Med Sci Sports 

Exerc. 2008;40(1):181-8. 

270. Ainsworth BE, Haskell WL, Leon AS, Jacobs DR, Jr., Montoye HJ, Sallis JF, 

et al. Compendium of physical activities: classification of energy costs of human 

physical activities. Med Sci Sports Exerc. 1993;25(1):71-80. 

271. Jefferis BJ, Sartini C, Shiroma E, Whincup PH, Wannamethee SG, Lee IM. 

Duration and breaks in sedentary behaviour: accelerometer data from 1566 

http://www.bmj.com/content/350/bmj.h100/rr-0


 

332 

 

community-dwelling older men (British Regional Heart Study). Br J Sports Med. 

2015(49):1591–4. 

272. Harvey JA, Chastin SF, Skelton DA. How Sedentary are Older People? A 

Systematic Review of the Amount of Sedentary Behavior. J Aging Phys Act. 

2015;23(3):471-87. 

273. Department of Health PA, Health Improvement and Protection Start Active, 

Stay Active. A report on physical activity for health from the four home countries’ 

Chief Medical Officers. 2011. Available from 

https://www.gov.uk/government/publications/start-active-stay-active-a-report-on-

physical-activity-from-the-four-home-countries-chief-medical-officers. 

274. Healy GN, Clark BK, Winkler EAH, Gardiner PA, Brown WJ, Matthews CE. 

Measurement of Adults’ Sedentary Time in Population-Based Studies. American 

journal of preventive medicine. 2011;41(2):216-27. 

275. Talbot LA, Musiol RJ, Witham EK, Metter EJ. Falls in young, middle-aged 

and older community dwelling adults: perceived cause, environmental factors and 

injury. BMC Public Health. 2005;5(1):86. 

276. Schmid D, Ricci C, Leitzmann MF. Associations of objectively assessed 

physical activity and sedentary time with all-cause mortality in US adults: the 

NHANES study. PLoS One. 2015;10(3):e0119591. 

277. Copeland JL, Ashe MC, Biddle SJ, Brown WJ, Buman MP, Chastin S, et al. 

Sedentary time in older adults: a critical review of measurement, associations with 

health, and interventions. Br J Sports Med. 2017;51(21):1539. 

278. Dogra S, Ashe MC, Biddle SJH, Brown WJ, Buman MP, Chastin S, et al. 

Sedentary time in older men and women: an international consensus statement and 

research priorities. Br J Sports Med. 2017;51(21):1526-32. 

279. Nielsen J, Mazick A, Glismann S, Mølbak K. Excess mortality related to 

seasonal influenza and extreme temperatures in Denmark, 1994-2010. BMC Infectious 

Diseases. 2011;11(1):350. 

280. Rizzo C, Bella A, Viboud C, Simonsen L, Mille MA, Rota MC, et al. Trends 

for influenza-related deaths during pandemic and epidemic seasons, Italy, 1969-2001.  

Emerging Infectious Diseases2007. 

281. Public Health England (PHE). Sources of UK flu data: influenza surveillance 

in the UK. 2014. Available from https://www.gov.uk/guidance/sources-of-uk-flu-

data-influenza-surveillance-in-the-uk. 

282. Reporting rates of influenza (flu) consultations from General Practitioners in 

Scotland. 2016. National Service Scotland (NHS). Available from 

http://www.hps.scot.nhs.uk/resourcedocument.aspx?id=5605. 

283. Siu E, Campitelli MA, Kwong JC. Physical activity and influenza-coded 

outpatient visits, a population-based cohort study. PLoS One. 2012;7(6):e39518. 

284. Hardelid P, Rait G, Gilbert R, Petersen I. Recording of Influenza-Like Illness 

in UK Primary Care 1995-2013: Cohort Study. PLoS One. 2015;10(9):e0138659. 

285. Wu YT, Luben R, Wareham N, Griffin S, Jones AP. Weather, day length and 

physical activity in older adults: Cross-sectional results from the European Prospective 

Investigation into Cancer and Nutrition (EPIC) Norfolk Cohort. PLoS One. 

2017;12(5):e0177767. 

https://www.gov.uk/government/publications/start-active-stay-active-a-report-on-physical-activity-from-the-four-home-countries-chief-medical-officers
https://www.gov.uk/government/publications/start-active-stay-active-a-report-on-physical-activity-from-the-four-home-countries-chief-medical-officers
https://www.gov.uk/guidance/sources-of-uk-flu-data-influenza-surveillance-in-the-uk
https://www.gov.uk/guidance/sources-of-uk-flu-data-influenza-surveillance-in-the-uk
http://www.hps.scot.nhs.uk/resourcedocument.aspx?id=5605


 

333 

 

286. Jones GR, Brandon C, Gill DP. Physical activity levels of community-dwelling 

older adults are influenced by winter weather variables. Arch Gerontol Geriatr. 

2017;71:28-33. 

287. O’Connell SE, Griffiths PL, Clemes SA. Seasonal variation in physical 

activity, sedentary behaviour and sleep in a sample of UK adults. Annals of human 

biology. 2014;41(1):1-8. 

288. Bauman A, Merom D, Bull FC, Buchner DM, Fiatarone Singh MA. Updating 

the Evidence for Physical Activity: Summative Reviews of the Epidemiological 

Evidence, Prevalence, and Interventions to Promote "Active Aging". Gerontologist. 

2016;56 Suppl 2(Suppl 2):S268-80. 

289. Chastin SFM, De Craemer M, Lien N, Bernaards C, Buck C, Oppert J-M, et al. 

The SOS-framework (Systems of Sedentary behaviours): an international 

transdisciplinary consensus framework for the study of determinants, research 

priorities and policy on sedentary behaviour across the life course: a DEDIPAC-study. 

International Journal of Behavioral Nutrition and Physical Activity. 2016;13(1):1-13. 

290. Gardner B, Smith L, Aggio D, Iliffe S, Fox KR, Jefferis BJ, et al. 'On Your 

Feet to Earn Your Seat': update to randomised controlled trial protocol. Trials. 

2015;16(1):330. 

291. Sartini C, Barry SJ, Wannamethee SG, Whincup PH, Lennon L, Ford I, et al. 

Effect of cold spells and their modifiers on cardiovascular disease events: Evidence 

from two prospective studies. Int J Cardiol. 2016;218:275-83. 

292. Fishman EI, Steeves JA, Zipunnikov V, Koster A, Berrigan D, Harris TA, et 

al. Association between Objectively Measured Physical Activity and Mortality in 

NHANES. Med Sci Sports Exerc. 2016;48(7):1303-11. 

293. Farina N, Lowry RG. The Validity of Consumer-Level Activity Monitors in 

Healthy Older Adults in Free-Living Conditions. J Aging Phys Act. 2018;26(1):128-

35. 

294. Straiton N, Alharbi M, Bauman A, Neubeck L, Gullick J, Bhindi R, et al. The 

validity and reliability of consumer-grade activity trackers in older, community-

dwelling adults: A systematic review. Maturitas. 2018;112:85-93. 

295. Kawano Y. Diurnal blood pressure variation and related behavioral factors. 

Hypertens Res. 2011;34(3):281-5. 

296. Wannamethee G, Shaper AG. Physical activity and stroke in British middle 

aged men. BMJ : British Medical Journal. 1992;304(6827):597-601. 

297. Kristal-Boneh E, Harari G, Green MS. Seasonal Change in 24-Hour Blood 

Pressure and Heart Rate Is Greater Among Smokers Than Nonsmokers. Hypertension. 

1997;30(3):436-41. 

298. Borsboom GJ, van Pelt W, van Houwelingen HC, van Vianen BG, Schouten 

JP, Quanjer PH. Diurnal variation in lung function in subgroups from two Dutch 

populations: consequences for longitudinal analysis. Am J Respir Crit Care Med. 

1999;159(4 Pt 1):1163-71. 

299. Medarov BI, Pavlov VA, Rossoff L. Diurnal variations in human pulmonary 

function. International journal of clinical and experimental medicine. 2008;1(3):267-

73. 

300. Jones KS, Redmond J, Fulford AJ, Jarjou L, Zhou B, Prentice A, et al. Diurnal 

rhythms of vitamin D binding protein and total and free vitamin D metabolites. The 

Journal of steroid biochemistry and molecular biology. 2017;172:130-5. 



 

334 

 

301. Emberson JR, Whincup PH, Morris RW, Walker M, Lowe GD, Rumley A. 

Extent of regression dilution for established and novel coronary risk factors: results 

from the British Regional Heart Study. European journal of cardiovascular prevention 

and rehabilitation : official journal of the European Society of Cardiology, Working 

Groups on Epidemiology & Prevention and Cardiac Rehabilitation and Exercise 

Physiology. 2004;11(2):125-34. 

302. Eliasson M, Evrin PE, Lundblad D, Asplund K, Rånby M. Influence of gender, 

age and sampling time on plasma fibrinolytic variables and fibrinogen. Fibrinolysis. 

1993;7(5):316-23. 

303. Vgontzas AN, Zoumakis M, Bixler EO, Lin HM, Prolo P, Vela-Bueno A, et al. 

Impaired nighttime sleep in healthy old versus young adults is associated with elevated 

plasma interleukin-6 and cortisol levels: physiologic and therapeutic implications. J 

Clin Endocrinol Metab. 2003;88(5):2087-95. 

304. Cholesterol Treatment Trialists Collaboration. Efficacy and safety of more 

intensive lowering of LDL cholesterol: a meta-analysis of data from 170 000 

participants in 26 randomised trials. Lancet. 2010;376(9753):1670-81. 

305. Basu R, May Wu X, Malig BJ, Broadwin R, Gold EB, Qi L, et al. Estimating 

the associations of apparent temperature and inflammatory, hemostatic, and lipid 

markers in a cohort of midlife women. Environmental research. 2017;152:322-7. 

306. Peters SA, Woodward M, Rumley A, Tunstall-Pedoe HD, Lowe GD. Plasma 

and blood viscosity in the prediction of cardiovascular disease and mortality in the 

Scottish Heart Health Extended Cohort Study. European journal of preventive 

cardiology. 2017;24(2):161-7. 

307. Stout RW, Crawford V. Seasonal variations in fibrinogen concentrations 

among elderly people. Lancet. 1991;338(8758):9-13. 

308. Lee HM, Liu MA, Barrett-Connor E, Wong ND. Association of lung function 

with coronary heart disease and cardiovascular disease outcomes in elderly: the 

Rancho Bernardo study. Respiratory medicine. 2014;108(12):1779-85. 

309. Engstrom G, Lind P, Hedblad B, Wollmer P, Stavenow L, Janzon L, et al. Lung 

function and cardiovascular risk: relationship with inflammation-sensitive plasma 

proteins. Circulation. 2002;106(20):2555-60. 

310. Wannamethee SG, Shaper AG, Papacosta O, Lennon L, Welsh P, Whincup 

PH. Lung function and airway obstruction: associations with circulating markers of 

cardiac function and incident heart failure in older men-the British Regional Heart 

Study. Thorax. 2016;71(6):526-34. 

311. Lindqvist PG, Epstein E, Landin-Olsson M, Ingvar C, Nielsen K, Stenbeck M, 

et al. Avoidance of sun exposure is a risk factor for all-cause mortality: results from 

the Melanoma in Southern Sweden cohort. Journal of Internal Medicine. 

2014;276(1):77-86. 

312. Liefaard MC, Ligthart S, Vitezova A, Hofman A, Uitterlinden AG, Kiefte-de 

Jong JC, et al. Vitamin D and C-Reactive Protein: A Mendelian Randomization Study. 

PLoS One. 2015;10(7):e0131740. 

313. Barnett AG, Dobson AJ, McElduff P, Salomaa V, Kuulasmaa K, Sans S. Cold 

periods and coronary events: an analysis of populations worldwide. Journal of 

Epidemiology and Community Health. 2005;59(7):551. 



 

335 

 

314. Morris RW, Whincup PH, Emberson JR, Lampe FC, Walker M, Shaper AG. 

North-South Gradients in Britain for Stroke and CHD: Are They Explained by the 

Same Factors? Stroke; a journal of cerebral circulation. 2003;34(11):2604-9. 

315. Blatteis CM. Age-dependent changes in temperature regulation - a mini review. 

Gerontology. 2012;58(4):289-95. 

316. Marmot Review Team. The Health Impacts of Cold Homes and Fuel Poverty. 

2011. Available from 

https://www.foe.co.uk/sites/default/files/downloads/cold_homes_health.pdf. 

317. Danesh J, Collins R, Peto R, Lowe GDO. Haematocrit, viscosity, erythrocyte 

sedimentation rate: meta-analyses of prospective studies of coronary heart disease. 

European heart journal. 2000;21(7):515-20. 

318. Di Angelantonio E, Gao P, Pennells L, Kaptoge S, Caslake M, Thompson A, 

et al. Lipid-related markers and cardiovascular disease prediction. Jama. 

2012;307(23):2499-506. 

319. Kaptoge S, Seshasai SR, Gao P, Freitag DF, Butterworth AS, Borglykke A, et 

al. Inflammatory cytokines and risk of coronary heart disease: new prospective study 

and updated meta-analysis. European heart journal. 2014;35(9):578-89. 

320. Ridker PM. Closing the loop on inflammation and atherothrombosis: why 

perform the CIRT and CANTOS trials? Transactions of the American Clinical and 

Climatological Association. 2013;124:174-90. 

321. Voight BF, Peloso GM, Orho-Melander M, Frikke-Schmidt R, Barbalic M, 

Jensen MK, et al. Plasma HDL cholesterol and risk of myocardial infarction: a 

mendelian randomisation study. Lancet. 2012;380(9841):572-80. 

322. Ridker PM, Everett BM, Thuren T, MacFadyen JG, Chang WH, Ballantyne C, 

et al. Antiinflammatory Therapy with Canakinumab for Atherosclerotic Disease. New 

England Journal of Medicine. 2017;377(12):1119-31. 

323. Keavney B, Danesh J, Parish S, Palmer A, Clark S, Youngman L, et al. 

Fibrinogen and coronary heart disease: test of causality by 'Mendelian randomization'. 

Int J Epidemiol. 2006;35(4):935-43. 

324. Pepys MB, Hirschfield GM. C-reactive protein: a critical update. The Journal 

of clinical investigation. 2003;111(12):1805-12. 

325. Ridker PM. Clinical application of C-reactive protein for cardiovascular 

disease detection and prevention. Circulation. 2003;107(3):363-9. 

326. Anderson BG, Bell ML. Weather-related mortality: how heat, cold, and heat 

waves affect mortality in the United States. Epidemiology. 2009;20(2):205-13. 

327. Hajat S. Health effects of milder winters: a review of evidence from the United 

Kingdom. Environmental health : a global access science source. 2017;16(Suppl 

1):109. 

328. Atsumi A, Ueda K, Irie F, Sairenchi T, Iimura K, Watanabe H, et al. 

Relationship Between Cold Temperature and Cardiovascular Mortality, With 

Assessment of Effect Modification by Individual Characteristics. Circulation Journal. 

2013;77(7):1854-61. 

329. Rocklov J, Forsberg B, Ebi K, Bellander T. Susceptibility to mortality related 

to temperature and heat and cold wave duration in the population of Stockholm 

County, Sweden. Global health action. 2014;7:22737. 

https://www.foe.co.uk/sites/default/files/downloads/cold_homes_health.pdf


 

336 

 

330. The Eurowinter G. Cold exposure and winter mortality from ischaemic heart 

disease, cerebrovascular disease, respiratory disease, and all causes in warm and cold 

regions of Europe. The Lancet. 1997;349(9062):1341-6. 

331. Shepherd J, Blauw GJ, Murphy MB, Bollen ELEM, Buckley BM, Cobbe SM, 

et al. Pravastatin in elderly individuals at risk of vascular disease (PROSPER): a 

randomised controlled trial. The Lancet. 2002;360(9346):1623-30. 

332. Warren-Gash C, Blackburn R, Whitaker H, McMenamin J, Hayward AC. 

Laboratory-confirmed respiratory infections as triggers for acute myocardial infarction 

and stroke: a self-controlled case series analysis of national linked datasets from 

Scotland. Eur Respir J. 2018;51(3):1-9. 

333. Armstrong BG, Chalabi Z, Fenn B, Hajat S, Kovats S, Milojevic A, et al. 

Association of mortality with high temperatures in a temperate climate: England and 

Wales. J Epidemiol Community Health. 2011;65(4):340-5. 

334. Shaper AG, Wannamethee G, Walker M. Alcohol and coronary heart disease: 

a perspective from the British Regional Heart Study. Int J Epidemiol. 1994;23(3):482-

94. 

335. Roerecke M, Rehm J. The cardioprotective association of average alcohol 

consumption and ischaemic heart disease: a systematic review and meta-analysis. 

Addiction (Abingdon, England). 2012;107(7):1246-60. 

336. Holmes MV, Dale CE, Zuccolo L, Silverwood RJ, Guo Y, Ye Z, et al. 

Association between alcohol and cardiovascular disease: Mendelian randomisation 

analysis based on individual participant data. BMJ. 2014;349:g4164. 

337. Donaldson GC, Keatinge WR. Early increases in ischaemic heart disease 

mortality dissociated from and later changes associated with respiratory mortality after 

cold weather in south east England. Journal of Epidemiology and Community Health. 

1997;51(6):643-8. 

338. Brinkhof MGW, Spoerri A, Birrer A, Hagman R, Koch D, Zwahlen M. 

Influenza-attributable mortality among elderly in Switzerland. Swiss Medical Weekly. 

2006;136. 

339. Padhye NS, Hanneman SK. Cosinor analysis for temperature time series data 

of long duration. Biological research for nursing. 2007;9(1):30-41. 

340. Perrakis K, Gryparis A, Schwartz J, Le Tertre A, Katsouyanni K, Forastiere F, 

et al. Controlling for seasonal patterns and time varying confounders in time-series 

epidemiological models: a simulation study. Stat Med. 2014;33(28):4904-18. 

341. Vestergaard LS, Nielsen J, Krause TG, Espenhain L, Tersago K, Bustos Sierra 

N, et al. Excess all-cause and influenza-attributable mortality in Europe, December 

2016 to February 2017. Euro Surveill. 2017;22(14):1-7. 

342. Imai C, Barnett AG, Hashizume M, Honda Y. The Role of Influenza in the 

Delay between Low Temperature and Ischemic Heart Disease: Evidence from 

Simulation and Mortality Data from Japan. International journal of environmental 

research and public health. 2016;13(5):454. 

343. British Heart Foundation. UK Factsheet and key statistics. August 2018. 

Available from https://www.bhf.org.uk/-/media/files/research/heart-statistics/bhf-

cvd-statistics---uk-factsheet.pdf. 

344. Healy JD. Excess winter mortality in Europe: a cross country analysis 

identifying key risk factors. Journal of Epidemiology and Community Health. 

2003;57(10):784-9. 

https://www.bhf.org.uk/-/media/files/research/heart-statistics/bhf-cvd-statistics---uk-factsheet.pdf
https://www.bhf.org.uk/-/media/files/research/heart-statistics/bhf-cvd-statistics---uk-factsheet.pdf


 

337 

 

345. Bhaskaran K, Armstrong B, Hajat S, Haines A, Wilkinson P, Smeeth L. Heat 

and risk of myocardial infarction: hourly level case-crossover analysis of MINAP 

database. BMJ. 2012;345:e8050. 

346. Hajat S, Kovats RS, Lachowycz K. Heat-related and cold-related deaths in 

England and Wales: who is at risk? Occupational and environmental medicine. 

2007;64(2):93-100. 

347. Achebak H, Devolder D, Ballester J. Heat-related mortality trends under recent 

climate warming in Spain: A 36-year observational study. PLOS Medicine. 

2018;15(7):e1002617. 

348. Wannamethee G, Whincup PH, Shaper AG, Walker M, MacFarlane PW. 

Factors determining case fatality in myocardial infarction "who dies in a heart attack"? 

Br Heart J. 1995;74(3):324-31. 

349. Shepherd J, Blauw GJ, Murphy MB, Cobbe SM, Bollen ELEM, Buckley BM, 

et al. The design of a prospective study of pravastatin in the elderly at risk (PROSPER). 

The American Journal of Cardiology. 1999;84(10):1192-7. 

350. Sartini C, Tammes P, Hay AD, Preston I, Lasserson D, Whincup PH, et al. Can 

we identify older people most vulnerable to living in cold homes during winter? Ann 

Epidemiol. 2018;28(1):1-7. 

351. Jones L, Mays N. The experience of potentially vulnerable people during cold 

weather: implications for policy and practice. Public health. 2016;137:20-5. 

352. Douma LG, Gumz ML. Circadian clock-mediated regulation of blood pressure. 

Free radical biology & medicine. 2018;119:108-14. 

353. National Institute of Health and Care Excellence (NICE). Excess winter deaths 

and morbidity and the health risks associated with cold homes. March 2015. Available 

from http://www.nice.org.uk/guidance/ng6. 

354. Shiue I. Cold homes are associated with poor biomarkers and less blood 

pressure check-up: English Longitudinal Study of Ageing, 2012-2013. Environmental 

science and pollution research international. 2016;23(7):7055-9. 

355. Parsons TJ, Sartini C, Welsh P, Sattar N, Ash S, Lennon LT, et al. Physical 

Activity, Sedentary Behavior, and Inflammatory and Hemostatic Markers in Men. 

Med Sci Sports Exerc. 2017;49(3):459-65. 

356. British Heart Foundation. Record numbers of hospital visits by women with 

heart disease and stroke. 2017. Available from  https://www.bhf.org.uk/news-from-

the-bhf/news-archive/2017/september/record-numbers-of-hospital-visits-by-women-

with-heart-disease-and-stroke. 

357. Ulmer H, Kelleher C, Diem G, Concin H, Ruttmann E. Estimation of seasonal 

variations in risk factor profiles and mortality from coronary heart disease. Wiener 

klinische Wochenschrift. 2004;116(19-20):662-8. 

358. British Heart Foundation. Your ethnicity and heart disease: your ethnic 

background can increase your risk of getting cardiovascular disease. 2007. Available 

from https://www.bhf.org.uk/heart-health/preventing-heart-disease/your-ethnicity-

and-heart-disease. 

359. Scotland census, 2011. Ethnicity, Identity, Language and Religion. Available 

from https://www.scotlandscensus.gov.uk/ethnicity-identity-language-and-religion. 

360. Office of National Statistics. Regional ethnic diversity, 2018. Available from 

https://www.ethnicity-facts-figures.service.gov.uk/british-population/national-and-

regional-populations/regional-ethnic-diversity/latest. 

http://www.nice.org.uk/guidance/ng6
https://www.bhf.org.uk/news-from-the-bhf/news-archive/2017/september/record-numbers-of-hospital-visits-by-women-with-heart-disease-and-stroke
https://www.bhf.org.uk/news-from-the-bhf/news-archive/2017/september/record-numbers-of-hospital-visits-by-women-with-heart-disease-and-stroke
https://www.bhf.org.uk/news-from-the-bhf/news-archive/2017/september/record-numbers-of-hospital-visits-by-women-with-heart-disease-and-stroke
https://www.bhf.org.uk/heart-health/preventing-heart-disease/your-ethnicity-and-heart-disease
https://www.bhf.org.uk/heart-health/preventing-heart-disease/your-ethnicity-and-heart-disease
https://www.scotlandscensus.gov.uk/ethnicity-identity-language-and-religion
https://www.ethnicity-facts-figures.service.gov.uk/british-population/national-and-regional-populations/regional-ethnic-diversity/latest
https://www.ethnicity-facts-figures.service.gov.uk/british-population/national-and-regional-populations/regional-ethnic-diversity/latest


 

338 

 

361. The UK Migrant Observatory. Migrants in the UK: An Overview, 2018. 

Available from https://migrationobservatory.ox.ac.uk/resources/briefings/migrants-

in-the-uk-an-overview/. 

362. United States Food and Drug Administration (FDA). FDA selects participants 

for new digital health software precertification pilot program. 2018. Available from 

https://www.fda.gov/newsevents/newsroom/pressannouncements/ucm577480.htm. 

363. American College of Cardiology's 67th Annual Scientific Session. Heart 

Attacks Often Follow Dramatic Changes In Outdoor Temperature, Available from 

https://scienmag.com/heart-attacks-often-follow-dramatic-changes-in-outdoor-

temperature/. 

364. UK Department for Digital, Culture, Media and Sport. Ethnicity facts and 

figures. 2019. Available from https://www.ethnicity-facts-

figures.service.gov.uk/health/exercise-and-activity/physical-activity/latest. 

365. National Institute for Heath and Care Excellence (NICE) guidelines. Excess 

winter deaths and illness and the health risks associated with cold homes. Published 

date: March 2015. Available from https://www.nice.org.uk/guidance/ng6/chapter/1-

Recommendations  

366. Dear KB, McMichael AJ. The health impacts of cold homes and fuel poverty. 

BMJ. 2011;342:d2807. 

 

https://migrationobservatory.ox.ac.uk/resources/briefings/migrants-in-the-uk-an-overview/
https://migrationobservatory.ox.ac.uk/resources/briefings/migrants-in-the-uk-an-overview/
https://www.fda.gov/newsevents/newsroom/pressannouncements/ucm577480.htm
https://scienmag.com/heart-attacks-often-follow-dramatic-changes-in-outdoor-temperature/
https://scienmag.com/heart-attacks-often-follow-dramatic-changes-in-outdoor-temperature/
https://www.ethnicity-facts-figures.service.gov.uk/health/exercise-and-activity/physical-activity/latest
https://www.ethnicity-facts-figures.service.gov.uk/health/exercise-and-activity/physical-activity/latest
https://www.nice.org.uk/guidance/ng6/chapter/1-Recommendations
https://www.nice.org.uk/guidance/ng6/chapter/1-Recommendations

