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Abstract

This matched case-control study examined the association between environmental heat
exposure and hospital encounters with acute kidney injury (AKI) among adults, 66 years
and older, in the province of Ontario, Canada. We matched 52,913 cases who had an AKI
event during the warm seasons (April to September) of 2005 to 2012 with 174,222
controls who did not have an AKI event. We matched cases to controls on date, age, sex,
residential status, income, and history of chronic kidney disease using a variable one to
four matching ratio. We classified heat periods as three consecutive days where the 95"
percentile of area-specific daily maximum temperature was reached or exceeded. We
determined associations using conditional logistic regression. Compared to non-heat
periods, high heat periods were significantly associated with greater risk of AKI (adjusted
odds ratio 1.11, 95% confidence interval 1.00 to 1.23).

Keywords

Acute kidney injury, administrative data, case-control, environmental heat, maximum

temperature, Ontario
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Chapter 1

1 Introduction

Climatological research strongly indicates that green house gas emissions are
contributing to the warming of the Earth’s surface.' There is near unanimous consensus
that climbing temperatures will coincide with more frequent and severe heat waves.” This
is alarming as the loss of life attributed to heat events is of considerable magnitude.’
Unmitigated environmental heat has also been repeatedly demonstrated to induce multi-
organ morbidity,* with the kidneys appearing particularly vulnerable.”® The volume
contractions that accompany environmental heat may lead to the short-term loss of
kidney function.” Acute kidney injury (AKI) is the medical term for this loss of function.®
AKI is a serious health condition and its occurrence is associated with increased risk of
chronic kidney disease, reduced quality of life, and death.”'? Older adults may be
disproportionately impacted by heat-associated AKI as a result of declining

13,14

thermoregulatory abilities,>'* and age-based declines in kidney function."

In previous studies environmental heat has been shown to consistently and significantly

exacerbate the risk of AKI across the United States and Australia.'®2*

However, the
generalizability of the association between environmental heat and AKI to more northern
latitudes has not been adequately investigated. Moreover existing studies have lacked
outcome focus and methodological rigor. To remedy these knowledge gaps, we
performed a matched case-control study with the purpose of evaluating the association

between environmental heat and hospital encounters with AKI among older adults in

Ontario, Canada.

The remainder of this thesis is structured into the following chapters: 2 Literature review,
3 Objectives, 4 Methods, 5 Results, and 6 Discussion. In Chapter 2 we describe what
constitutes environmental heat and review effect modifiers of heat health relationships as
well as risk factors for heat-related illness. This is followed by an explanation of what
constitutes AKI and the salient risk factors for AKI. Finally, we bring the two together to

explore what is known of the association between environmental heat and AKI. In



Chapter 3 we explicitly state the objectives of our research project. In Chapter 4 we
provide a transparent and detailed summary of our methods. In Chapter 5 we present our
written results and accompanying figures and tables. Lastly, in Chapter 6, we discuss our
findings, contextualizing them within the current literature and touching briefly on their
implications. We also reflect on the strengths and weaknesses of our work and conclude

with suggestions for future research.



Chapter 2

2 Literature review

2.1 Environmental heat

Rising ambient temperatures threaten to endanger human health. In conducting this
literature review we classified environmental heat as high ambient temperatures
originating from natural weather variation experienced at any time of day. This broad
definition of environmental heat may at times overlap and be compounded by aspects of
occupational heat, which can also originate from natural sources. However, occupational
heat is distinct in that it sometimes can stem exclusively from industrial sources and is

typically confined to the hours that workers are on the job (e.g. boiler room staff,

firefighters).?

Environment Canada once provided an official, country-wide definition of a heat wave as
three or more consecutive days when the maximum temperature was >32°C.>” However,
that definition is no longer in use and has been replaced by region-specific definitions of
heat events. Within the province of Ontario, Canada the maximum temperatures for
declaring heat alerts range between 29°C to 31°C depending on the location.*® In many
parts of Ontario, the number of days reaching above 30°C between 2021-2040 is
predicted to double compared to those observed between 1961-1990.%° With high heat
periods expected to become more frequent, detriments to public health are likely

imminent.*%*!

2.2 Effect modifiers of heat-health relationships and risk
factors for heat-related illness

Vulnerability to environmental heat is not uniform. Age, biological sex, comorbidities,
medications, residential status, and socioeconomic status may modify heat-health
relationships (third level variable) and/or directly alter the risk of heat-related illness

(independent variable).



221 Age

Age is a prominent modifier of the relationship between heat and mortality. In August
2003, a heat wave struck France resulting in roughly 15,000 excess deaths, the majority
of which were concentrated among the community-dwelling elderly. ** Increased age also
appears to negatively modify the relationship between heat and morbidity.'*** One study
out of New South Wales showed that for those aged 75 and older, the risk of all-cause
emergency department visits increased by 8% (relative risk [RR] 1.08, 95% confidence
interval [CI] 1.04 to 1.11) during heat waves, verses an increase of 1% (RR 1.01, 95% CI
1.00 to 1.02) in the under 75 age group.'* A formal statistical test for interaction by age

group was not performed."*

Several risk factors for heat-related mortality occur more frequently with older age as the
human body’s ability to withstand environmental heat declines.’* During periods of
dehydration, elderly individuals demonstrate impaired thirst recognition as well as
diminished conservation of sodium and water.'” On top of thermoregulatory deficiencies,
a lack of mobility may compound heat susceptibility.”” Being bed-bound (odds ratio [OR]
6.4, 95% CI 4.5 to 9.2), not leaving the home on a daily basis (OR 3.6, 95%CI 1.6 to 6.9)
and the inability to administer self care (OR 3.0, 95%CI 1.8 to 4.8) have all been
identified as prognostic factors associated with increased odds of death during heat

Waves.36

2.2.2 Biological sex

Evidence for whether biological sex modifies heat-health relationships is conflicting and

may be outcome dependent. Some studies have identified increased heat-related

37-39 . . 40
explicitly for cardiovascular outcomes such as stroke,~ and acute

41,42

morbidity in males,
myocardial infarction.” ™ Yet, other studies have identified increased heat-related

32,4346 - - -
’ Whether biological mechanisms underscore these observed

mortality in females.
sex differences in morbidity and mortality is poorly understood.* It is also possible that
the observed sex differences are derived from behavioral discrepancies (e.g. likelihood to
engage in outdoor activities).”® Alternatively, the supposed sex differences may be a

statistical byproduct. For instance, the higher suggested heat-related mortality in females



may result from residual confounding. Based on natural age structures and longer life
expectancies, older segments of the population are often comprised of greater proportions
of females.” Moreover in studies that do not control for income, it is possible that age
and sex act as proxies for socioeconomic status. Therefore, effect estimates may differ in
relation to the specific control variables included within the statistical models of each

study.

2.2.3 Comorbidities

The impact of environmental heat on human health should be assessed in accordance
with comorbidity status, which can both modify heat-health relationships and serve as a

direct risk factor for heat-related illness.

Diabetes has been shown to act as an effect modifier intensifying susceptibility to heat
stress. Hallmark features of diabetes such as poor glucose control, changes in insulin
kinetics and diabetic neuropathy may adversely impact heat tolerance.*’ In diabetics, the
ORs for mortality during episodes of extreme heat, compared to non-heat episodes, range

from 1.01 to 1.17.4%%

Deaths during heat waves have also been associated with the following risk factors: pre-
existing psychiatric illness (OR 3.6, 95% CI 1.3 to 9.8), cardiovascular illness (OR 2.5,
95% CI 1.3 to 4.8), and pulmonary illness (OR 1.6, 95% CI 1.2 to 2.1).%°

224 Medications

Certain medications appear to be potent risk factors for morbidity and mortality during
heat spells. Medications have the potential to interfere with adaptive heat responses by
antagonizing water retention, reducing heart rate, blocking autonomic input, curtailing
sweat production, hampering visceral blood flow, and decreasing renal function.™

Despite the vast potential for harm, there is limited evidence linking medication use to

heat-related morbidity and mortality.



Psychotropic drugs seem to be especially hazardous during times of high heat since their
actions on neuronal inputs can interfere with heat dissipation.”® During the Western
European August 2003 heat wave, the use of any psychotropic drug was associated with a
29% (95% CI 22% to 37%) increase in risk of death for elderly individuals aged 70 to
100 years.”' Moreover, there was a significant dose-response relationship between the
number of psychotropic drugs and risk of death (adjusted OR for linear trend 1.25, 95%
CI 1.21 to 1.29), with the highest effect estimates found for antidepressants (adjusted OR
1.71, 95% CI 1.57 to 1.86), and antipsychotics (adjusted OR 2.09, 95% CI 1.89 to
2.35).>! Another study that focused on hospital admissions during the same 2003 heat
wave yielded analogous main effect estimates.”® The meta-analysis by Bouchama et al.
reinforced the dangers, demonstrating that psychotropic drug use during heat waves

increased the pooled odds of death almost two-fold (OR 1.9, 95% CI 1.3 to 2.8).%¢

225 Residential status

The built environment and human activity alter surface temperature conditions. The
urban heat island is an example of this, whereby air temperatures in metropolitan regions
are elevated in comparison to surrounding non-metropolitan regions.” Temperatures in
urban centers have been recorded to be between 2°C to 12°C higher than in nearby rural
areas.”* Urban heat islands are the culmination of many factors such as loss of vegetation
cover, sparse tree canopies, increased anthropogenic gases, and reduced ventilation.”*’
Pervasive dark sealed surfaces in urban areas also disrupt energy balances and interfere
with nocturnal cooling so that nighttime temperatures stay elevated. Under these

56,57
d.”

conditions, reprieve from the heat is limite Previous studies have found heat-health

effect estimates are modified by geographic region with more urban districts showing the

o . 56,58,59
largest associations for mortality.™™

In addition to having distinct physical landscapes, urban centers also exhibit high
settlement densities. Population density is a risk factor for heat stress with greater
densities achieved by residents dwelling in closer proximities.®’ Living on the upper
floors of high rise apartment buildings has also been demonstrated to aggravate heat-

related morbidity.®"*



Although not subject to urban heat islands or high settlement densities, rural settings are
still vulnerable to environmental heat stress for different reasons. Firstly, the catchment
areas for rural hospitals tend to be larger, meaning residents may have to travel further to
access care.”’ Secondly, distinct lifestyle differences between urban and rural residents
persist. A Canadian study looking at daily time-activity patterns demonstrated that rural
seniors (aged 60 and over) spent on average 0.9 more hours outdoors per day compared
to urban seniors (p-value<0.001).°* Overall, rural residents were less likely to have an air
conditioner (43.0% vs. 57.2 %, p—Value<0.001).(’4 Furthermore, 37.8% (95% CI 31.2% to
44.4%) of rural residents reported working in outdoor occupations verses only 23.1%
(95%CI 19.0% to 27.2%) of urban residents.® Urbanites may be protected in this regard,
given that time spent indoors is significantly associated with lower personal heat

65
exposure.

In the past, investigations specific to rural communities have been scarce because
meteorological monitors in these locations are usually spaced far apart. A contemporary
study used geostatistical kriging to interpolate heat stress and found the average rate of
emergency room visits in rural Southern, Ontario (defined as communities of <100,000
population) was 1.11 times higher (95% CI 1.07 to 1.15) during a heat wave than during
control periods.”® As temperature modeling systems continue to improve, it is critical to
consider the unique challenges faced by rural communities in juxtaposition to their urban

counterparts.

2.2.6 Socioeconomic status

66,67
=" Lower

Socioeconomic status has been shown to modify temperature-health relations.
SES has also been implicated as a risk factor for heat-related illness.®** A study of the
1980 heat wave in St. Louis and Kansas City, United States found age-adjusted rates of
heatstroke were six-fold higher in the lowest SES quartile compared to the highest SES
quartile.®® Correspondingly, during the 2009 heat wave in Adelaide, Australia, hospital
admissions for heat-related illness more than doubled for individuals in the lowest SES

quartile compared to individuals in the other quartiles (OR 2.10, 95% CI 1.09 to 4.04).%

Poor quality housing and lack of access to air-conditioning are circumstances that are



believed to contribute to the observed increases in heat-related morbidity and mortality in

individuals of low SES.”

2.3 Acute kidney injury
Acute kidney injury (AKI) was formerly referred to as acute renal failure. In conducting
this literature review, AKI was used exclusively and was considered to encompass the

more narrowly defined acute renal failure.

AKI is a serious clinical condition characterized by an abrupt decline in kidney
function.”' AKI is classified along a spectrum of pathology, ranging from mild to severe,
and occurs over a continuum of time, spanning from hours to days.”* A cornerstone of
AKI is the build-up of serum creatinine (SCr) and other nitrogenous waste products in
response to diminishing glomerular filtration rates (GFR).” In the majority of patients,
the deterioration in kidney function is also followed by a decrease in urine output.”
Based on the most recent consensus guidelines, AKI can be diagnosed if one of the
following criteria is fulfilled: (I) SCr increase > 0.3 mg/dl (= 26.5 pmol/l) within 48
hours; or (II) a >1.5-fold SCr increase within seven days (as compared to a known or
suspected baseline value); or (III) a reduction in urine output to < 0.5 ml/kg/day for at

least 6 hours.®

To date, epidemiological research has focused on well-defined cases of hospital-acquired
AKI. However, information on the frequency of community-acquired AKI is integral to
understanding external risk factors. One study that managed to quantify community-
based rates, observed that when comparing 1996-1997 to 2002-2003 the incidence of
non-dialysis requiring AKI in the general population rose from 323 (95% CI 317 to 329)
to 522 (95%CI 516 to 529) per 100,000 person years; while the incidence of more severe
dialysis-requiring AKI rose from 20 (95%CI 18 to 21) to 30 (95%CI 28 to 31) per
100,000 person years.” Although AKI-associated mortality has decreased in the last few
decades in developed countries, the absolute number dying remains high because of

. . .. 76.77
mcreasing incidence. ™

AKI is estimated to afflict over 13 million people each year, placing a tremendous burden

on individual patients and international health-care systems at large.”® AKI is more



common in the elderly’’ and has been associated with significant mortality, development
of end-stage renal disease (ESRD), longer hospital stays, and inflated health care

costs.g’10

There are few proven therapies to reverse the damage of AKI. Acute dialysis is
the standard therapeutic option, but is not a direct treatment. Dialysis merely supplants
kidney function to allow time for healing. Even if the patient survives, full restitution of
kidney function is not guaranteed and depends in part on age, pre-existing disease, and

the extent of structural damage.**™!

2.4 Risk factors for acute kidney injury

Age, biological sex, chronic kidney disease, diabetes, cardiovascular disease, liver

disease, and certain medications have all been identified as risk factors for AKI.

241 Age

Increasing age is associated with increasing risk of AKI. Older adults are more
susceptible to AKI for several reasons; 1) increased prevalence of comorbidities, such as
diabetes and heart failure; 2) higher rates of diagnostic procedures and medical
interventions;* and, 3) increased use of medications that either directly injure the kidneys

or indirectly interfere with the kidneys’ regulatory capacities.”

Further compounding the vulnerability of older adults are anatomical and physiological
problems with the kidneys themselves. Age-based structural impairments include
decreases in total renal mass, glomerulosclerosis, vessel wall thickening, and tubule
loss.'* Functionally, these impairments translate into natural declines in GFR, usually

beginning in the fourth decade of life (30 to 39 years of age).'>*

It is probable that the rising incidence rates of AKI are tied to aging population
structures.”*** Community-based incidence rates of AKI have been observed to
increase from 815 per 100,000 person-years (95%CI 801 to 828) in those aged 60 to 69,
to 1809 per 100,000 person-years (95% CI 1784 to 1835) in those aged 70 to 79, all the
way up to 3545 per 100,000 person-years (95%CI 3481 to 3610) in those aged 80 and

OVeI'.75



10

The high incidence of AKI in older adults is concerning given the poor prognoses for
members of this population. In a meta-analysis of 17 studies published between 2000 and
2007, it was shown that 31% of patients with AKI aged 65 and older were unable to
return to baseline kidney function or regain independence from renal replacement
therapy, compared to 26% of patients under age 65 (pooled RR 1.28, 95% CI 1.06 to
1.55).%¢

2.4.2 Biological sex

Males appear to be more susceptible to AKI than females.”***¢ A study investigating
community-acquired AKI out of Canada, observed the annual incidence of severe AKI to
be 13 per 100,000 in males compared to 9 per 100,000 in females (RR 1.4, 95% CI 1.1 to
1.9).% For those aged 65 and older, the sex difference was even greater with 70 per
100,000 males affected verses 32 per 100,000 females (RR 2.2, 95% CI 1.5 to 3.2).86
Additional work is needed to explain the underpinnings of these reported sex-differences

in AKI risk.

2.4.3  Chronic kidney disease

Chronic kidney disease (CKD) is defined by a baseline GFR of <60 ml/min/1.73m’
persisting for more than 3 months.” It is distinguished from AKI by its longevity.

Despite having different timescales, the two conditions are closely interrelated.*®

Research in this area has shown a graded relationship between progressive CKD stages
(lower estimated GFR categories) and escalating risk of AKIL***" A study from 1996 to
2003, found the adjusted ORs for dialysis-requiring AKI were 2.0 (95% CI 1.7 to 2.3),
6.5 (95% CI 5.6 to 7.7), 28.5 (95% CI 24.5 to 33.1), and 40.1 (95% CI 33.8 to 47.6)
comparing hospitalized adults with respective baseline estimated GFRs of 45-59, 30-44,
15-29, and <15 ml/min/1.73m” to a non-CKD referent group with estimated GFRs > 60
ml/min/1.73m*.* An ensuing Canadian study from 2003 to 2006 found congruent results;
adjusted ORs for AKI were 2.9 (95% CI 2.7 to 3.1), 6.2 (95% CI 5.7 to 6.8), and 18.3
(95% CI 16.5 to 20.3) comparing hospitalized adults with baseline estimated GFRs of 45-
59, 30-44, and <30 ml/min/1.73m?” to a non-CKD referent group with estimated GFRs
>60 ml/min/1.73m”.
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244 Diabetes

192 In diabetes, the inability

Diabetes is a potent risk factor for the development of AKI.
to produce insulin leads to high blood glucose levels that progressively scar renal
vasculature and heighten susceptibility to acute insults. A population-based study of
adults in a Health Region of Alberta, Canada estimated the risk of severe community-
acquired AKI to be 10.3 times higher in individuals with diabetes compared to those
without (RR 10.3, 95% CI 7.7 to 13.6).% A case-control study comparing a sample of

hospitalized patients also demonstrated an association between hospital-acquired AKI

and diabetes, though the effect was dampened (adjusted OR 2.1, 95% CI 1.9 to 2.3).*

245 Cardiovascular disease

There is a reciprocal relationship between heart failure and worsening kidney function.
The two adverse outcomes often occur concomitantly with the failing heart accelerating
kidney under-perfusion, and vice-versa.” A meta-analysis of 80,098 heart failure patients
classified 63% as having any renal impairment, with 29% having modest to severe
impairment.”* The adjusted all-cause mortality was significantly elevated in heart failure
patients with any renal impairment (hazard ratio [HR] 1.56, 95% CI 1.53 to 1.60) and
modest to severe renal impairment (HR 2.31, 95% CI 2.18 to 2.44) compared to heart

failure patients without renal impairment.”*

Beyond heart failure, other cardiovascular conditions may also predispose to AKI. Severe
AKI has been found to develop more frequently among individuals with a history of heart
disease (RR 24.0, 95% CI 18.5 to 31.2) or stroke (RR 22.0, 95% CI 15.6 to 31.0).*® AKI
requiring dialysis has also been found to develop more frequently among hospitalized

adults with diagnosed hypertension.*

246 Liver disease

AKI is a potential sequela of liver disease, occurring in up to 20% of hospitalized patients
with cirrhosis.”” An analysis of intensive care-units in 16 countries found patients with a
history of cirrhosis were more than twice as likely to develop AKI than patients without a

history of cirrhosis (OR 2.18, 95% CI 1.16 to 4.10). °° Development of AKI in patients
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with compromised liver function is an important prognostic factor, predicting increased

morbidity and mortality.”” "%

247 Medications

Modulations in renal blood flow may trigger AKI. Three classes of drugs with the
capacity to induce AKI through hemodynamically mediated pathways are:
1) diuretics; 2) non-steroidal anti-inflammatory drugs (NSAIDs); and, 3) angiotensin-

converting enzyme (ACE) inhibitors or angiotensin II receptor blockers (ARBs). "'

Diuretics deplete fluid volumes and are known to increase AKI risk.'”'* A multi-center
prospective study identified diuretics as the second-leading cause of drug-induced AKI

- 104
accounting for 22% of cases.

NSAIDs have also been associated with increased AKI risk.'” NSAIDs inhibit
prostaglandin production, which results in reduced dilation of the afferent arterioles in the
kidneys. When renal perfusion is inadequate, the NSAID-invoked limitations on intra-
renal blood flow may lead to kidney damage.'”" A meta-analysis of five observational
studies found that AKI risk was significantly elevated among traditional NSAID users in
comparison to non-users, with the pooled RRs for individual NSAIDs varying between
1.58 and 2.11.' The association between NSAIDs and AKI is of concern due to the

widespread access and ubiquitous use of these drugs.'®

Other frequently prescribed drugs that have been associated with increased AKI risk are
ACE inhibitors and ARBs. These drugs exert antihypertensive effects by interfering with
the production and binding of angiotensin-II. However, by disrupting the renin-
angiotensin system, ACE inhibitors and ARBs simultaneously limit the body’s ability to
compensate for volume losses.'”” An ecological study in England approximated that up to
15% of the escalation in AKI admissions detected from 2007 to 2011 were attributable to

increases in ACE inhibitor and ARB prescribing rates.'*®

Diuretics, NSAIDs, and ACE inhibitors or ARBs may be even more dangerous when
taken in combination. A nested case-control study followed 487,372 antihypertensive

users for a mean of 5.9 years to show that triple therapy was associated with a 31%
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increase in AKI risk (RR 1.31, 95% CI 1.12 to 1.53) when compared to use of
antihypertensive drugs (diuretics and/or ACEis or ARBs) without NSAIDs.'” A
subsequent nested case control study of 78,379 antihypertensive users, also found that

triple therapy was associated with increased AKI risk (adjusted rate ratio 1.64, 95% CI

1.25 to 2.14) when compared to use of antihypertensive drugs without NSAIDs. "'

2.5 Association between environmental heat and acute
kidney injury

We performed a detailed literature search of several bibliographic databases and

identified 10 studies that examined the association between environmental heat and AKI.

All of the studies (depicted in Table 2-1) found a significant association between various

16-25

heat indicators and increased risk of AKI. However, these studies were limited by

16-19,21-25

outcome measures with unknown or unmentioned validity, exclusive use of

16-20,22,24,25

coarse weather station data, and case-only designs that did not incorporate

16-25
external controls.

In addition, the heat indicators were not chosen with the specific
etiology of AKI in mind because the majority of these studies set out to explore a
plethora of heat-related outcomes.'®'*2"**"%> Only two of these studies were focused on

. 17,22
renal disease.””

Moreover, the effect estimates were consistently small in magnitude.
Although small effect sizes are commonplace in environmental epidemiology,''" in light
of the limitations of these studies, it is difficult to discern whether the hypothesized heat
and AKI association is a true effect or merely an artifact of uncontrolled confounding.
Furthermore, over half of these studies were confined to California'®'®1%*1* and
Australia.” California is situated along the Pacific coast of the United States, and as a
result, has a Mediterranean-like climate with hot, dry summers and mild winters.!!?
While in Australia, the temperature threshold for defining heat events tends to be

considerably higher than in the northern hemisphere.'"?

The relationship between
environmental heat and the risk of AKI has not been adequately explored in regions with
more fluctuating temperature profiles. This is an important step because these regions
have a very different overall temperature experience due to tremendous variation between

long cold winters and short summers. For example in Ontario, Canada , winter
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temperatures can drop below -40°C; while summer temperatures can exceed 30°C.""*
Although consistent hot temperatures are usually confined to June, July, and August, hot
episodes can also occur anomalously in the late spring and early fall months.'"> Taken
together, the short summers and anomalous heat events may hinder adaptation thereby
altering the relationship between environmental heat and AKI in Ontario compared to

other settings.



Table 2-1. Summary of key findings associating environmental heat with AKI
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Location, Population Exposure Key Findings Limitations Quality
Author, Timeframe (Outcome Score
Year Definition) (0-28")
Time-Stratified Case-Crossover Studies
Basuetal.,, California, 21,650 Same day mean - Odds of emergency - Ecologic-level 18
2012'° United States, emergency room apparent room visit with AKI exposure data
May-September, visits with temperature increased 15.9% per (weather station data,
2005-2008 principal 5.6°C increase in same  with 10 km radius)
diagnosis of day mean apparent - No information on
AKI temperature (OR 1.159,  pre-existing illness
(ICD-9: 584) 95% CI'1.127to 1.193) - Possible deviations
from linearity not
accounted for
Fletcheret =~ New York State, 12,370 Daily mean, - Odds of hospitalization - Ecologic-level 18
al., 2012" United States, hospitalizations ~ maximum, and  with AKI increased 9%  exposure data
July-August, with a principal ~ minimum values per 2.78°C in mean (weather stations)
1991-2004 discharge of actual and actual temperature at lag - No information on
diagnosis of apparent 1 (OR 1.09, 95% CI mitigating resources
AKI temperatures, 1.07 to 1.12) - Failed to capture less
(ICD-9: 584) lagged by upto - Lags 0-2 showed severe illness that did
5 days before significant increases in ~ not require inpatient
admission odds of hospitalization =~ admission

with AKI across all six
temperature indicators
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Green et al.,, California, 17,778 hospital ~ Same day mean - Odds of hospital - Ecologic-level 18
2010 United States, admissions with  apparent admission with AKI exposure data
May-September, a primary temperature increased 7.4% per 5°C  (weather stations with
1999-2005 diagnosis of increase in same day 10 km radius)
AKI mean apparent - No information on
(ICD-9: 584) temperature (OR 1.074, mitigating resources
95% CI11.040 to 1.109) - Do not know validity
of coding practices
across hospitals and
diagnoses
Ostro et al., California, 34,878 hospital  Mean, - Odds of hospital - Ecologic-level 18
2010" United States, admissions with  maximum, and  admission with AKI exposure data
May-September, a primary minimum daily  increased 10.2% per 5°C  (weather stations)
1999-2005 diagnosis of apparent increase in same day - Seasonal and long-
AKI temperature mean apparent term effects in
(ICD-9: 584) temperature (OR 1.102, exposure series
95% CI11.072 to 1.132)  minimized but not
eliminated
Time-Series Analyses
Bobb et al., United States, 12,676 Heat wave - RR of hospitalizations - Ecologic-level 20
2014%° 1999 to 2010 hospitalizations  periods defined  with AKI increased to exposure data
with AKI in as at least two 1.14 (95% CI 1.06 to (weather stations
adults aged 65 consecutive days 1.23) on heat-wave days within 35 km from

years or older,
identified by

with average
daily

compared to matched
non-heat wave days

geometric center of
county)
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clinical temperatures - Absolute risk - Wide variety of
classification exceeding the differences was 0.24 outcomes, multiple
software 99™ percentile of  (95%CI 0.09 to 0.39) testing
algorithm based the distribution = excess daily hospital
on ICD-9 codes  of daily admissions with AKI
temperatures for per 100,000 individuals
that county
Guirguis et  California, An average of Heat events - Average daily excess - Ecologic-level 13
al., 2014%' United States, 57 defined as hospitalizations with exposure data
May-September, hospitalizations  periods where AKI increased by a (weather station data
1999-2009 with diagnosis daily maximum  count of 4.5 (95% CI interpolated onto a 12
of AKI temperatures 4.4 to 4.5) when km x 12 km grid)
observed per and morbidity considering the entire
non-heat day were strongly span of the heat health
(ICD-9: 584) correlated and event and by a count of
both metrics 10.1 (95% C1 9.9 to
showed 10.3) at heat wave peak
anomalies compared to non-heat
days
Hansen et Metropolitan 3579 admissions Heat waves - IRR of hospital - Ecologic-level 17
al., 2008% Area of with discharge defined as three  admissions with AKI exposure data (single
Adelaide, diagnosis of or more increased to 1.255 (95%  weather station)
Australia, AKI consecutive days CI 1.037 to 1.519) - No information on

January 1,1995 -
December 31,
2006

(ICD-10: N17)

with daily
maximum
temperatures
>95" percentile

during heat wave
periods compared to
non-heat wave periods
in the warm season

mitigating resources
- Possibility of
miscoding

- Relatively small
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(35°C) of
maximum
temperature
range for study
period

(November-March)

number of admissions
- No medication
histories

- Insufficient control
of time trends

Isaksen et King County, - 752,151 - RR analysis: - RR of unplanned, non- - Ecologic-level 19
al., 2015 Washington, unplanned, non- heat day defined traumatic exposure data
United States, traumatic total as day average hospitalizations with (gridded [1/16°]
May-September, hospital humidex AKI increased to 1.68 resolution)
1999-2010 admissions exceeded 99" (95% CI 1.41 to 2.01) - No information on
- Number of percentile of all  on a heat day compared  mitigating resources
hospital days, January- to a non-heat day - Inappropriate
admissions with  December -Time-series: For every  boundary selection
the specific (36.2°C) 1°C in daily maximum - No correction for
diagnosis of - Time-series: humidex above 37.4°C,  multiple comparisons
AKI not cut-off defined  hospitalizations with
specified as 1.2°C above AKI increased by 7.6%
(ICD-9: 584) 99™ percentile (95%CI 3.2% to 12.2%)
(37.4°C)
Case-Only Analyses
Knowlton et California, - 13,829 Heat wave - RR of hospitalization - Limited to a single 19
al., 2009%* United States, hospitalizations  period defined with AKI increased to heat wave
July-August, with a diagnosis  as July 15 to 1.11 (95% CI1 1.08 to
2006 of AKI recorded August 1, 1.15) during heat wave
across any reference periods compared to
diagnostic field  periods defined  non-heat wave periods
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(ICD-9: 584) as July 8-14 and
August 12-22

Semenza et  Chicago, - 61 inpatient Heat wave -49 (95% CI: 31 to 66) - Failed to capture less 14
al., 1999 United States, admissions with  period defined excess inpatient severe illness that did
July 1994, a primary as July 13-19 of admissions with a not require inpatient
July 1995 discharge 1995, expected  primary discharge admission
diagnosis of counts averaged  diagnosis of AKI during - Small sample size
AKI observed across four the heat wave compared
during heat referent weeks to reference periods
wave including July
(ICD-9: 584), 6-12 of 1995
only 13 and July 6-12,
admissions were  13-19, 20-26 of
expected 1994

Abbreviations: AKI, acute kidney injury; CI, confidence interval; ICD-9 International Classification of Diseases, ninth revision; ICD-10, International
Classification of Diseases, tenth revision; IRR, incidence rate ratio; OR, odds ratio; RR, relative risk

' We evaluated the quality of individual studies using the Black and Downs quality assessment checklist, which is a list of 27 criteria to evaluate both randomized
and non-randomized trials.''® This scale covers the completeness/clarity of study reporting, external validity, internal validity (e.g. bias and confounding) and
power. The tool was modified slightly for our use. Specifically, question 27 was simplified to a choice of awarding either 1 or 0 points depending on whether
there was sufficient statistical power to detect a clinically important effect. We gave all included studies a score from 0 to 28, according to the following four

quality categories: excellent (26 to 28), good (20 to 25), fair (15 to 19), and poor (less than or equal to 14).
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2.6 Conclusion

Environmental heat is recognized as the most common cause of weather-related fatalities
in high-income countries.''” However, the non-fatal effects of environmental heat are
underrepresented in the literature.''® One biologically plausible outcome that mandates
further attention is the development of AKI. Knowledge of the heat and AKI association
among older adults in Ontario,Canada is imperative because heat exposure is

9 Pyblic health action plans, that direct residents to cooling stations and issue

avoidable.
heat alerts, may be strengthened by a more thorough understanding of what types of

services are needed and for whom.



21

Chapter 3
3  Objectives

The following objectives pertain to the population of older adults, 66 years and older,

residing in Ontario Canada.

3.1 Objective 1 - Costing

To describe the median 30-day government payer health care cost of a hospital encounter

with AKI.

3.2 Objective 2 — Impact of heat periods

To evaluate whether heat periods are associated with AKI.

We hypothesize that heat periods will be associated with a higher risk of AKI.

3.3 Objective 3 — Impact of high humidex periods

To evaluate whether high humidex periods are associated with AKI.

We hypothesize that high humidex periods will be associated with a higher risk of AKI.

3.4 Objective 4 — Effect modification by age

a) To evaluate whether the association between heat periods and AKI differs between
individuals aged 66 to 79 years versus those over 79 years.
We hypothesize that the association between heat periods and risk of AKI will be

elevated in individuals over 79 years compared to individuals aged 66 to 79 years.

b) To evaluate whether the association between high humidex periods and AKI differs
between individuals aged 66 to 79 years versus those over 79 years.
We hypothesize that the association between high humidex periods and risk of AKI will

be elevated in individuals over 79 years compared to individuals aged 66 to 79 years.
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3.5 Objective 5 — Evaluation of methodological approaches

a) To explore whether the association between heat periods and AKI is robust to different
methodological approaches.
We hypothesize that the association between heat periods and AKI will be consistent

across methodological approaches.

b) To explore whether the association between high humidex periods and AKI is robust
to different methodological approaches.
We hypothesize that the association between high humidex periods and AKI will be

consistent across methodological approaches.
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Chapter 4

4  Methods
4.1 Study design

We conducted a population-based, matched case-control study of older adults, aged 66
years and over, using Ontario’s linked health care administrative databases. These
datasets were linked using unique encoded identifiers and analyzed at the Institute for

Clinical Evaluative Sciences (ICES).

This study was approved by the institutional review board at Sunnybrook Health Sciences
Centre, Toronto, Canada. We followed a pre-specified analysis plan and adhered to the
REporting of studies Conducted using Observational Routinely-collected health Data
(RECORD) guidelines. 120

4.2 Study population

Ontario is Canada’s most populous province. As of July 1, 2012, it was estimated that
approximately 2 million (15%) of Ontario’s roughly 13.5 million residents were aged 65
years and over, while more than 0.5 million (4%) of the total population were over 79
years of age.'*" All Ontario residents’ receive universal access to hospital and physician
services under a single-payer health care system. However, individuals aged 65 years and
over also receive universal outpatient prescription drug coverage. Therefore, we restricted
our study to Ontario residents aged 66 years and over to ensure at least one year of
complete information on all dispensed drugs was available and could be included in our
analysis. Additionally, this age segment mandates specific attention because they are at

increased risk of heat illness®* and AK1.”’

4.3 Timeframe and setting

The eight accrual periods of this study spanned from April 1 to September 30" of each
year from 2005 to 2012. We selected this timeframe because 2005 to 2012 were the only
years for which heat exposure data were available across the entire warm seasons. We

defined the warm seasons as April 1 to September 30" in order to capture the wide
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range of high temperatures experienced across Ontario in a given year. Ontario has a
humid continental climate typified by large seasonal variations; it is hallmarked by a
general temperature gradient that decreases moving from north to south and is tempered
by large bodies of water, especially the Great Lakes.'** Although June, July, and August
tend to be the hottest months with maximum temperatures exceeding 30°C, outlier heat
events can occur in the late spring and early fall. As of 2009, over 70% of Ontario

. e . ., 123
households had access to an air conditioning unit.

4.4 Data sources

Administrative databases are compilations of digitized data generated whenever health
care is delivered.'** For instance, the date and time of patient appointments will often be
logged in a computerized system, as will any compensation claims made by physicians.
This creates digital footprints that can be linked to follow individual patients as they
navigate pathways of treatment. Although administrative data are not primarily collected
for research purposes, when used appropriately the data provide a fertile ground for

performing research.

Our study used a combination of administrative, clinical, survey, and weather data. In
total, we used seven databases to ascertain health outcomes, medication use, patient

characteristics, temperature exposures, and other covariate information.

1) Registered Persons Database (RPDB)

RPDB catalogues demographic information and vital statistics for any individual
who has been issued a health card number in Ontario. We used RPDB to identify
age, sex, and vital status information. RPDB also contains the best-known annual
postal code of residence for eligible persons as of July 1* each year. Postal codes
are six character strings defined for mailing purposes. At the time of this study,

there were over 280,000 postal codes in Ontario.'*
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Census

The dissemination area (DA) is the smallest geographic region for which all
census data relevant to our study are released; approximately 400 to 700 persons

126 We retrieved DA-level information on residential status

reside within each DA.
(rural vs. urban) and neighbourhood income quintile. We employed an ICES
definition to classify rural areas as those with a community size <10,000. Income
quintiles were categorized according to fifths of average neighborhood income.
These quintiles are constructed separately for each census metropolitan area,
census agglomeration, or residual area before being aggregated to the provincial

127
level.

Consequently, the exact numerical values defining each quintile vary. We
instead used adjectival descriptors for the quintiles with 1 corresponding to the

lowest (poorest) quintile and 5 corresponding to the highest (richest) quintile.

Global Environmental Multiscale Surface (GEM-SURF) Database

GEM-SUREF is an external forecasting system developed by Environment Canada.
The system accounts for land cover (e.g. built or natural) to accurately model
surface and near-surface meteorological variables with high resolution. In
previous studies, GEM-SURF weather predictions were shown to improve upon

g 128-130
existing methods.

The 2006 census defined 19,177 DAs in Ontario. The GEM-SURF database at
ICES has daily weather summaries for 19,094 of these DAs. The missing DAs
were removed from GEM-SUREF because they either had incomplete daily
weather summaries or their central grid points corresponded to bodies of water.
For the remaining DAs, we used daily weather summaries expressed as
percentiles of maximum temperature and maximum humidex. These percentiles
were specific to each DA and were created from the entire timespan of available

GEM-SURF data (June 1, 2004 to April 30, 2013).
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Canadian Institute for Health Information Discharge Abstract Database (CIHI-
DAD)

CIHI-DAD contains diagnostic and procedural information for all hospital
inpatient admissions in Ontario. Up to 25 diagnostic codes can be attributed by a
medical coder to a single hospitalization, while procedural codes are entered as
needed. One of the diagnostic codes must be labeled ‘M’ to indicate the condition
that was most responsible for the length of stay and resources used. Prior to 2002,
diagnostic codes followed the International Classification of Diseases, Ninth
Revision (ICD-9) and procedural codes followed the Canadian Classification of
Diagnostic, Therapeutics, and Surgical Procedures (CCP). From 2002 onward,
diagnostic codes followed the International Classification of Diseases, Tenth
Revision (ICD-10) and were accompanied by a new standard of procedural codes,
the Canadian Classification of Health Interventions (CCI). We used diagnostic
and procedural codes from these various classification systems to classify
comorbidity status using a five-year look back window. Since our accrual period
began in 2005, we used ICD-10 codes exclusively to identify cases with AKI.

Costing information was also obtained from CIHI-DAD.

Canadian Institute for Health Information National Ambulatory Care Reporting
System (CIHI-NACRS)

CIHI-NACRS contains diagnostic and procedural information for all emergency
department visits that have occurred in Ontario. Up to 10 diagnostic codes can be
attributed by a medical coder to a single emergency department visit. One of the
diagnostic codes is referred to as the main diagnosis to indicate the predominant
impetus driving the patient’s visit and need for treatment. We used CIHI-NACRS
to complement CIHI-DAD in identifying cases of AKI. We also obtained costing
information from the CIHI-NACRS database.

Ontario Drug Benefit (ODB) Database

All Ontario residents aged 65 and older qualify for coverage under the ODB

program. Written claims for outpatient prescription drugs dispensed under this
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program are reliably transmitted to the ODB database. Each electronic claim in
the ODB database accurately identifies the unique drug dispensed, patient to
whom the drug was dispensed to, prescribing physician, date drug was dispensed,
number of days supplied, cost, and location of dispensing. The overall error rate
for electronic information in the ODB database compared to written prescription
information is 0.7% (95% CI 0.5% to 0.9%)."*' We used the ODB database to

identify long-term care facility utilization and medication use.
7) Ontario Health Insurance Plan (OHIP) Database

This database houses information on all health care providers who submit claims
under OHIP, and includes data on inpatient and outpatient physician services. We
used the claims information captured in OHIP, in addition to diagnostic and
procedural information from CIHI-DAD, in identifying comorbidity status. We

also obtained costing information from the OHIP database.

These databases, with the exception of GEM-SURF, have been used repeatedly to study
132-135

the outcome of AKI.
4.5 Data linkage and missingness

We linked individual records across datasets using unique, encoded personal identifiers
called ICES Key Numbers (IKNs). We then used the Postal Code Conversion File
provided by Statistics Canada to convert best annual postal codes of residence, available

136 This allowed us to link

for each individual record, to the corresponding DA.
geographic attributes (from Census and GEM-SURF) to the IKNs using the assigned DAs

as the common element.

We were not able to convert the best annual postal code of residence to the corresponding
DA in <0.5% of individuals. Without an identifying DA, we could not link area-level
census attributes including residential status and neighbourhood-level income quintile.
Instead, we excluded cases and controls missing these attributes prior to matching.
Moreover, we were not able to link heat exposure information in <0.5% of individuals

because, as stated in Section 4.4, some DAs are missing form the GEM-SURF database.
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We excluded cases and controls with missing heat exposures after matching to allow for a
complete case analysis. Both of these exclusions are detailed in Figure 4-1 (cases) and

Figure 4-2 (controls). Information on all other variables was complete.

4.6 Identification of hospital encounters with acute kidney
Injury
We defined hospital encounters with AKI by the presence of ICD-10 code N17, across
any diagnostic field in either the CIHI-DAD or CIHI-NACRS databases (see Appendix
B). In a former validation study, we tested the ‘all diagnoses’ N17 coding algorithm for
the ability to detect a > 2-fold increase in serum creatinine (SCr) concentration from
baseline in Ontario’s 66 and over population."’ The sensitivity was found to be 61.6%
(95% CI 57.5% to 65.5%) for hospital admissions and 37.4% (95% CI 32.1% to 43.1%)
for emergency department visits; however in both of these settings, the specificity was
over 95%."" For hospital admissions, the median absolute change in SCr was 98 pmol/l
(interquartile range [IQR] 43 to 200) in code positive patients and 6umol/l (IQR -4 to 20)
in code negative patients."*’ For emergency department visits, the median absolute
change in SCr was 133umol/l (IQR 62 to 288) in code positive patients and 2 umol/l
(IQR -8 to 14) in code negative patients."*” Although the incidence of AKI may be
underestimated by up to five-fold using the N17 code, the code does clearly distinguish
between groups of patients and is more likely to pick up the most severe cases of AKI, as

defined by greater elevations in SCr.

4.7 Selection of cases and controls

We selected all Ontario residents who had at least one hospital encounter (hospital
admission [CIHI-DAD] or emergency department visit [CIHI-NACRS]) with AKI during
the study period from April 1%, 2005 to September 30", 2012 and who were at least 66
years of age at the time of the encounter. If persons had more than one hospital encounter
with AKI during the study period, we restricted our analysis to the first encounter. We
selected the first encounter during the study period in an attempt to identify incident AKI
cases because it is well established that the initial occurrence of AKI alters the risk of

138,139
recurrence. ~ ~~ However, we were not able to rule out AKI encounters that occurred
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prior to April 2005. For inpatient admissions we considered the entire hospitalization as
one encounter, even if the patient was hospitalized at multiple facilities. We excluded
patients whose first encounter with AKI during the study period fell outside of the
relevant accrual windows (April 1* to September 30" of each year). For the remaining

cases, we designated the date of the hospital encounter as the index date.

We defined potential controls as all individuals who met the eligibility of cases, but did
not have a hospital encounter with AKI over the study period. We randomly selected
index dates for controls to match the distribution of index dates by cases, so that the
relative frequency of every day was equally represented across the two datasets. We
eliminated controls who did not meet the age restriction or had died prior to their selected

index dates.
The following exclusions applied to both cases and controls:

1) Receipt of dialysis in the year prior to index date, or, receipt of kidney transplant
in the five years prior to index date.
The development of AKI was not considered relevant in patients whose kidneys

were already failing.

2) Long-term care facility utilization prior to index date.
It was assumed residents’ exposures to ambient temperatures would be limited in

these climate-controlled facilities.

The coding definitions for these exclusions are listed in Appendix A.



Figure 4-1. Selection of cases
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All hospital encounters with AKIidentified in CIHI-DAD and CIHI-NA CRS between A pril
1%, 2005 and September 30™, 2012 where patients were aged 66 years or older according to
RPDB (n=173,750)

Total excluded (n=107,018)
Non-Ontario residents (n=32)
Death before index date (n=16)
Restrict to first AKI hospital encounter (n=39,045)
Restrict to first AKI hospital encounter in April to September (n=64,708)
Dialysis in one year prior to index date (n=887)
Kidney transplant in five years prior to index date (n=52)
Long-term care facility utilization prior to index date (n=2,008)

Missing income quintile and residential status (n=270)

Cases for matching (n=66,732)

Primary analysis

Sensitivity analysis

|

|

Total excluded (n=13,819)
Unmatched cases (n=13,654)
Missing heat exposure (n=165)

Total excluded (n=36,828)
Unmatched cases (n=36,674)
Missing heat exposure (n=154)

Cases for analysis (n=52,913)

Cases for analysis (n=29,904)

Abbreviations: AKI, acute kidney injury; CIHI, Canadian Institute for Health Information; DAD, Discharge

Abstract Database; NACRS, National Ambulatory Care Reporting System; n, number; RPDB, Registered

Persons Database



Figure 4-2. Selection of controls
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Yearly observations (2005 to 2012) of individuals with valid IKNs who were at least 66 years
ofage by September 30™, 2012 according to RPDB (n=15,639,345)

Total observations excluded (n=1,233,005)
Non-Ontario residents (n=423,890)
Death before April 1**, 2005 (n=18,367)
Potential cases (n=790,748)

I

From 14,406,340 remaining observations, 2,450,428 unique IKN's assigned index dates

according to distribution of index dates in cases

Total controls excluded (n=739,645)
<66 years of age at index date (n=681,067)
Died before assigned index date (n=26,786)
Dialysis in one year prior to index date (n=4,284)
Kidney transplant in five years prior to index date (n=170)
Long-term care facility utilization prior to index date (n=21,387)

Missing income quintile and residential status (n=5,951)

Controls for matching (n=1,710,783)

Primary analysis Sensitivity analysis
Total excluded (n=1,536,561) Total excluded (n=1,649,953)
Unmatched controls (n=1,535,662) Unmatched controls (n=1,649,450)
Missing heat exposure (n=899) Ineligible based on new index date (n=327)

Missing heat exposure (n=176)

Controls for analysis (n=174,222) Controls for analysis (n=60,830)

Abbreviations: IKN, ICES Key Number; n, number; RPDB, Registered Persons Database
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4.8 Matching

There was an abundance of eligible controls in comparison to eligible cases. Hence, we
attempted to match up to four controls with each case. We selected four controls

140 )
We chose to use a variable

wherever possible in an effort to increase statistical power.
ratio as opposed to a fixed ratio because we planned to match on several factors and we
did not want to discard valuable case information if a full set of four controls could not be
matched. We used a greedy method of matching without replacement. After a match was

made, it was never broken.

We matched on characteristics thought to be associated with heat exposure and/or AKI
risk. We matched controls to cases on exact index date, since heat exposure changes over
time; age (£2 years), since increased age amplifies AKI risk and may impact likelihood
of heat exposure;”” age group (66 to 79 years, over 79 years), to facilitate a preplanned

75,86

stratified analysis; sex, since males tend to exhibit greater risk of AKI; urban or rural

residential status (population, >10,000 or <10,000) since residential status may increase

risk of AKI and modify heat exposure,**®°

income (categorized into fifths of average
neighborhood income), since lower income may increase risk of heat exposure and
AKI,”’W’142 and history of CKD, since this condition increases risk of AKLY We used
the cohort of cases and controls produced from this initial methodological approach in

conducting all analyses unless explicitly stated otherwise.

4.9 Exposure

There is tremendous heterogeneity in the exposure measures used to examine heat-health

relationships. Many studies have used iterations of daily mean actual temperatures'**~'**

and maximum actual temperatures'*>'*° for their primary analyses. Whereas other studies

16,18,46 . 151
777 or maximum apparent temperatures.

have used daily mean apparent temperatures
Apparent temperature combines the effects of dry temperature and humidity to serve as
an index of human discomfort. '*""'** Overall, no single exposure measure stands out as
the best predictor of heat-related mortality across geographic regions and age groups.'>
Rather, the chosen exposure measure tends to reflect practical challenges pertaining to

particular investigations.
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We chose to use daily maximum actual temperature to define our primary exposure and
daily maximum humidex to define our secondary exposure because these indices are easy
to interpret. They are also the same measures employed by public health authorities in
Ontario when issuing heat alerts. The daily maximum is the highest actual temperature
reached in a given DA over a 24-hour period, starting at 12:00 am midnight. Actual
temperature is measured independent of the moisture content in the air, and for this
reason we chose to explore humidex in a secondary analysis. Humidex was designed by
Canadian meteorologists to describe how hot weather feels.'>> Akin to apparent
temperature, the humidex is unitless and integrates temperature and dew point to
characterize discomfort. A humidex of 30 to 39 is generally associated with some

discomfort; a humidex >40 is associated with great discomfort.'>®

We expressed daily maximum actual temperatures and daily maximum humidexes as
percentiles. We derived each set of percentiles based on the entire ranges of daily
temperatures and humidexes recorded in each DA from June 1%, 2004 to April 30", 2013.
We created 19,094 sets of temperature percentiles and 19,094 sets of humidex percentiles
corresponding to the 19,094 DAs in the GEM-SURF database. We were driven to use
DA-specific percentiles based on the notion of acclimatization. By using percentiles we
were able to define environmental heat relative to what individuals were physically

accustomed to, a practice that has been substantiated elsewhere.'*"'*>-!>*

Major findings suggest that the impacts of environmental heat on acute health outcomes
are quite immediate. In past studies, a consistent three-day lag structure (lag 02) has
emerged in the relationship between environmental heat and AKL*''*'4¢!%% The short
delay between heat exposure and AKI is physiologically consistent with body water loss
over time and disrupted fluid balances from dehydration.” Consequently, we chose to
implement a three-day lag structure in our study. Day 0 was defined as the index date,

day 1 was directly before the index date, and day 2 was two days before the index date.

The relationship between temperature and health outcomes tends to follow a “U”, “V”, or

“J”-shape with morbidity rapidly escalating beyond certain thresholds.**'**"'*"15 We
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chose to dichotomize our exposures using the 95" percentile as our relative threshold.
Our decision to use the 95" percentile as the cut-point was motivated by existing

. 40,113,156
literature.” >

We chose to dichotomize our exposures rather than model them as
continuous moving averages because we did not anticipate that the change in risk would
be the same for each stepwise increase in temperature. We also avoided continuous
moving averages because our intent was to study sustained high heat without allowing an
exceptionally hot day to skew the mean. Although ordinal exposures measures would
have allowed examination of non-linearity and possible dose-response relationships, we
decided against them because we expected heat effects to be confined to the extreme end
of the exposure scale'” and foresaw small cell sizes in upper percentile categories as a

limiting factor."*®

We defined heat periods as three consecutive days (lag 0 [index], lag 1, and lag 2) where
the 95™ percentile of daily maximum actual temperature was reached or exceeded. This
was our primary measure of environmental heat. We classified cases and controls that did

not meet the definition of a heat period as being unexposed.

We defined high humidex periods as three consecutive days (lag 0 [index], lag 1, and lag
2) where the 95" percentile of daily maximum humidex was reached or exceeded. This
was our secondary measure of environmental heat. We classified cases and controls that

did not meet the definition of high humidex periods as being unexposed.

4.10 Covariate adjustment

We consulted nephrologists and reviewed the literature in order to identify non-
intermediary variables believed to be causally associated with AKI. We sought to adjust
for these variables in our analysis to correct for different predispositions to AKI among
cases and controls. In the five years prior to index date a history of diabetes, congestive
heart failure, coronary artery disease excluding angina, stroke, peripheral vascular
disease, chronic liver disease, and hypertension were identified for adjustment (Appendix
C); in the 120 days prior to index date evidence of prescriptions for angiotensin-
converting enzyme (ACE) inhibitors alone, angiotensin II receptor blockers (ARB) alone,

ACE inhibitors and ARBs together, potassium-sparing diuretics, nonpotassium-sparing
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diuretics, non-steroidal anti-inflammatory drugs (NSAID) excluding aspirin, and

: N - 36,86,89,93,100,101,109,110,159
psychotropics were identified for adjustment.” 7> 75755

4.11 Costing

We attempted to provide perspective on the potential economic fallout of AKI by
determining the government payer health care costs on an individual basis. We tracked
government payer health care costs over a 30-day period starting on, and inclusive of, the
index date. We aggregated various costing data using only three sources: 1) inpatient
hospitalizations from CIHI-DAD, 2) emergency department and dialysis clinic visits
from CIHI-NACRS, and, 3) physician billings, non-physician billings and lab claims
from OHIP. This was a conservative approach and did not include several cost sources
such as same day surgery, medication, rehabilitation, and complex continuing care. CIHI-
DAD and CIHI-NACRS attribute resource intensity weights (RIW) to each individual to
describe the average amount of hospital resources (administration, staff, supplies,
technology, equipment, etc.) used by a patient with a particular condition relative to a
reference patient. RIWs are updated annually. To determine the base RIW, individuals
are first assigned to a case-mix group according to their most responsible/main diagnoses
and interventions received. The case-mix groups are further compartmentalized by age
category. After combining the case-mix group with the corresponding age category, each
individual’s base RIW is then adjusted to incorporate length of stay and comorbidity

10 The final RIW is multiplied by the hospital-specific cost-per weighted case to

status.
estimate the individual hospitalization costs for that person. In OHIP, RIWs are not
applicable. Instead, the unit costs simply represent the fees paid for procedures or

consultations. All dollar values were harmonized to 2012.

4.12 Statistical analyses

We expressed continuous variables as medians (IQR) to account for possible skewed
distributions and categorical variables as proportions. We used standardized differences
to evaluate the distribution of covariates between cases and weighted controls after
matching. To calculate the standardized differences, we took the difference in the means

of each variable between cases and controls divided by the pooled standard deviation for
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that variable. In our study, a standardized difference >10% was considered to represent a

: - 161
meaningful imbalance between cases and controls.

We assigned a weight to controls by dividing the number of cases in a matched set
(always one) over the number of matched controls (one, two, three or four).'% Depending
on the number of controls in the matched set, possible weights included 1, 0.5, 0.33, or

0.25. The sum of control weights equaled the case sample size.

To better describe the scope and possible ramifications of AKI in our study, we
determined the number of unique hospitals that cases presented to along with the
proportion of cases who received acute dialysis during their hospital encounters. We
defined receipt of acute dialysis using OHIP feecodes (see Appendix B). We further
categorized cases by the top ten most responsible (CIHI-DAD) /main (CIHI-NACRS)

diagnoses.

We used several statistics to describe the underlying daily maximum temperatures and
daily maximum humidexes represented by the 95" percentiles in our sample of cases and
controls. We used ArcGIS software to map the daily maximum actual temperature
corresponding to the 95™ percentile across all the 19,094 DAs for which GEM-SURF

data were available in Ontario.

We performed conditional logistic regression to estimate unadjusted and adjusted ORs
along with 95% Cls. We chose conditional logistic regression specifically to account for
correlation within matched sets. The adjusted analyses included all variables listed in

Section 4.9.

To quantify the effect of our primary analysis in absolute terms, we estimated the
population incidence rate of AKI in the absence of heat periods. We restricted our focus
to the warm season of 2012 and filtered through individuals DAs to exclude all dates
from April 1%, 2012 to September 30", 2012 that met our definition of a heat period. In
other words, we combed through all 19,094 DAs to remove dates where on that day and

the two days prior (lag02) the 95™ percentile of area-specific maximum temperature was
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reached or exceeded. We then linked the list of remaining non-heat dates for each DA to
RPDB and obtained the number of older adults, 66 years and over, in each dissemination
area on each non-heat date. We summed the number of persons at risk in each of the DAs
over all the non-heat period dates to obtain our person-time denominator. Next we
identified the number of hospital encounters with AKI that occurred over the same list of
non-heat period dates in the 66 and over population to obtain our numerator. We then
determined the absolute impact of heat periods on AKI by multiplying our adjusted OR
estimate (interpreted as RR) by the population incidence rate. We believe this
approximation was appropriate given the low incidence of AKI observed. Although we
only sampled controls who remained AKI free at the end of follow-up, rather than
sampling controls concurrently with cases, the number of older adults omitted from the

163
1.

control series was relatively small. > The rarity of AKI minimized the likelihood of an

. 164
overestimate.

4.13 Additional analyses

To address our third objective, we conducted an analysis stratified by age groups:

1) those aged 66 to 79 years, and, 2) those over 79 years. We included an interaction term
in each model to assess whether the age group-specific odds ratios differed. We expected
to see higher OR estimates in the over 79 group because the elderly are known to be
vulnerable to environmental heat.”* We formatted the figure for this analysis using R

software.

To address our fourth objective, we examined the robustness of the estimates produced
using our initial matching approach by carrying out a subsequent round of matching. The
intent of this sensitivity analysis was to control for aspects of location by matching on
exact DA (inherently controls for residential status and income quintile), sex, age + 2
years, age categories (66 to 79 years, over 79 years), and history of CKD. After matching,
we randomly reselected a new index date for controls to better account for seasonality,
long-term time trends and autocorrelation in the temperature exposure data. For each
control, the new index date was on a different date than the matched case, but on the

same day of week, within the same month, and year. This is a variant of the time-
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stratified method, which has been used extensively for referent selection in previous case-

16-19,33,46,113,144,156,165 o .
R We performed exclusions in the control group with

crossover studies.
respect to the new index dates. We did not need to factor the aforementioned time trends
into our primary analysis because cases and controls were compared on the same date.
However, we allowed the date to vary in the sensitivity analysis because, otherwise,
matching on exact DA and index date would result in cases and controls being assigned

identical exposure sequences.

We carried out another sensitivity analysis that was restricted to cases in our primary
cohort and looked at the time of presentation to the emergency department or admission
to the hospital at lag O (index date). The purpose of this analysis was to determine during
what time of day hospital encounters with AKI were most frequent and to investigate the
validity of temporality assumptions. Although we were able to definitively conclude that
daily maximum temperatures at lag 2 and lag 1 preceded the hospital encounters, we did
not know whether daily maximum temperatures at lag O tended to precede the hospital
encounters. We anticipated that daily maximum temperatures would peak, on average,
after 12:00 pm. If the majority of cases presented to the hospital after this time we would

suggest that, in most instances, heat exposure preceded the outcome.

Lastly, we explored the possibility of overmatching in our primary time-matched
analyses. To do so, we reduced matched sets by combining case and control groups with
exactly the same matching factors.'® We then reran the conditional logistic regression

analyses.

We conducted all statistical analyses in SAS software version 9.3 (SAS Institute). We

interpreted two-sided p-values less than 0.05 as statistically significant.
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Chapter 5
5 Results

5.1 Characteristics of cases and controls

Before matching, we isolated 66,732 cases of AKI and 1,710,783 eligible controls. From
this population, we matched 53,078 cases to 175,121 controls. After eliminating cases
and controls who were missing GEM-SURF temperature information, we ended up with
a total of 52,913 cases matched to 174,222 controls (Figure 4-1 and Figure 4-2). We
matched 36,424 (69%) cases to four controls, 3,680 (7%) cases to three controls, 4,677
(9%) cases to two controls and 8,132(15%) cases to one control. We created each

matched set without any prior knowledge of exposure status.

Characteristics of cases and weighted controls are presented in Table 5-1. Among both
cases and controls the median (IQR) age was 80 (74 to 85), 49% were female, 8% were
classified as having rural residential status, 24% lived in lowest income quintile
neighborhoods, and 16% had a history of CKD. Cases were more likely than matched
controls to be diagnosed with diabetes, congestive heart failure, coronary artery disease,
stroke, peripheral vascular disease, chronic liver disease, and hypertension. Cases were
also more likely than controls to have evidence of prescriptions for ACE inhibitors alone,
ARBs alone, both ACE and ARBs together, potassium sparing diuretics, non-potassium
sparing diuretics, NSAIDs, and psychotropics. Information for all of these variables was

complete.

Cases presented to 180 unique hospitals. In total, 2.7% (n=1440) of AKI cases received
acute dialysis during their hospital encounters. The top five most responsible/main
diagnoses recorded among cases were acute renal failure (18%), heart failure (6%), other
septicaemia (5%), other disorders of urinary system (4%), and acute myocardial
infarction (4%) (Appendix D). The median 30-day government payer health care cost
among AKI cases was $13,877 (IQR $8,399 to $24,449), compared to a $33 (IQR $0 to

$135) among controls.
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5.2 Descriptive characteristics of exposures

Summary statistics of the 95" percentile thresholds are presented in Table 5-2.
Aggregating the 227,135 case and control observations in our study, the 95" percentiles
corresponded to absolute daily maximum actual temperatures as low as 20.1°C and as
high as 32.5°C, and to absolute daily maximum humidexes as low as 20.1 and as high as
44.9. The 95" percentiles of daily maximum actual temperatures had an absolute median
of 30.2°C (standard deviation 1.3°C). The 95" percentiles of daily maximum humidexes

had an absolute median of 41.7 (standard deviation 2.4).

Heat periods did not always coincide with high humidex periods. Overall, heat periods
were moderately to strongly correlated with high humidex periods (Pearson correlation

coefficient=0.61, p-value<0.0001).

Figure 5-1 is a map of Ontario depicting the absolute daily maximum actual temperature
corresponding to the 95™ percentile across all of the 19,094 DAs for which data were

available.

5.3 Association of acute kidney injury to heat periods and
high humidex periods

In our primary analysis, heat periods, compared to non-heat periods, were significantly
associated with risk of AKI (adjusted OR 1.11, 95% CI 1.00 to 1.23). In our secondary
analysis, high humidex periods were not significantly associated with risk of AKI
(adjusted OR 1.04, 95% CI 0.93 to 1.16). The full results from the time-matched cohort
are displayed in Table 5-3.

During the 2012 warm season and in the absence of heat periods, we identified 16,071
AKI events over 355,467,493 person-days at risk. This gives a baseline incidence rate of
roughly 1,650 cases of AKI per 100,000 person years in the absence of heat periods.
Therefore the 11% relative increase in risk of AKI associated with heat periods translates
to approximately 182 additional cases of AKI per 100,000 person-years, taking the warm

seasons as the time at-risk.
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5.4 Additional analyses

We conducted a subgroup analysis to determine whether there was effect modification by
age group. Contrary to our expectation, the association between heat periods and hospital
encounters with AKI did not differ across age groups (p-value 0.47). However there was
a significant difference in the association between high humidex periods and AKI across
age groups (p-value 0.01), with the association strengthened in those over 79 years.

Results of the age-stratified analysis are presented in Figure 5-2.

In our location-matched sensitivity analysis we ended up with 29,904 cases matched to
60,830 controls (Figure 4-1 and Figure 4-2). The distribution of characteristics for cases
and controls can be found in Appendix E. In this location-matched sensitivity analysis,
the adjusted OR for AKI was 1.11 (95% CI 1.00 to 1.23) during heat periods, compared
to non-heat periods. The adjusted OR for AKI was also elevated during high humidex
periods compared to non-high humidex periods (adjusted OR 1.20,95% CI 1.09 to 1.33).
Results of the sensitivity analysis are displayed in Table 5-4.

We performed a subsequent sensitivity analysis to investigate what time of day cases
from our initial cohort were most likely to present to the emergency department or be
admitted to the hospital with a diagnosis of AKI. We found that on an hourly basis,
hospital encounters were most frequent between 4:00 pm and 5:00 pm, with the majority
of cases (n=36,515, 69%) presenting to the hospital after 12:00 pm noon. From these
results, we would suggest that temporality assumptions were met and that peak heat
exposure on the index date (lag 0) tended to precede the AKI events. We would further
stipulate that the remaining patients, who presented to the hospital with AKI before peak
heat hours (e.g. in the morning), would still have received substantial heat exposure from
the culmination of the previous two days (lag 1, lag 2) plus whatever time elapsed prior
to their hospital encounter on the index date (lag 0). We believe this is a reasonable
conclusion to draw given the high correlation between heat metrics from hour-to-hour. It
was necessary to carry out this analysis because temporality is a pre-requisite for

causation. Although we were not able to definitively attribute a causal influence of heat
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exposure to AKI, the results of this analysis support the possibility of a causal

connection.

Collapsing case and control groups to form strata with the same matching criteria did not
appreciably alter the OR estimates, indicating that the time-matched analyses were not

subject to overmatching.
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Table 5-1. Distribution of selected characteristics for AKI cases and controls in

time-matched analysis

AKI cases' Weighted controls'  Standardized
Variable (N=52,913) (N=52,913) differences’
Demographics
Age (median, IQR) 80 (74-85) 80 (74-85) 0%
Over 79 years of age 27,149 (51.3%) 27,149 (51.3%) 0%
Women 25,688 (48.5%) 25,688 (48.5%) 0%
Rural residential status® 4,364 (8.2%) 4,364 (8.2%) 0%
Income quintile*
1, low 12,502 (23.6%) 12,502 (23.6%) 0%
2 11,639 (22.0%) 11,639 (22.0%) 0%
3, middle 9,974 (18.8%) 9,974 (18.8%) 0%
4 9,726 (18.4%) 9,726 (18.4%) 0%
5, high 9,072 (17.1%) 9,072 (17.1%) 0%
Comorbid conditions’
Chronic kidney disease® 8,464 (16.0%) 8,464 (16.0%) 0%
Diabetes’ 23,406 (44 .2%) 14,260 (27.0%) 54%
Congestive heart failure 23,894 (45.2%) 6,302 (11.9%) 116%
Coronary artery
disease® 25,557 (48.3%) 13,489 (25.5%) 71%
Stroke 4,998 (9.4%) 1,490 (2.8%) 41%
Peripheral vascular
disease 2,743 (5.2%) 714 (1.3%) 320
Chronic liver disease 4,755 (9.0%) 1,340 (2.5%) 41%
Hypertension 44 808 (84.7%) 34,862 (65.9%) 65%
Medications’
ACE inhibitors alone 21,772 (41.1%) 14,254 (26.9%) 44%
ARB alone 10,531 (19.9%) 7,943 (15.0%) 19%
ACE inhibitors and 1,907 (3.6%) 847 (1.6%) 18%
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ARB use

Potassium-sparing

diuretics 6,727 (12.7%) 2,189 (4.1%) 46%
Nonpotassium-sparing

diuretics 31,584 (59.7%) 17,206 (32.5%) 83%
NSAIDs, excluding

aspirin 8,407 (15.9%) 5,880 (11.1%) 21%
Psychotropics'’ 11,258 (21.3%) 5,549 (10.5%) 44%

Abbreviations: ACE, angiotensin-converting enzyme; AKI, acute kidney injury; ARB, angiotensin II
receptor blocker; IQR, interquartile range; N, number; NSAID, non-steroidal anti-inflammatory drug

" Data are presented as number (%) of individuals, unless otherwise stated

? Standardized differences were derived by taking the difference in means between cases and weighted
controls over the pooled standard deviation. Standardized differences are less sensitive to sample size
compared to traditional hypothesis tests. Standardized differences > 10% were considered to represent
meaningful imbalances between cases and controls.

3 All residential areas where the community size was <10,000 individuals were classified as rural.

* Income was categorized into fifths of average neighborhood income, with 1 indicating the lowest
(poorest) quintile and 5 the highest (richest) quintile on a relative scale.

> With the exception of diabetes, all other comorbidities were assessed using diagnostic, procedural, and/or
fee codes logged in administrative databases in the five years prior to index date.

% In Ontario, positive coding algorithm for detecting chronic kidney disease identifies older adults with
median (IQR) eGFR of 38 mL/min per 1.73 m? (26 to 51); its absence identifies those with a median (IQR)
eGFR of 69 mL/min per 1.73 m? (56 to 82). !¢’

7 Diabetes was defined using the Ontario Diabetes Database (ODD), which contains records on all Ontario
diabetic patients identified since 1991.

¥ Coronary artery disease excluded diagnoses of angina.

? Medication use was assessed in the 120 days prior to index date.

1% psychotropics included antidepressants (selective-serotonin reuptake inhibitors, serotonin-norepinephrine

reuptake inhibitors) and antipsychotic medications.
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Table 5-2. Descriptive statistics of 95 percentile of daily maximum temperature and humidex among AKI cases and controls

Median
Minimum (Percentiles 25, 75™) Maximum
Daily maximum temperature (°C) 20.1 30.2 (29.3,30.7) 325
Daily maximum humidex' 20.1 41.7 (40.8,42.3) 449

Abbreviations: °C, degrees Celsius
"humidex = (air temperature in °C) + h. Where h = (0.5555)(E - 10); E= vapour pressure in hPa (mbar), given by: e = 6.1 1*expl>*!7-7>*"(1/273.16-(1/dewpoint)] (o1,
exp = 2.71828. Dewpoint is expressed in kelvins (K) (temperature in K = temperature in °C + 273.16) and 5417.7530 is a rounded constant based on the

molecular weight of water, latent heat of evaporation, and the universal gas constant.'®®
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Figure 5-1. Map of 95™ percentile of daily maximum temperature by dissemination area in Ontario, June 2004 to April 2013
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Table 5-3. Association of AKI with exposure to heat periods and high humidex periods in time-matched analysis

Exposure Unadjusted OR (95% CI) Adjusted OR (95% CI)'
Heat periods 1.07 (0.98,1.16) 1.11 (1.00, 1.23)
High humidex periods’ 1.02 (0.93, 1.12) 1.04 (0.93,1.16)

Abbreviations: AKI, acute kidney injury; CI, confidence interval; OR, odds ratio

! Adjusted for diabetes, congestive heart failure, coronary artery disease excluding angina, stroke, peripheral vascular disease, chronic liver disease, hypertension,
angiotensin-converting enzyme (ACE) inhibitor use alone, angiotensin II receptor blocker (ARB) use alone, ACE inhibitors and ARBs use together, potassium-
sparing diuretic use, nonpotassium-sparing diuretic use, non-steroidal anti-inflammatory drugs (NSAIDs) use, and psychotropic use.

? Heat periods were defined as 3 consecutive days (lag 02) where area-specific daily maximum actual temperature was > 95™ percentile, and were compared to all
periods that did not meet this definition.

* High humidex periods defined as 3 consecutive days (lag 02) where area-specific daily maximum humidex was > 95" percentile, and were compared to all

periods that did not meet this definition.
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Figure 5-2. Age-based subgroup analyses of association between AKI and exposure to heat periods and high humidex periods

Odds Ratio for AKI (95% CI)

. ] 1 Interaction ) 1
Unadjusted Adjusted p value Adjusted
Heat periods :
Age 66 to 79 1.05 (0.93, 1.18) 1.07 (0.93, 1.24) |_._|'
0.47 !
Age >79 1.09 (0.97,1.23) 1.14(0.99, 1.31) I_._|
I
High humidex periods |
I
Age 66 to 79 0.90 (0.79, 1.02) 0.90 (0.77, 1.06) |_..|.|
0.01 |
Age >79 1.17 (1.03, 1.34) 1.19 (1.02, 1.39) 1_._|

_ Odds lower Odds higher
with high heat with high heat

Abbreviations: AKI, acute kidney injury; CI, confidence interval

Notes: The vertical lines indicate 95% confidence limits. The squares indicate odds ratios. The size of the squares is proportional to the precision of the estimate
(the square is larger when the 95% CI is narrower).

! Adjusted for diabetes, congestive heart failure, coronary artery disease excluding angina, stroke, peripheral vascular disease, chronic liver disease, hypertension,
angiotensin-converting enzyme (ACE) inhibitor use alone, angiotensin II receptor blocker (ARB) use alone, ACE inhibitors and ARBs use together, potassium-

sparing diuretic use, nonpotassium-sparing diuretic use, non-steroidal anti-inflammatory drugs (NSAIDs) use excluding aspirin, and psychotropic use.
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Table 5-4. Association of AKI with exposure to heat periods and high humidex periods in location-matched sensitivity analysis

Exposure Unadjusted OR (95% CI) Adjusted OR (95% CI)'
Heat periods 1.08 (0.99,1.17) 1.11 (1.00, 1.23)
High humidex periods’ 1.14 (1.05, 1.24) 1.20 (1.09, 1.33)

Abbreviations: AKI, acute kidney injury; CI, confidence interval; OR, odds ratio

! Adjusted for diabetes, congestive heart failure, coronary artery disease excluding angina, stroke, peripheral vascular disease, chronic liver disease, hypertension,
angiotensin-converting enzyme (ACE) inhibitor use alone, angiotensin II receptor blocker (ARB) use alone, ACE inhibitors and ARBs use together, potassium-
sparing diuretic use, nonpotassium-sparing diuretic use, non-steroidal anti-inflammatory drugs (NSAIDs) use, and psychotropic use.

? Heat periods were defined as 3 consecutive days (lag 02) where daily maximum actual temperature was > 95™ percentile, and were compared to all periods that
did not meet this definition.

3 High humidex periods defined as 3 consecutive days (lag 02) where daily maximum humidex was > 95™ percentile, and were compared to all periods that did

not meet this definition.
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Chapter 6

6 Discussion

6.1 Overview of findings

This population-based, matched case-control study adds to the growing body of evidence
supporting a link between environmental heat and AKI risk in older adults. To our
knowledge, it is one of the first studies to find evidence of this association in Ontario,
Canada. Our primary results showed that AKI risk was positively associated with three-
day relative heat periods (adjusted OR 1.11, 95% CI 1.00 to 1.23), compared with three-
day non-heat periods. As hypothesized, our sensitivity analysis reinforced this estimate
(adjusted OR 1.11, 95% CI 1.00 to 1.23). The magnitude of our estimates for heat periods
broadly parallel previous findings.'”> "% Confirmation of this association strengthens our

hypothesis that this is a true effect.

The main effect of high humidex periods was more difficult to resolve. Only high
humidex periods, and not heat periods, showed a significant interaction effect by age
group. Compared to those aged 66 to 79 years, those over 79 years of age were at
increased risk of humidex-associated AKI. This is in line with past research documenting

impaired heat tolerance in the elderly.*

Our decision to define heat periods and high humidex periods by the 95" percentile
corresponds well with Environment Canada’s thresholds for issuing heat alerts. In
Southern Ontario a heat alert may be declared when over two consecutive days the daily
maximum temperature is expected to be >31°C and nighttime minimum temperature is
expected to be >20°C, or, when the daily maximum humidex is expected to be >40.** In
Northern Ontario the thresholds are reduced to a daily maximum temperature of >29°C
and nighttime minimum temperature of >16°C, or, a daily maximum humidex >36.2*
Extreme heat alerts use the same thresholds sustained over three or more days.*® In our
work, the overall median of the 95" percentile of maximum daily temperature was
30.2°C. The overall median of the 95" percentile of maximum daily humidex was 41.7.

This demonstrated that our exposure indicators actually represented high heat.
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By using percentiles in our work, we were able to apply a single definition of heat that
accounted for the relative experience of temperature across geographic locations in the
same way that Environment Canada uses multiple different thresholds for different parts
of Ontario. For example, the 95" percentile of daily maximum temperature in a remote
northern DA may have represented a raw reading of 28°C. Among individuals living in
this northern DA, 28°C would be a manifestation of heat compared to the temperatures
they typically experienced. In contrast, the 95" percentile of daily maximum temperature
in a more southern DA may have represented a raw reading of 31°C. Since this DA was
consistently hotter, it would follow that individuals living there would possess greater
adaptive mechanisms for dealing with heat and would be more likely to experience AKI
at 31°C than at 28°C. In summary, heat thresholds differed by region as a function of the

local climate along with the physiological and behavioral acclimation of residents.

6.2 Implications

The adjusted OR estimates in this study were quite small. However, our method of
detecting AKI lacked sensitivity and incidence may have been underestimated by up to
five-fold. In absolute terms, we approximated that heat periods associated with an
additional 182 cases of AKI per 100,000 person years during the warm seasons.
Considering the median 30-day government payer health care costs for a single AKI case
was $13,877, the costs of treating 182 cases of AKI may conceivably surpass $2.5
million CDN. With the average yearly temperature in Ontario projected to increase
another 2.3°C by the 2020s and as much as 4.1°C by the 2050s,'®’ it is probable that more

Ontario residents will soon be exposed to heat periods.

Heat-associated AKI can be averted, should the appropriate preventative measures be put
in place. To this end, air conditioning is one of the top protective interventions in
combatting the effects of environmental heat.°® During times of extreme heat the
provision of sufficient air-conditioned spaces, at community centers and other public
institutions, is pertinent.'” Increased transportation and extended operating hours to these
spaces is also recommended to facilitate accessibility. The city of Toronto, Ontario is a
good use case for why public cooling stations should be provided. In a survey that

included 184 residents, roughly half reported limiting their household use of air
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171 .
Residents who choose not

conditioners, citing costly energy bills as a limiting factor.
to run their air conditioners, or who do not have access, may further exacerbate their risk
by improper usage of electric fans. Turning on a fan while the windows are closed, and
without intermittent air conditioning, simply recirculates hot air. This hinders radiative

and conductive heat loss and can hasten the process of dehydration.

Based on past research, the operational costs of running heat alert response programs are
minimal relative to the savings gained from effective prevention of heat-related morbidity
and mortality.'’? A similar conclusion may be intuited from our results. The dollar values
we have reported do not encompass the social and emotional costs of having an AKI
event. Therefore coordinating announcements of heat warnings appears to be a promising

economic endeavor though more research is needed to confirm cost-effectiveness.

In order to maximize the effectiveness of heat warnings, outreach strategies and
messaging should be targeted to vulnerable groups.'” Taking our findings under
consideration, educational content on heat-related AKI may be particularly impactful
when framed for community-dwelling seniors. These individuals, who have retained their
independence, may be inclined to envisage themselves as resilient to heat despite
evidence to the contrary.'™ An interview-based study of subjects aged 72 to 94 found
respondents generally recognized the elderly as vulnerable, though they did not perceive
themselves as elderly or vulnerable.'” Interestingly, the behavior of medical caregivers
may play into this misperception. An investigation of nursing home patients during the
2003 heat wave in France, demonstrated that the mortality rate in less dependent patients
was 8.3 times higher during the heat wave compared to before, but only 3.9 times higher

176

in the most dependent patients. "” The authors hypothesized that medical staff may have

been more prone to administer interventions to the highly dependent patients, thereby

preferentially preventing deaths in this group during the heat wave.'”

The impartial focus
on the most dependent elderly patients may propagate erroneous beliefs that less
dependent elderly patients are immune to the negative impacts of heat. These narratives
of independence are persuasive and it is important that attitudes of autonomy and a lack

of knowledge regarding heat do not continue to amplify risk in the elderly population.
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Moving forward, educating the community-dwelling elderly on relevant heat-coping
strategies in a manner that does not undermine their independence should be a priority.
The educational content should stress the short-latency period of the proposed heat and
AKI association while emphasizing protective measures like air conditioning, increased
fluid intake, and avoidance of outdoor physical exertion. It is critical that this educational
content also be aimed at caregivers and physicians so that they too understand and can

discuss the AKI health risks with their p.61‘[ie:n‘[s.24‘177

6.3 Implications of the selected study design

Considering our objectives and data constraints, we believe that the case-control design

178 L
The case-control design is

was an efficient choice in comparison to a cohort-design.
tailored to explore individual associations between a single outcome and multiple
exposures using external controls. Furthermore, the large administrative databases at
ICES enabled us to identify a sufficient number of cases to examine associations with
precision. However, we do acknowledge that case-control studies are prone to selection

bias. We attempted to reduce this bias by selecting cases and controls independent of our

exposures of interest.

21,143,145-149,155,165,179 16-19,33,46,69,113,144,156,165

In the literature, time-series and case-crossover
designs predominate. However, we did not feel that either approach was ideally suited to

Our purposes.

Contemporary time-series analyses employ distributed lag non-linear models (DLNM).
When using the DLMN framework, outcome data are summed into daily-counts which

1801 jke the name

are treated as originating from an overdispersed Poisson distribution.
suggests, DLNMs are ideal for modeling the lagged structure of temperature-health
associations. In our study, the temporal delay was not a principal concern as we decided
to focus on a fixed three-day lag. The decision to stick with a single lag dimension was
guided by clinician expertise and findings from prior investigations.”>**!"*'*® Another
reason we chose to forgo the use of DLNMs was because we foresaw numerous problems

with model convergence and wished to avoid performing case-only analyses. DLNMs

have been designed to be very flexible, with several mutable parameters. As a direct
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consequence, the inferences made from DLNMs may be conditional on post-hoc
selection of the best model fit. The standard practice has been to use DLNMs to obtain
area-specific risk estimates that can then be meta-analyzed to form an overall estimate.
Given the sheer number of possible DAs in the GEM-SURF database (19,094) and the
small number of cases within each, if applied to our work, this methodology would likely

have yielded issues with subjectivity, data suppression, and unreliable estimates.

In the case-crossover design each case serves as its own control. The design is
advantageous in that it accounts for all known and unknown confounding factors that do

181 .
However, selecting referent days to compare exposures across

not change with time.
the same individual can be problematic. Sampling referents bidirectionally, both before
and after case events, achieves substantial reductions in bias from trends in the
exposure.'® Yet, the bidirectional sampling scheme is plagued by the assumption that
case events will not be repeated and that having an event will not influence subsequent
exposures.' We were not prepared to make these assumptions as AKI is a repeatable
event and in many circumstances, the occurrence of AKI would likely have modified
subsequent behavior of the afflicted individuals. In our sensitivity analysis, we avoided
the need to make these assumptions by adapting the time-stratified referent selection
strategy of case-crossover studies to a set of external controls. We then used matching

techniques and multivariable adjustment to control for inter-individual variation.

6.4 Strengths

One strength of our study was focusing on the single outcome of AKI. We deliberately
prespecified our analyses to avoid an inflated type 1 error rate stemming from multiple

comparisons.

Another strength of our study was the use of microscale weather data. We capitalized on
the granularity of GEM-SURF temperature readings by matching cases and controls on
the exact same index date. By comparing matched cases and controls on the same date,
our primary analysis controlled for seasonality, long-term trends, and autocorrelation in
the exposure series. This circumvented the need for more complicated adjustment

approaches that may have introduced error.''' Matching on index date has not been
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possible in the past due to the reliance on weather station data that outputs uniform
temperature readings across expansive geographic regions. For example, in prior studies
data from the weather station at Pearson International Airport has been extrapolated to

cover all of Toronto.

By confining our analysis to the older adult population (66 years and over), we ensured
that personal medication histories could be included as control variables in our models.
Although this age restriction curtailed generalizability, it strengthened our study because
many drugs are known to increase heat-susceptibility and the risk of AKI through

34,36,184

alterations in fluid balance. Previous investigations that provided area-level

estimates were unable to incorporate information on personal medication histories.”*'*’
While other investigations that used case-crossover designs to provide individual-level
estimates also tended to omit information on personal medication histories, implicitly
assuming that there was no intra-individual variation. Seeing as medication use does vary

with time, this assumption may not have been entirely valid.

6.5 Limitations

The dependence on ecological exposure data is a shared limitation of ambient
temperature studies. Traditionally, ecological temperatures were designated to individuals
by mapping the individuals’ residential postal codes to the nearest weather

. 16,18,19,113
stations.” >

In an effort to minimize misclassification bias, this process was often
extended to create circular buffers with pre-specified radial distances (e.g. 10 kilometers)
around each weather station. Only individuals for whom the geographic centroid of their
residential postal code fell within the buffers were included. Even with these safeguards
in place, it is probable that variable activity patterns introduced exposure error. The same
holds true in our study. Although we used GEM-SUREF spatial models to provide more
targeted exposure data, temperature assignation was still done ecologically at the level of
the DA. We had no individual-level data on air conditioning use and work-leisure

schedules, both of which may have impacted heat exposure.'’

To assign DAs, we used residential postal codes as opposed to hospital postal codes

because we wanted to apply a uniform technique of converting postal codes to
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geographic areas. Both cases and controls had residential postal codes listed in the RPDB
database, while only cases had applicable hospital postal codes. Inaccuracies may have
resulted from using the residential postal codes, as individuals do not always report
changes in addresses and do not always reside full-time at their primary addresses,
especially during the summer. The inaccuracies may have been most pronounced in the
controls. We would stipulate that controls were more likely than cases to leave their
primary dwellings as they were generally in better health. Future studies may benefit
from selecting controls with evidence of hospital encounters for conditions unrelated to
AKI. This would minimize exposure misclassification by enabling hospital postal codes
to be used uniformly for temperature assignation while simultaneously obviating the need

to randomly select index dates for the controls series.

Our study may also be limited by inappropriate geographic boundary selection ** DAs are
defined for administrative uses and respect the boundaries of larger geographic units such
as census subdivisions and census tracts. They also vary considerably in physical size and
tend to be much larger in the north. Differences in temperature recorded between
neighboring grid points, or DAs, may be somewhat distorted particularly at the edges

185

where the DAs meet. ©> We did not compensate for the possibility of edge effects.

Another limitation of our study is the heavy reliance on routinely collected administrative
data, which are not primarily intended for research purposes. When drawing together
information on covariates to adjust for, we were restricted to certain types of data, mainly
diagnostic codes, fee codes, and procedural codes. Our retrospective data sources did not
contain information on some proposed risk factors for heat-related AKI like exercise-

exertion and water intake.

We lost a substantial number of cases during matching. It is possible that the distribution
of characteristics in these unmatched cases differs with respect to our matched cases.

Thus, the representativeness of our selected population remains in question.

Lastly, we failed to capture AKI events that did not result in a hospital encounter,

including out-of-hospital deaths. It is possible that our associations would have been
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strengthened had we had individual-level exposure information and more sensitive

outcomes measures.

6.6 Conclusion and future directions

AKI is a serious health complication. In accordance with previous work, the results of our
study suggest that AKI is positively associated with heat periods among older adults.
However, we cannot dismiss the possibility of residual confounding or the influence of

h.*'% Up to this point,

unmeasured confounders such as occupation®® and mental healt
inconsistent study designs and varied definitions of what comprises heat have inhibited
evidence synthesis. Rigorous methods, such as the implementation of percentiles to
quantify temperature on a transferable scale, are needed to support cross-investigation
comparisons. Whether to select geographic-varying exposures over time-varying
exposures as the optimal methodological approach also necessitates further research. The
generalizability of the heat and AKI relationship to broader age ranges warrants
investigation, as do the specific mechanisms underlying heat-related AKI. Incorporating
laboratory information (SCr) may aid in these endeavors by improving identification of
AKI events. Randomized controlled trials testing the efficacy of mitigation strategies
should also be considered. Knowledge of the types of interventions that are needed (e.g.

heat alerts, cooling stations), for whom, and at what regional level is required to inform

policy decisions and public health planning.



10.

58

References

McMichael AJ, Woodruff RE, Hales S. Climate change and human health: present
and future risks. Lancet 2006;367:859-69.

Russo S, Dosio A, Graversen RG, et al. Magnitude of extreme heatwaves in
present climate and their projection in a warming world. J Geophys Res Atmos

2014;119:12500-12.

Basu R, Samet JM. Relation between elevated ambient temperature and mortality:

a review of the epidemiologic evidence. Epidemiol Rev 2002;24:190-202.

Ye X, Wolff R, Yu W, Vaneckova P, Pan X, Tong S. Ambient temperature and
morbidity: a review of epidemiological evidence. Environ Health Perspect

2012;120:19-28.
Bouchama A, Knochel JP. Heat stroke. N Engl J Med 2002;346:1978-88.

Yan YE, Zhao YQ, Wang H, Fan M. Pathophysiological factors underlying
heatstroke. Med Hypotheses 2006;67:609-17.

LiM, Gu S, Bi P, Yang J, Liu Q. Heat waves and morbidity: current knowledge
and further direction-a comprehensive literature review. Int J Environ Res Public

Health 2015;12:5256-83.

Kidney Disease: Improving Global Outcomes (KDIGO) Acute Kidney Injury
Work Group. KDIGO clinical practice guideline for acute kidney injury. Kidney
Int Suppl 2012;2:1-138.

Chertow GM, Burdick E, Honour M, Bonventre J V, Bates DW. Acute kidney
injury, mortality, length of stay, and costs in hospitalized patients. J Am Soc
Nephrol 2005;16:3365-70.

Ishani A, Xue JL, Himmelfarb J, et al. Acute kidney injury increases risk of ESRD
among elderly. J Am Soc Nephrol 2009;20:223-8.



11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

59

Liangos O, Wald R, O’Bell JW, Price L, Pereira BJ, Jaber BL. Epidemiology and
outcomes of acute renal failure in hospitalized patients: a national survey. Clin J

Am Soc Nephrol 2006;1:43-51.

Coca SG. Acute kidney injury in elderly persons. Am J Kidney Dis 2010;56:122-
31.

Lin S, Luo M, Walker RJ, Liu X, Hwang S, Chinery R. Extreme high temperatures
and hospital admissions for respiratory and cardiovascular diseases. Epidemiology

2009;20:738-46.

Schaffer A, Muscatello D, Broome R, Corbett S, Smith W. Emergency department
visits, ambulance calls, and mortality associated with an exceptional heat wave in

Sydney, Australia, 2011: a time-series analysis. Environ Health 2012;11:1-8.

Lindeman RD, Tobin J, Shock NW. Longitudinal studies on the rate of decline in
renal function with age. J Am Geriatr Soc 1985;33:278-85.

Basu R, Pearson D, Malig B, Broadwin R, Green R. The effect of high ambient
temperature on emergency room Visits. Epidemiology 2012;23:813-20.

Fletcher BA, Lin S, Fitzgerald EF, Hwang SA. Association of summer
temperatures with hospital admissions for renal diseases in New York state: a case-

crossover study. Am J Epidemiol 2012;175:907-16.

Green RS, Basu R, Malig B, Broadwin R, Kim JJ, Ostro B. The effect of
temperature on hospital admissions in nine California counties. Int J Public Health

2010;55:113-21.

Ostro B, Rauch S, Green R, Malig B, Basu R. The effects of temperature and use
of air conditioning on hospitalizations. Am J Epidemiol 2010;172:1053-61.

Bobb JF, Obermeyer Z, Wang Y, Dominici F. Cause-specific risk of hospital
admission related to extreme heat in older adults. JAMA 2014;312:2659-67.



21.

22.

23.

24.

25.

26.

27.

28.

29.

60

Guirguis K, Gershunov A, Tardy A, Basu R. The impact of recent heat waves on

human health in California. J App! Meteorol Climatol 2014;53:3-19.

Hansen AL, Bi P, Ryan P, Nitschke M, Pisaniello D, Tucker G. The effect of heat
waves on hospital admissions for renal disease in a temperate city of Australia. Int

J Epidemiol 2008;37:1359-65.

Isaksen TB, Yost MG, Hom EK, Ren Y, Lyons H, Fenske RA. Increased hospital
admissions associated with extreme-heat exposure in King County, Washington,

1990-2010. Rev Environ Health 2015;30:51-64.

Knowlton K, Rotkin-Ellman M, King G, et al. The 2006 California heat wave:
impacts on hospitalizations and emergency department visits. Environ Health

Perspect 2009;117:61-7.

Semenza JC, McCullough JE, Flanders WD, McGeehin MA, Lumpkin JR. Excess
hospital admissions during the July 1995 heat wave in Chicago. Am J Prev Med
1999;16:269-77.

Fortune MK, Mustard CA, Etches JJC, Chambers AG. Work-attributed illness
arising from excess heat exposure in Ontario, 2004-2010. Can J Public Health
2013;104:e420-6.

Environment and Climate Change Canada [Internet]. Weather glossary. Gatineau:
Government of Canada; 2013 May 22 [cited 2016 Apr 12]. Available from:
https://ec.gc.ca/meteoaloeil-skywatchers/default.asp?lang=En&n=7884CDEA-1

Environment and Climate Change Canada[Internet]. Public alerting criteria.
Gatineau: Government of Canada; 2016 June 8 [cited 2016 July 4]. Available
from: http://www.ec.gc.ca/meteo-weather/default.asp?lang=En&n=d9553ab5-
1#heat

Water Air and Climate Change Bureau - Healthy Environments and Consumer
Safety Branch. Extreme heat events guidelines:technical guide for health care

workers. Ottawa, Canada: Health Canada; 2011.



30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

61

Petkova EP, Horton RM, Bader DA, Kinney PL. Projected heat-related mortality
in the U.S. urban Northeast. Int J Environ Res Public Health 2013;10:6734-47.

Watts N, Adger WN, Agnolucci P, et al. Health and climate change: policy
responses to protect public health. Lancer 2015;386:1861-914.

Fouillet A, Rey G, Laurent F, et al. Excess mortality related to the August 2003
heat wave in France. Int Arch Occup Environ Health 2006;80:16-24.

Wang XY, Barnett AG, Yu W, et al. The impact of heatwaves on mortality and
emergency hospital admissions from non-external causes in Brisbane, Australia.

Occup Environ Med 2012;69:163-9.

Flynn A, McGreevy C, Mulkerrin EC. Why do older patients die in a heatwave? Q
J Med 2005;98:227-9.

Vandentorren S, Bretin P, Zeghnoun A, et al. August 2003 heat wave in France:
risk factors for death of elderly people living at home. Eur J Public Health
2006;16:583-91.

Bouchama A, Dehbi M, Mohamed G, Matthies F, Shoukri M, Menne B.
Prognostic factors in heat wave-related deaths: a meta-analysis. Arch Intern Med

2007;167:2170-6.

Piver WT, Ando M, Ye F, Portier CJ. Temperature and air pollution as risk factors
for heat stroke in Tokyo, July and August 1980-1995. Environ Health Perspect
1999;107:911-6.

Bai L, Ding G, Gu S, et al. The effects of summer temperature and heat waves on
heat-related illness in a coastal city of China, 2011-2013. Environ Res
2014;132:212-9.

Lippmann SJ, Fuhrmann CM, Waller AE, Richardson DB. Ambient temperature
and emergency department visits for heat-related illness in North Carolina, 2007-

2008. Environ Res 2013;124:35-42.



40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

62

Ha S, Talbott EO, Kan H, Prins CA, Xu X. The effects of heat stress and its effect
modifiers on stroke hospitalizations in Allegheny County, Pennsylvania. Int Arch

Occup Environ Health 2014;87:557-65.

Koken PJM, Piver WT, Ye F, Elixhauser A, Olsen LM, Portier CJ. Temperature,
air pollution, and hospitalization for cardiovascular diseases among elderly people

in Denver. Environ Health Perspect 2003;111:1312-7.

Loughnan ME, Nicholls N, Tapper NJ. When the heat is on: threshold
temperatures for AMI admissions to hospital in Melbourne Australia. Appl Geogr
2010;30:63-9.

D’Ippoliti D, Michelozzi P, Marino C, et al. The impact of heat waves on mortality
in 9 European cities: results from the EuroHEAT project. Environ Health

2010;9:1-9.

Rey G, Jougla E, Fouillet A, et al. The impact of major heat waves on all-cause
and cause-specific mortality in France from 1971 to 2003. Int Arch Occup Environ

Health 2007;80:615-26.

Robine JM, Cheung SLK, Le Roy S, et al. Death toll exceeded 70,000 in Europe
during the summer of 2003. C R Biol 2008;331:171-8.

Stafoggia M, Forastiere F, Agostini D, et al. Vulnerability to heat-related
mortality: a multicity, population-based, case-crossover analysis. Epidemiology

2006;17:315-23.

Westphal S, Childs R, Seifert K, et al. Managing diabetes in the heat: potential
issues and concerns. Endocr Pract 2010;16:506-11.

Schwartz J. Who is sensitive to extremes of temperature? A case-only analysis.

Epidemiology 2005;16:67-72.

Zanobetti A, O’Neill MS, Gronlund CJ, Schwartz JD. Susceptibility to mortality in
weather extremes. Epidemiology 2013;24:809-19.



50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

O’Connor M, Kosatsky T. Systematic review:how efficacious and how practical
are personal health protection measures recommended to reduce morbidity and
mortality during heat episodes? Montreal, Canada: The National Collaborating
Centre for Environmental Health;2008.

Nordon C, Martin-Latry K, de Roquefeuil L, et al. Risk of death related to
psychotropic drug use in older people during the European 2003 heatwave: a

population-based case-control study. Am J Geriatr Psychiatry 2009;17:1059-67.

Martin-Latry K, Goumy MP, Latry P, et al. Psychotropic drugs use and risk of
heat-related hospitalisation. Eur Psychiatry 2007;22:335-8.

Arnfield AJ. Two decades of urban climate research: a review of turbulence,
exchanges of energy and water, and the urban heat island. Int J Climatol

2003;23:1-26.

Giguere M. Urban heat island mitigation strategies. Québec: Institut national de

santé publique du Québec; 2009.

Kolokotroni M, Giridharan R. Urban heat island intensity in London: an
investigation of the impact of physical characteristics on changes in outdoor air

temperature during summer. So/ Energy 2008;82:986-98.

Gabriel KMA, Endlicher WR. Urban and rural mortality rates during heat waves
Berlin and Brandenburg, Germany. Environ Pollut 2011;159:2044-50.

63

in

Kunkel KE, Changnon SA, Reinke BC, Arritt RW. The July 1995 heat wave in the

midwest: a climatic perspective and critical weather factors. Bull Am Meteorol Soc

1996;77:1507-18.

Smargiassi A, Goldberg MS, Plante C, Fournier M, Baudouin Y, Kosatsky T.

Variation of daily warm season mortality as a function of micro-urban heat islands.

J Epidemiol Community Health 2009;63:659-64.

Tan J, Zheng Y, Tang X, et al. The urban heat island and its impact on heat waves



60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

64

and human health in Shanghai. /nt J Biometeorol 2010;54:75-84.

Hajat S, O’Connor M, Kosatsky T. Health effects of hot weather: from awareness
of risk factors to effective health protection. Lancet 2010;375:856-63.

Naughton MP, Henderson A, Mirabelli MC, et al. Heat-related mortality during a
1999 heat wave in Chicago. Am J Prev Med 2002;22:221-7.

Semenza JC, Rubin CH, Falter KH, et al. Heat-related deaths during the July 1995
heat wave in Chicago. N Engl J Med 1996;335:84-90.

Bishop-Williams KE, Berke O, Pearl DL, Kelton DF. A spatial analysis of heat
stress related emergency room visits in rural Southern Ontario during heat waves.

BMC Emerg Med 2015;15:1-9.

Matz CJ, Stieb DM, Brion O. Urban-rural differences in daily time-activity
patterns, occupational activity and housing characteristics. Environ Health

2015;14:1-11.

Bernhard MC, Kent ST, Sloan ME, Evans MB, McClure LA, Gohlke JM.
Measuring personal heat exposure in an urban and rural environment. Environ Res

2015;137:410-18.

O’Neill MS, Zanobetti A, Schwartz J. Modifiers of the temperature and mortality
association in seven US cities. Am J Epidemiol 2003;157:1074-82.

Madrigano J, Mittleman MA, Baccarelli A, et al. Temperature, myocardial
infarction, and mortality: effect modification by individual- and area-level

characteristics. Epidemiology 2013;24:439-46.

Jones TS, Liang AP, Kilbourne EM, et al. Morbidity and mortality associated with
the July 1980 heat wave in St Louis and Kansas City, Mo. JAMA 1982;247:3327-
31.

Zhang Y, Nitschke M, Bi P. Risk factors for direct heat-related hospitalization



70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

65

during the 2009 Adelaide heatwave: a case crossover study. Sci Total Environ

2013;442:1-5.

Smoyer-Tomic KE, Kuhn R, Hudson A. Heat wave hazards: an overview of heat

wave impacts in Canada. Nat Hazards 2003;28:463-85.
Bellomo R, Kellum JA, Ronco C. Acute kidney injury. Lancet 2012;380:756-66.

Mehta RL, Kellum JA, Shah SV, et al. Acute Kidney Injury Network: report of an

initiative to improve outcomes in acute kidney injury. Crit Care 2007;11:1-8.

Bellomo R, Ronco C, Kellum JA, et al. Acute renal failure - definition, outcome
measures, animal models, fluid therapy and information technology needs: the
Second International Consensus Conference of the Acute Dialysis Quality

Initiative (ADQI) Group. Crit Care 2004;8:R204-12.
Patschan D, Muller GA. Acute kidney injury. J Inj Violence Res 2015;7:19-26.

Hsu CY, McCulloch CE, Fan D, Ordofiez JD, Chertow GM, Go AS. Community-
based incidence of acute renal failure. Kidney Int 2007;72:208-12.

Rewa O, Bagshaw SM. Acute kidney injury- epidemiology, outcomes and
economics. Nat Rev Nephrol 2014;10:193-207.

Waikar SS, Curhan GC, Wald R, McCarthy EP, Chertow GM. Declining mortality
in patients with acute renal failure, 1988 to 2002. J Am Soc Nephrol 2006;17:1143-
50.

Lombardi R, Burdmann EA, Ferreiro A, Liano F. Acute kidney injury. Biomed Res
Int 2015:1-2.

Himmelfarb J. Acute kidney injury in the elderly: problems and prospects. Semin

Nephrol 2009;29:658-64.

Schmitt R, Coca S, Kanbay M, Tinetti ME, Cantley LG, Parikh CR. Recovery of

kidney function after acute kidney injury in the elderly: a systematic review and



81.

82.

83.

84.

85.

86.

87.

88.

&9.

90.

66

meta-analysis. Am J Kidney Dis 2008;52:262-71.

Schmitt R, Cantley LG. The impact of aging on kidney repair. 4m J Physiol Renal
Physiol 2008;294:F1265-72.

Yilmaz R, Erdem Y. Acute kidney injury in the elderly population. /nt Urol
Nephrol 2010;42:259-71.

Glassock RJ, Winearls C. Ageing and the glomerular filtration rate: truths and
consequences. Trans Am Clin Climatol Assoc 2009;120:419-28.

Feest TG, Round A, Hamad S. Incidence of severe acute renal failure in adults:

results of a community based study. BMJ 1993;306:481-3.

Prescott GJ, Metcalfe W, Baharani J, et al. A prospective national study of acute
renal failure treated with RRT: incidence, aetiology and outcomes. Nephrol Dial

Transplant 2007;22:2513-19.

Bagshaw SM, Laupland KB, Doig CJ, et al. Prognosis for long-term survival and
renal recovery in critically ill patients with severe acute renal failure : a

population-based study. Crit Care 2005;9:R700-9.

Kidney Disease: Improving Global Outcomes (KDIGO). KDIGO 2012 clinical
practice guideline for the evaluation and management of chronic kidney disease.

Kidney Int Suppl 2013;3:1-150.

Chawla LS, Eggers PW, Star RA, Kimmel PL. Acute kidney injury and chronic
kidney disease as interconnected syndromes. N Engl J Med 2014;371:58-66.

Hsu CY, Ordoiiez JD, Chertow GM, Fan D, McCulloch CE, Go AS. The risk of
acute renal failure in patients with chronic kidney disease. Kidney Int 2008;74:101-
7.

Pannu N, James M, Hemmelgarn BR, Dong J, Tonelli M, Klarenbach S.
Modification of outcomes after acute kidney injury by the presence of CKD. Am J



91.

92.

93.

94.

95.

96.

97.

98.

99.

67

Kidney Dis 2011;58:206-13.

Fox CS, Larson MG, Leip EP, Culleton B, Wilson PWF, Levy D. Predictors of
new-onset kidney disease in a community-based population. JAMA 2004;291:844-
50.

James MT, Grams ME, Woodward M, et al. A meta-analysis of the association of
estimated GFR, albuminuria, diabetes mellitus, and hypertension with acute kidney

injury. Am J Kidney Dis 2015;66:602-12.

Liang K V, Williams AW, Greene EL, Redfield MM. Acute decompensated heart
failure and the cardiorenal syndrome. Crit Care Med 2008;36:S75-88.

Smith GL, Lichtman JH, Bracken MB, et al. Renal impairment and outcomes in
heart failure: systematic review and meta-analysis. J Am Coll Cardiol

2006;47:1987-96.

Garcia-Tsao G, Parikh CR, Viola A. Acute kidney injury in cirrhosis. Hepatology
2008;48:2064-717.

de Mendonga A, Vincent JL, Suter PM, et al. Acute renal failure in the ICU: risk
factors and outcome evaluated by the SOFA score. Intensive Care Med

2000;26:915-21.

du Cheyron D, Bouchet B, Parienti JJ, Ramakers M, Charbonneau P. The
attributable mortality of acute renal failure in critically ill patients with liver

cirrhosis. Intensive Care Med 2005;31:1693-99.

Cholongitas E, Calvaruso V, Senzolo M, et al. RIFLE classification as predictive
factor of mortality in patients with cirrhosis admitted to intensive care unit. J

Gastroenterol Hepatol 2009;24:1639-47.

D’Amico G, Garcia-Tsao G, Pagliaro L. Natural history and prognostic indicators
of survival in cirrhosis: a systematic review of 118 studies. J Hepatol

2006;44:217-31.



100.

101.

102.

103.

104.

105.

106.

107.

108.

109.

68

Wu CC, Yeung LK, Tsai WS, et al. Incidence and factors predictive of acute renal
failure in patients with advanced liver cirrhosis. Clin Nephrol 2006;65:28-33.

Pannu N, Nadim MK. An overview of drug-induced acute kidney injury. Crit Care
Med 2008;36:5216-23.

Taber SS, Pasko DA. The epidemiology of drug-induced disorders: the kidney.
Expert Opin Drug Saf 2008;7:679-90.

Wu X, Zhang W, Ren H, Chen X, Xie J, Chen N. Diuretics associated acute
kidney injury: clinical and pathological analysis. Ren Fail 2014;36:1051-55.

Che M, Yan YC, Zhang Y, et al. Analysis of drug-induced acute renal failure in
Shanghai. Zhonghua Yi Xue Za Zhi 2009;89:744-9. Chinese.

Ungprasert P, Cheungpasitporn W, Crowson CS, Matteson EL. Individual non-
steroidal anti-inflammatory drugs and risk of acute kidney injury: a systematic

review and meta-analysis of observational studies. Eur J Intern Med 2015;26:285-

91.

Winkelmayer WC, Waikar SS, Mogun H, Solomon DH. Nonselective and
cyclooxygenase-2-selective NSAIDs and acute kidney injury. 4m J Med
2008;121:1092-8.

Wynckel A, Ebikili B, Melin JP, Randoux C, Lavaud S, Chanard J. Long-term
follow-up of acute renal failure caused by angiotensin converting enzyme

inhibitors. Am J Hypertens 1998;11:1080-6.

Tomlinson LA, Abel GA, Chaudhry AN, et al. ACE inhibitor and angiotensin
receptor-II antagonist prescribing and hospital admissions with acute kidney

injury: a longitudinal ecological study. PLoS One 2013;8:1-6.

Lapi F, Azoulay L, Yin H, Nessim SJ, Suissa S. Concurrent use of diuretics,
angiotensin converting enzyme inhibitors, and angiotensin receptor blockers with

non-steroidal anti-inflammatory drugs and risk of acute kidney injury: nested case-



110.

111.

112.

113.

114.

115.

116.

117.

118.

69

control study. BMJ 2013;346:1-11.

Dreischulte T, Morales DR, Bell S, Guthrie B. Combined use of nonsteroidal anti-
inflammatory drugs with diuretics and/or renin—angiotensin system inhibitors in

the community increases the risk of acute kidney injury. Kidney Int 2015;88:396-
403.

Bhaskaran K, Gasparrini A, Hajat S, Smeeth L, Armstrong B. Time series
regression studies in environmental epidemiology. Int J Epidemiol 2013;42:1187-
95.

Grantham TE, Merenlender AM, Resh VH. Climatic influences and anthropogenic
stressors: an integrated framework for streamflow management in Mediterranean-

climate California, U.S.A. Freshw Biol 2010;55:188-204.

Wilson LA, Morgan GG, Hanigan IC, et al. The impact of heat on mortality and
morbidity in the Greater Metropolitan Sydney Region: a case crossover analysis.

Environ Health 2013;12:1-14.

Wang X, Huang G, Lin Q, Liu J. High-resolution probabilistic projections of
temperature changes over Ontario, Canada. J Clim 2014;27:5259-84.

Pengelly LD, Campbell ME, Cheng CS, Fu C, Gingrich SE, Macfarlane R.
Anatomy of heat waves and mortality in Toronto: lessons for public health

protection. Can J Public Health 2007;98:364-68.

Downs SH, Black N. The feasibility of creating a checklist for the assessment of
the methodological quality both of randomised and non-randomised studies of

health care interventions. J Epidemiol Community Health 1998;52:377-84.

Centre for Research on the Epidemiology of Disasters. The Human Costs of
Weather Related Disasters: 1995-2015. Geneva, Switzerland: United Nations
Office for Diaster Risk Reduction; 2015.

Astrom DO, Forsberg B, Rockldv J. Heat wave impact on morbidity and mortality



119.

120.

121.

122.

123.

124.

125.

126.

127.

128.

70

in the elderly population: a review of recent studies. Maturitas 2011;69:99-105.

Hajat S, Kosatky T. Heat-related mortality: a review and exploration of

heterogeneity. J Epidemiol Community Health 2010;64:753-60..

Benchimol EI, Smeeth L, Guttmann A, et al. The REporting of studies Conducted
using Observational Routinely-collected health Data (RECORD) Statement. PLoS
Med 2015;12:1-22.

Statistics Canada. Annual demographic estimates: Canada, provinces and

territories. Ottawa, Canada: Minister of Industry; 2012. Catalogue no. 91-215-X.

Baldwin DJB, Desloges JR, Band LE. Physical Geography of Ontario. In: Perera
AH, Euler DL, Thompson ID, editors. Ecology of a managed terrestrial
landscape: patterns and processes of forest landscpaes in Ontario. Vancouver,

Canada: UBC Press; 2001. p. 12-29.

Statistics Canada. Service bulletin EnviroStats. Ottawa, Canada: Minister of

Industry; 2011. Catalogue no. 16-002-X.

Van Walraven C, Austin P. Administrative database research has unique

characteristics that can risk biased results. J Clin Epidemiol 2012;65:126-31.

Statistics Canada. Postal Code Conversion File (PCCF), reference guide. Ottawa,
Canada: Minister of Industry; 2013. Catalogue no. 92-154-G.

Statistics Canada. 2006 Census Dictionary. Ottawa, Canada: Minister of Industry;
2010. Catalogue no. 92-566-X.

Canadian Institute for Health Information (CIHI). Health indicators 2013:
definitions, data sources and rationale, May 2013. Ottawa, Canada: CIHI; 2013.

Leroyer S, Bélair S, Mailhot J, Strachan IB. Microscale numerical prediction over
montreal with the canadian external urban modeling system. J Appl Meteorol

Climatol 2011;50:2410-28.



129.

130.

131.

132.

133.

134.

135.

136.

137.

138.

71

Bernier NB, Bélair S. High horizontal and vertical resolution limited area model:
near surface and wind energy forecast applications. J App! Meteorol Climatol

2012;51:1061-78.

Ioannidou L, Yu W, Bélair S. Forecasting of surface winds over Eastern Canada
using the Canadian offline land surface modeling system. J App! Meteorol

Climatol 2014;53:1760-74.

Levy AR, O’Brien BJ, Sellors C, Grootendorst P, Willison D. Coding accuracy of
administrative drug claims in the Ontario Drug Benefit database. Can J Clin

Pharmacol 2003;10:67-71.

Gandhi S, Fleet JL, Bailey DG, et al. Calcium-channel blocker — clarithromycin
drug interactions and acute kidney injury. JAMA 2014;310:2544-53.

Hildebrand AM, Liu K, Shariff SZ, et al. Characteristics and outcomes of AKI
treated with dialysis during pregnancy and the postpartum period. J 4m Soc
Nephrol 2015;26:3085-91.

Hwang YJ, Dixon SN, Reiss JP, et al. Atypical antipsychotic drugs and the risk for
acute kidney injury and other adverse outcomes in older adults: a population based

cohort study. Ann Intern Med 2014;161:242-8.

Lam NN, Weir MA, Yao Z, et al. Risk of acute kidney injury from oral acyclovir:
a population-based study. Am J Kidney Dis 2013;61:723-9.

Statistics Canada. Postal Code® Conversion File Plus (PCCF). Ottawa, Canada:
Minister of Industry; 2013. Catelogue no. 92-154-X.

Hwang YJ, Shariff SZ, Gandhi S, et al. Validity of the International Classification
of Diseases, Tenth Revision code for acute kidney injury in elderly patients at

presentation to the emergency department and at hospital admission. BMJ Open

2012;2:1-11.

Harris DG, Koo G, McCrone MP, et al. Recurrent kidney injury in critically ill



139.

140.

141.

142.

143.

144.

145.

146.

147.

148.

72

surgical patients is common and associated with worse outcomes. J Trauma Acute

Care Surg 2014;76:1397-401.

Siew ED, Parr SK, Abdel-Kader K, et al. Predictors of recurrent AKI. J Am Soc
Nephrol 2016;27:1190-200.

Wacholder S, Silverman DT, McLaughlin JK, Mandel JS. Selection of controls in
case-control studies. III. design options. Am J Epidemiol 1992;135:1042-50.

Kovats RS, Hajat S. Heat stress and public health: a critical review. Annu Rev

Public Health 2008;29:41-55.

Patzer RE, McClellan WM. Influence of race ethnicity and socioeconomic status

on kidney disease. Nat Rev Nephrol 2012;8:533-41.

Braga ALF, Zanobetti A, Schwartz J. The effect of weather on respiratory and
cardiovascular deaths in 12 U.S. cities. Environ Health Perspect 2002;110:859-63.

Chen H, Wang J, Li Q, et al. Assessment of the effect of cold and hot temperatures

on mortality in Ontario, Canada: a population-based study. CMAJ Open
2016;4:E48-58.

Curriero FC, Heiner KS, Samet JM, Zeger SL, Strug L, Patz JA. Temperature and
mortality in 11 cities of the Eastern United States. Am J Epidemiol 2002;155:80-
87.

Kovats RS, Hajat S, Wilkinson P. Contrasting patterns of mortality and hospital
admissions during hot weather and heat waves in Greater London, UK. Occup

Environ Med 2004;61:893-8.

Lin YK, Wang YC, Ho TJ, Lu C. Temperature effects on hospital admissions for
kidney morbidity in Taiwan. Sci Total Environ 2013;443:812-20.

McMichael AJ, Wilkinson P, Kovats RS, et al. International study of temperature,
heat and urban mortality: the “ISOTHURM?” project. Int J Epidemiol



149.

150.

151.

152.

153.

154.

155.

156.

157.

73

2008;37:1121-31.

Guo Y, Barnett AG, Tong S. Spatiotemporal model or time series model for
assessing city-wide temperature effects on mortality? Environ Res 2013;120:55-

62.

Linares C, Diaz J. Impact of high temperatures on hospital admissions:
comparative analysis with previous studies about mortality (Madrid). Eur J Public

Health 2008;18:317-22.

Michelozzi P, Accetta G, De Sario M, et al. High temperature and hospitalizations
for cardiovascular and respiratory causes in 12 European cities. Am J Respir Crit

Care Med 2009;179:383-9.

Barnett AG, Tong S, Clements ACA. What measure of temperature is the best
predictor of mortality? Environ Res 2010;110:604-11.

Conti S, Masocco M, Meli P, et al. General and specific mortality among the
elderly during the 2003 heat wave in Genoa (Italy). Environ Res 2007;103:267-74.

Medina-Ramén M, Zanobetti A, Cavanagh DP, Schwartz J. Extreme temperatures
and mortality: assessing effect modification by personal characteristics and
specific cause of death in a multi-city case-only analysis. Environ Health Perspect

2006;114:1331-6.

Tong S, Wang XY, Yu W, Chen D, Wang X. The impact of heatwaves on
mortality in Australia: a multicity study. BMJ Open 2014;4:1-6.

Gronlund CJ, Zanobetti A, Schwartz JD, Wellenius GA, O’Neill MS. Heat, heat
waves, and hospital admissions among the elderly in the United States, 1992-2006.
Environ Health Perspect 2014;122:1187-93.

Greenland S. Dose-response and trend analysis in epidemiology: alternatives to

categorical analysis. Epidemiology 1995;6:356-65.



158.

159.

160.

161.

162.

163.

164.

165.

166.

167.

74

Greenland S. Avoiding power loss associated with categorization and ordinal

scores in dose-response and trend analysis. Epidemiology 1995;6:450-4.

Roberts G, Phillips D, McCarthy R, et al. Acute kidney injury risk assessment at
the hospital front door: what is the best measure of risk? Clin Kidney J
2015;8:673-80.

Wodchis W, Bushmeneva K, Nikitovic M, McKillop 1. Guidelines on person level
cost using administrative databases in Ontario. Toronto, Canda: Health System

Performance Research Network; 2013.

Austin PC. Balance diagnostics for comparing the distribution of baseline
covariates between treatment groups in propensity-score matched samples. Stat

Med 2009;28:3083-107.

Stuart, EA. Matching methods for causaul inference: a review and look forward.

Stat Sci 2010;25:1-21.

Knol MJ, Vandenbroucke JP, Scott P, Egger M. What do case-control studies
estimate? Survey of methods and assumptions in published case-control research.

Am J Epidemiol 2008;168:1073-81.

Greenland S, Thomas DC. On the need for the rare disease assumption in case-

control studies. Am J Epidemiol 1982;116:547-53.

Tong S, Wang XY, Guo Y. Assessing the short-term effects of heatwaves on
mortality and morbidity in Brisbane, Australia: comparison of case-crossover and

time series analyses. PLoS One 2012;7:1-7.

Brookmeyer R, Liang KY, Linet M. Matched case-control designs and
overmatched analyses. Am J Epidemiol 1986;124:693-701.

Fleet JL, Dixon SN, Shariff SZ, et al. Detecting chronic kidney disease in
population-based administrative databases using an algorithm of hospital

encounter and physician claim codes. BMC Nephrol 2013;14:1-8.



168.

169.

170.

171.

172.

173.

174.

175.

176.

75

Environment and Climate Change Canada [Internet]. Glossary. Gatineau:
Government of Canada; 2016 June 22 [cited 2016 July 28]. Available from:
http://climate.weather.gc.ca/glossary e.html

McDermid J, Fera S, Hogg A. Climate change projections for Ontario: an updated
synthesis for policymakers and planners. Peterborough, Canada; Ontario Ministry
of Natural Resrouces and Forestry, Science and Research Branch: 2015. Climate

Change Research Report CCRR-44.
Semenza JC. Acute renal failure during heat waves. Am J Prev Med 1999;17:97.

Sheridan SC. A survey of public perception and response to heat warnings across
four North American cities: an evaluation of municipal effectiveness. Int J

Biometeorol 2007;52:3-15.

Ebi KL, Teisberg TJ, Kalkstein LS, Robinson L, Weiher RF. Heat watch/warning
systems save lives: estimated costs and benefits for Philadelphia 1995-98. Am

Meteorol Soc 2004;85:1067-73.

Bassil KL, Cole DC. Effectiveness of public health interventions in reducing

morbidity and mortality during heat episodes: a structured review. Int J Environ

Res Public Health 2010;7:991-1001.

Wolf J, Adger WN, Lorenzoni I, Abrahamson V, Raine R. Social capital,
individual responses to heat waves and climate change adaptation: an empirical

study of two UK cities. Glob Environ Chang 2010;20:44-52.

Abrahamson V, Wolf J, Lorenzoni I, et al. Perceptions of heatwave risks to health:
interview-based study of older people in London and Norwich, UK. J Public
Health 2009;31:119-26.

Holstein J, Canoui-Poitrine F, Neumann A, Lepage E, Spira A. Were less disabled
patients the most affected by 2003 heat wave in nursing homes in Paris, France? J

Public Health 2005;27:359-65.



177.

178.

179.

180.

181.

182.

183.

184.

185.

186.

76

Patz JA, Frumkin H, Holloway T, Vimont DJ, Haines A. Climate change:
challenges and opportunities for global health. JAMA4 2014;312:1565-80.

Mann CJ. Observational research methods. Research design II: cohort, cross

sectional, and case-control studies. Emerg Med J 2003;20:54-60.

Lavigne E, Gasparrini A, Wang X, et al. Extreme ambient temperatures and
cardiorespiratory emergency room visits: assessing risk by comorbid health

conditions in a time series study. Environ Health 2014;13:1-8.

Gasparrini A, Armstrong B, Kenward MG. Distributed lag non-linear models. Stat
Med 2010;29:2224-34.

Maclure M. The case-crossover design: a method for studying transient effects on

the risk of acute events. Am J Epidemiol 1991;133:144-53.

Janes H, Sheppard L, Lumley T. Case-crossover analyses of air pollution exposure

data. Epidemiology 2005;16:717-26.

Lumley T, Levy D. Bias in the case-crossover design: implications for studies of

air pollution. Environmetrics 2000;11:689-704.

McGeehin MA, Mirabelli M. The potential impacts of climate variability and
change in temperature-related morbidity and mortality in the United States.

Environ Health Perspect 2001;109:185-9.

Dreassi E, Biggeri A. Edge effect in disease mapping. J Ital Stat Soc 1998;3:267-
83.

Hansen A, Bi P, Nitschke M, Ryan P, Pisaniello D, Tucker G. The effect of heat
waves on mental health in a temperate Australian City. Environ Health Perspect

2008;116:1369-75.



Appendices

Appendix A: Definitions of preliminary exclusions

77

Variable

Database(s)

Code(s)

Dialysis in the year prior
to index date. This
includes any dialysis
modality (e.g. acute,

chronic, access creation).

CIHI-DAD

OHIP

ICD-9: V451, V560, V568, 99673

ICD-10: T824, Y602, Y612, Y622,
Y841, 249, 2992

CCP: 5127, 5142, 5143, 5195, 6698

CCI: 1PZ21, 10T53DATS,
10T53HATS, 10TS3LATS,
1SY55LAFT, 7SC59QD, 1KY76,
1KG76MZXXA, 1KG7T6MZXXN,
1JM76NC, 1JM76NCXXN

OHIP feecodes: R850, G324, G336,
G327, G862, G865, G099, R825,
R826, R827, R833, R840, R841,
R843, R848, R851, R946, R943,
R944, R945, R941, R942, 7450,
7451, 7452, G864, R852, R853,
R854, R885, G333, H540, H740,
R849, G323, G325, G326, G860,
G863, G866, G330, G331, G332,
G861, G082, G083, G085, G090,
G091, G092, G093, G094, G095,
G096, G294, G295
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Kidney transplant in the ~ CIHI-DAD CCI: 1PC85

five years prior to index

date. OHIP OHIP feecodes: S435, S434
Long-term care facility ODB Looked at most recent ODB

utilization

prescription prior to index date for

long-term care flag.

Abbreviations: CCI, Canadian Classification of Health Interventions; CCP Canadian Classification of

Diagnostic, Therapeutics, and Surgical Procedures; CIHI-DAD, Canadian Institute for Health Information

Discharge Abstract Database; dx, diagnosis; ICD-9 International Classification of Diseases, ninth revision;

ICD-10, International Classification of Diseases, tenth revision; ODB, Ontario Drug Benefit database;

OHIP, Ontario Health Insurance Plan claims database.

Note: Prior to 2002, diagnostic codes followed ICD-9 and procedural codes followed CCP. From 2002

onward, diagnostic codes followed ICD-10 and procedural codes followed CCI. ICD-9 and ICD-10 were

developed by the World Health Organization. CCP and CCI were developed by CIHI.



Appendix B: Definitions of outcomes

79

Variable Database(s) Code(s)
Acute kidney injury CIHI-DAD, ICD-10: N17
NACRS
Receipt of acute OHIP OHIP feecodes: R849, G323, G866,

dialysis

G330, G331, G093, G095, G294,
G295

Abbreviation: CIHI-DAD, Canadian Institute for Health Information Discharge Abstract Database; ICD-

10, International Classification of Diseases, tenth revision; Ontario Health Insurance Plan claims database;

NACRS, National Ambulatory Care Reporting System database
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Appendix C: Definitions of demographic variables and comorbid conditions

Variable Database(s) Code(s)

Age RPDB

Sex RPDB

Annual postal code of ~ RPDB Best known postal code for eligible
residence RPDB person on July 1* each year.

Drew from previous census data and
information collected each time a
person makes contact with a health

care institution.

Residential status CENSUS

Neighbourhood income CENSUS

quintile

Chronic kidney disease =~ CIHI-DAD ICD-9: 4030, 4031, 4039, 4040, 4041,
4049, 585, 586, 5888, 5889, 2504

ICD-10: E102, E112, E132, E142, 112,
113, NO8, N18, N19

OHIP OHIP dx: 403, 585

Diabetes ODD
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Congestive heart failure CIHI-DAD

OHIP

ICD-9: 425, 5184, 514, 428

ICD-10: 1500, 1501, 1509, 1255, J81

CCP: 4961, 4962, 4963, 4964

CCI: 1HP53, 1HP55, 1HZ53GRFR,
1HZ53LAFR, 1HZ53SYFR

OHIP feecodes: R701, R702, Z429

OHIP dx: 428

Coronary artery disease = CIHI-DAD

ICD-9: 412, 410, 411

ICD-10: 121, 122, Z955, T822

CCI: 11J50, 11J76

CCP: 4801, 4802, 4803, 4804, 4805,
481, 482, 483

OHIP OHIP feecodes: R741, R742, R743,
G298, E646, E651, E652, E654, E655,
7434, 7448
OHIP dx: 410, 412
All stroke CIHI-DAD ICD-9: 430, 431, 432, 434, 435, 436,

3623

ICD-10: 162, 1630, 1631, 1632, 1633,
1634, 1635, 1638, 1639, 164, H341,
1600, 1601, 1602, 1603, 1604, 1605,
1606, 1607, 1609, 161, G450, G451,
G452, G453, G458, G459, H340
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Peripheral vascular CIHI-DAD

disease

OHIP

ICD-9: 4402, 4408, 4409, 5571, 4439,
444

ICD-10: 1700, 1702, 1708, 1709, 1731,
1738, 1739, K551

CCP: 5125, 5129, 5014, 5016, 5018,
5028, 5038, 5126, 5159

CCIL: 1KA76, 1KAS50, 1KE76, 1KG50,
1KG57, IKG76MI, 1KG87,
11A87LA, 1IB87LA, 1IC87LA,
11D87, IKA87LA, 1KE57

OHIP feecodes: R787, R780, R797,
R804, R809, R875, R815, R936,
R783, R784,R785, E626, R814, R786,
R937, R860, R861, R855, R856,
R933, R934, R791, E672, R794,
R813, R867, E649

Chronic liver disease CIHI-DAD

OHIP

ICD-9: 4561, 4562, 070, 5722, 5723,
5724, 5728, 573, 7824, V026, 2750,
2751, 7891, 7895, 571

ICD-10: B16, B17, B18, B19, 185,
R17, R18, R160, R162, B942, 7225,
E831, E830, K70, K713, K714, K715,
K717, K721, K729, K73, K74, K753,
K754, K758, K759, K76, K77

OHIP dx: 571, 573, 070

OHIP feecodes: 2551, Z554
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Hypertension CIHI-DAD ICD-9: 401, 402, 403, 404, 405
ICD-10: 110,111,112, 113, 115

OHIP OHIP dx: 401, 402, 403

Abbreviations: CCI, Canadian Classification of Health Interventions; CCP Canadian Classification of
Diagnostic, Therapeutics, and Surgical Procedures; CIHI-DAD, Canadian Institute for Health Information
Discharge Abstract Database; dx, diagnosis; ICD-9 International Classification of Diseases, ninth revision;
ICD-10, International Classification of Diseases, tenth revision; ODB, Ontario Drug Benefit database;
ODD, Ontario Diabetes Database; OHIP, Ontario Health Insurance Plan claims database; RPDB,
Registered Persons Database

Note: Prior to 2002, diagnostic codes followed ICD-9 and procedural codes followed CCP. From 2002
onward, diagnostic codes followed ICD-10 and procedural codes followed CCI. ICD-9 and ICD-10 were
developed by the World Health Organization. CCP and CCI were developed by CIHI.
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Appendix D: Top ten main/most responsible diagnoses among AKI cases

First three

characters of Description Number of cases (%)

ICD-10 code
N17 Acute renal failure 9437 (17.8%)
150 Heart failure 3299 (6.2%)
A4l Other septicaemia 2664 (5.0%)
N39 Other disorders of urinary system 2093 (4.0%)
121 Acute myocardial infarction 2083 (3.9%)
J18 Pneumonia, organism unspecified 1943 (3.7%)
J44 Other chronic obstructive pulmonary disease 1790 (3.4%)
751 Other medical care 1153 (2.2%)
El1 Type 2 Diabetes mellitus 1138 (2.2%)
E86 Volume depletion 681 (1.3%)

Abbreviations: ICD-10, International Classification of Diseases, tenth revision
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Appendix E: Distribution of selected characteristics for AKI cases and controls in

location-matched sensitivity analysis

AKI cases' Weighted controls'  Standardized
Variable (N=29,904) (N=29,904) differences’

Demographics
Age (median, IQR) 78 (73-84) 78 (73-84) 0%
Over 79 years of age 13,696 (45.8%) 13,682 (45.8%) 0%
Women 15,604 (52.2%) 15,604 (52.2%) 0%
Rural resdience’ 2,984 (10.0%) 2,984 (10.0%) 0%
Income quintile*

1, low 7,387 (24.7%) 7,387 (24.7%) 0%

2 6,436 (21.5%) 6,436 (21.5%) 0%

3, middle 5,628 (18.8%) 5,628 (18.8%) 0%

4 5,496 (18.4%) 5,496 (18.4%) 0%

5, high 4,957 (16.6%) 4,957 (16.6%) 0%
Comorbid conditions’
Chronic kidney

. ] 1,554 (5.2%) 1,549 (5.2%) 0%
disease
Diabetes’ 12,937 (43.3%) 7,564 (25.3%) 47%
Congestive heart

12,653 (42.3%) 3,013 (10.1%) 97%

failure
Coronary artery

_ 13,902 (46.5%) 7,176 (24.0%) 60%
disease®
Stroke 2,738 (9.2%) 847 (2.8%) 33%
Peripheral vascular

_ 1,465 (4.9%) 345 (1.2%) 27%
disease
Chronic liver disease 2,761 (9.2%) 728 (2.4%) 36%
Hypertension 25,072 (83.8%) 19,394 (64.9%) 55%
Medications’
ACE inhibitors alone 12,264 (41.0%) 7,843 (26.2%) 39%
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ARB alone 5,915 (19.8%) 4,197 (14.0%) 19%
ACE inhibitors and
1,049 (3.5%) 398 (1.3%) 17%
ARB use
Potassium-sparing
o 3,739 (12.5%) 1,118 (3.7%) 40%
diuretics
Nonpotassium-
] o 17,376 (58.1%) 9,257 (31.0%) 70%
sparing diuretics
NSAIDs, excluding
o 5,022 (16.8%) 3,466 (11.6%) 18%
aspirin
Psychotropics' 6,691 (22.4%) 3,581 (12.0%) 34%

Abbreviations: ACE, angiotensin-converting enzyme; AKI, acute kidney injury; ARB, angiotensin II
receptor blocker; IQR, interquartile range; N, number; NSAID, non-steroidal anti-inflammatory drug
"Data are presented as number (%) of individuals, unless otherwise stated

? Standardized differences were derived by taking the difference in means between cases and weighted
controls over the pooled standard deviation. Standardized differences are less sensitive to sample size
compared to traditional hypothesis tests. Standardized differences >10% were considered to represent
meaningful imbalances between cases and controls

3 All areas where the community size was <10,000 individuals were classified as rural.

* Income was categorized into fifths of average neighborhood income, with 1 indicating the lowest
(poorest) quintile and 5 the highest (richest) quintile.

> With the exception of diabetes, all other comorbidities were assessed using diagnostic, procedural, and/or
fee codes logged in administrative databases in the five years prior to index date.

% In Ontario, positive coding algorithm for detecting chronic kidney disease identifies older adults with
median (IQR) eGFR of 38 mL/min per 1.73 m? (26 to 51); its absence identifies those with a median (IQR)
eGFR of 69 mL/min per 1.73 m? (56 to 82). !¢’

7 Diabetes was defined using the Ontario Diabetes Database, which contains records on all Ontario diabetic
patients identified since 1991.

¥ Coronary artery disease excluded diagnoses of angina.

? Medication use was assessed in the 120 days prior to index date.

' Psychotropics included antidepressant (selective-serotonin reuptake inhibitors, serotonin-norepinephrine

reuptake inhibitors) and antipsychotic medication.
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