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Abstract

Objectives

To assess the impact of sources of drug information on antibiotic prescribing patterns (quan-
tity and quality) among primary care physicians.

Methods

We conducted a cohort study on primary care physicians who were actively engaged in
medical practice in 2010 in a region in north-west Spain (Galicia), fulfilling inclusion criteria
(n=2100). As the independent variable, we took the perceived utility of 6 sources of infor-
mation on antibiotics, as measured by the validated KAAR-11 questionnaire. As dependent
variables, we used: (1) a quality indicator (appropriate quality, defined as any case where 6
of the 12 indicators proposed by the European Surveillance of Antimicrobial Consumption
Network [ESAC-Net] were better than the mean values for Spain); and, (2) a quantity indica-
tor (high prescribing), defined as any case where defined daily doses (DDD) per 1 000
inhabitants per day of antibacterials for systemic use were higher than the mean values for
Spain. The adjusted odds ratio for a change in the interquartile range (IgOR) for each
sources of information on antibiotics was calculated using Generalized Linear Mixed
Models.

Results

The questionnaire response rate was 68%. Greater perceived utility of pharmaceutical sales
representatives increases the risk of having high prescribing (1/IgOR = 2.50 [95%ClI: 1.63—
3.66]) and reduces the probability of having appropriate quality (1/IgOR =2.28 [95%CI:
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1.77-3.01]). Greater perceived utility of clinical guidelines increases the probability of having
appropriate quality (1/IgOR = 1.25 [95%Cl: 1.02—1.54]) and reduces the probability of high
prescribing (1/IgOR = 1.25[95%Cl: 1.02—1.54]).

Conclusions

Sources of information on antibiotics are an important determinant of the quantity and qual-
ity of antibiotic prescribing in primary care. Commercial sources of information influence pre-
scribing negatively, and clinical guidelines are associated with better indicators.

Introduction

Misuse of antibiotics is the principal cause of the problem of resistance. [1,2] Notwithstanding
the strategies developed to improve prescribing [3,4] antibiotic use continues to grow. [5]
Around 90% of all antibiotic prescriptions are issued in primary care, [6-8] where an apprecia-
ble gap has been observed between clinical guidelines and practice. [9] The factors that affect
misprescribing in community settings are both numerous and inter-related, [10,11] and pre-
dominant among them are the sources of information through which physicians acquire
information.

The sources of information used by physicians have been described as one of the main
determinants of drug prescribing quality, [12-15] and there is evidence to show the important
role played by the pharmaceutical industry: indeed, exposure to pharmaceutical company
information has been seen to be associated with higher prescribing, higher costs and lower pre-
scribing quality. [13-15]

However, there are few studies that specifically evaluate the influence of the sources of
information used by physicians on antibiotic prescribing, [15-19] despite the fact that, in such
a case, any misprescription, in addition to raising the risk of adverse events and healthcare
costs, would also increase the development of resistance. [20]

Accordingly, this paper sought to evaluate the influence of the perceived utility of drug
information sources, on drug quality and quantity. To this end, we used the KAAR-11 ques-
tionnaire, [21] which was developed by our team on the basis of focal group studies, [22] and
has already been used in previous studies [23,24] to identify attitudes and knowledge associ-
ated with misprescription of antibiotics.

Methods
Study setting

Our study was conducted in Galicia. Galicia is a region in north-west Spain with a population
of 2.7 million, 24.3% of whom are over 65 years of age. Population density is 91,4 habitants/m2
and decreases as one moves inland from the coast, so distances to a public health centre tend
to increase. [25] Practically all the population is covered by the Spanish National Health Sys-
tem (NHS). The NHS is almost fully funded by taxes and provision of all health services, other
than pharmaceuticals, is free of charge at the point of delivery. Prior to 2012, the NHS afforded
universal coverage, and pharmaceutical services were co-financed by outpatients, with pen-
sioners and their beneficiaries being exempt from co-payment, and non-pensioners and their
beneficiaries paying 40% of the retail price. Medication may only be dispensed by community
or hospital pharmacies, and for some types of medication, e.g., antibiotics, a physician’s
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prescription is compulsory; even so, the dispensing of drugs without a prescription continues
to exist in Spain. [26,27] In Galicia, outpatient care is organised in two systems, namely:
healthcare or primary care centres, where medical care is given by appointment and each phy-
sician is assigned a fixed population quota; and 24-hour emergency outpatient centres, where
there are no population quotas assigned to each physician, but emergency care is instead given
on demand to whatever proportion of the population that requires it.

In Spain, relations between the pharmaceutical industry and the healthcare system are par-
tially regulated by domestic legislation; [28,29] legislative gaps are covered by the industry, and
self-regulation predominates in the form of a Good Practice Code. [30] However, the degree of
compliance with these rules and regulations is not optimal. [31-33]

Study design and population

A cohort study covering all primary care physicians working for the NHS in Galicia in 2010
(N = 3675) was carried out. From those the following were excluded: physicians exclusively
assigned to emergency services; medical residents in training; and temporary staff. [23] Physi-
cians exclusively assigned to emergency services were excluded, since they do not have a desig-
nated number of listed patients, thus rendering it impossible to calculate DID (Defined daily
dose -DDD- per 1000 Inhabitants per Day) indicators that require the number of patients
attended as their denominator.

Measure

All physicians who fulfilled the inclusion criteria were sent a letter describing the study, a ques-
tionnaire on antibiotic prescribing, a prepaid self-addressed envelope for returning the com-
pleted questionnaire, as well as a small gift (ballpoint pen or pencil). In cases where there was
no response to the questionnaire, this was re-sent a maximum of 4 times.

The validated KAAR-11 (Knowledge and Attitudes regarding Antibiotics and Resistance)
questionnaire was used: further details about the development and validation of the KAAR-11
questionnaire can be found elsewhere. [21] This questionnaire evaluates: (i) the perceived util-
ity of sources of information (clinical practice guidelines, documentation from the pharmaceu-
tical industry, pharmaceutical industry training (courses, sessions, congresses . . . organized
specifically by the pharmaceutical industry), medical representatives (or pharmaceutical sales
representatives), previous clinical experience and other specialist) in the management of upper
respiratory tract infections; (ii) healthcare criteria which may influence prescribing (number
of patients, time devoted to each patient, and whether or not physicians work on-call duty
shifts); and (iii) knowledge and attitudes regarding antibiotics and resistance. The results were
assessed using a continuous, horizontal, visual analogue scale (VAS), scored in a range from 0
(total disagreement) to 10 (total agreement).

Follow-up and outcome measures

The NHS provided monthly online prescription records for physicians from January 2008 to
December 2010. Drug-indication information was, however, unavailable.

To assess the quantity and quality of antibiotic prescriptions (dependent variables) we cal-
culated the 12 indicators proposed by the European Surveillance of Antimicrobial Consump-
tion (ESAC), [34] validated by Coenen et al, [35] which we then used to construct the
dichotomous dependent variables, namely, the quantity and quality of prescriptions. In the
case of the quantity of prescriptions we used indicator J01_DID (consumption of antibacterials
for systemic use expressed in defined daily doses/1000 inhabitants/day). Appropriate prescrib-
ing quantity (lower quantity) was assumed to exist in any case where the value of this indicator
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was better than the reference value for Spain. [23] Prescribing quality was deemed to be appro-
priate (Appropriate Quality Prescription of Antibiotics: AQPA) in any case where half (6/12)
or more of the annual ESAC indicators for each physician were better than the reference values
for Spain (see Apendix 1). We have selected these cut-points to avoid their opportunistic selec-
tion. [23,24] Moreover, we considered the characteristics of the primary care centers that
could act as potentially confusing covariates, in addition to the care criteria that were collected
in the KAAR-11 questionnaire: rural/urban primary care center; interior/coast primary care
center; availability of extra-hospital emergency services; center with/without residency train-
ing; center with specialties; and distance from the primary care center to the nearest hospital.

Statistical analysis

Generalized linear mixed models were applied to statistical analysis. To construct the models,
we used the quantity (JO1_DID ESAC indicator) and the quality of prescription (AQPA) as
dependents variables, with individual observations (per year and physician) as level 1 and phy-
sicians as level 2; random effects were considered among physicians using R (R Foundation for
Statistical Computing). In view of the fact that the response variables were dichotomous, these
models were fitted with the binomial family, using the Ime4 package for the R free software
environment for statistical computing. [36] To construct the models, we first performed a
bivariate analysis, and then selected all exposure and potential confounding variables having a
P-value lower than 0.2. Second, the variables so selected were then studied in a multivariate
analysis. The variables with the highest level of statistical significance were successively elimi-
nated, provided that the coefficients of the principal variables of exposure changed by no more
than 10% and improved the Schwartz’s Bayesian Information Criterion, [37] until the most
appropriate model had been obtained.

To take into account the scale of independent variables and their distribution among the
study subjects, we calculated the interquartile odds ratio (Iq OR), which is based on an incre-
mental exposure corresponding to the interquartile range on the scale of the perceived utility
of the source of information measures. [38] To express the results, we applied the following
three-step procedure:

i. firstly, we calculated the odds ratios (ORs) with their 95% confidence intervals for the con-
tinuous variable, which indicates the increase/decrease in the probability of having appro-
priate prescribing quantity or quality for an increase of 1 unit on the continuous VAS (scale
range 0-10) that measured the perceived utility of sources of information;

ii. secondly, we calculated the Iq OR, by multiplying the IQR (Interquartile Range) by the
OR; and,

iii. thirdly, in any case where the OR was lower than 1, we calculated the inverse of the Iqg OR
(1/I1q OR), which can be interpreted as the increase in the probability of having appropriate
prescribing quantity or quality when scale values decrease from the 75 to the 25™
percentile.

Ethics and confidentiality

The study was approved by the Galician Ethics Committee (code number 2007/107). The phy-
sicians included in the study were informed through a letter, as described in the section mea-
sures. The physicians accepted to participate in the study if they answered the questionnaire.
To ensure confidentiality, once the data needed to obtain the prescription indicators had been
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linked to the results of the questionnaires, they were furnished by the Galician NHS in an
anonymised format such that no indicator could be related to a specific professional.

Results

A total of 2100 (57.1%) physicians fulfilled the inclusion criteria, with a 68% (n = 1428)
response rate to the postal questionnaire. The indicator values for responders and non-
responders were very similar. [23] In terms of quantity, 21.2% of responders registered better
prescription values (indicator J01_DID) than the Spanish mean, and 66.1% registered AQPA.

Table 1 shows that a higher degree of the management of upper respiratory tract infections
deriving from information sources from pharmaceutical companies was associated with a
higher probability of prescribing more antibiotics, namely, 1/IqOR = 2.50 (95%CI: 1.63-3.66,
p<0.001) for pharmaceutical sales representatives and 2.09 (95%CI: 1.70-2.87, p<0.001) for
pharmaceutical documentation. In contrast, the management of upper respiratory tract infec-
tions deriving from clinical guidelines was associated with a lower probability of antibiotic pre-
scribing: IQOR = 1.25; 95%CI: 1.02-1.54, p = 0.031).

Table 2 shows that a higher degree of the management of upper respiratory tract infections
deriving from sources of information from the pharmaceutical industry was associated with
worse prescribing quality, namely, 1/IqQOR = 2.28 (95%CI: 1.77-3.01, p<0.001) for pharma-
ceutical sales representatives, 2.28 (95%CI: 1.70-3.01, p<0.001) for pharmaceutical industry
courses, and 2.09 (95%CI: 1.63-2.74, p<0.001) for pharmaceutical documentation. A higher
degree of management of upper respiratory tract infections deriving from clinical guidelines
was associated with better quality but with effect magnitudes lower than those deriving from
commercial guidelines: IQOR = 1.25 (95%CI: 1.02-1.54, p = 0.026).

Discussion

The results of this large-sized cohort study show that sources of information on antibiotics are
an important determinant of the quantity and quality of antibiotic prescribing in primary care.
Whereas commercial sources of information influence prescribing negatively, clinical guide-
lines are the sole resource associated with better indicators, albeit with lower effect
magnitudes.

The considerable influence exerted by the pharmaceutical industry on antibiotic mispre-
scribing (with effect magnitudes of more than twofold) is a reflection of the important role

Table 1. Association between information sources and antibiotic prescribing in terms of quantity (OR of a physician registering values better than the Spanish ref-
erence for ESAC indicator J01_DID,” on comparing the 25" to the 75" percentile of each source of information).

Percentile Quantity
Source of informationb 25 50 75 Iq OR (95% CI) Inverse Iq OR (95% CI) p value
Clinical Practice Guidelines 7.5 9 9.5 1.25 (1.02-1.54) — 0.031
Documentation of Pharmaceutical Industry 2 4 5.5 — 2.09 (1.70-2.87) <0.001
Pharmaceutical Industry Training 2.5 5 6 — 1.45 (0.93-1.15) 0.188
Medical Representatives 1.5 3 5 — 2.50 (1.63-3.66) <0.001
Previous clinical experience 7 8 9.5 — 1.27 (0.77-2.12) 0.348
Other specialists 7 8.5 9.5 — 1.03 (0.93-1.23) 0.888

Abbreviations. Iq OR: interquartile odds ratio; CI: confidence interval; DID: DDDs (assumed average maintenance dose per day for a drug used for its main indication
in adults) per 1000 inhabitants per day.
aJ01_DID: consumption of antibacterials for systemic use expressed in DID.

b Measured using a continuous, horizontal, visual analogue scale. Recorded answers were scored in a range from zero (total disagreement) to ten (total agreement).

https://doi.org/10.1371/journal.pone.0221326.t001
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Table 2. Association between information sources and antibiotic prescribing in terms of quality (OR of a physi-
cian showing Appropriate Quality Prescription of Antibiotics,* on comparing the 25" to the 75'" percentile of each
source of information).

Quality
Source of information® Iq OR (95% CI) Inverse Iq OR (95% CI) p value
Clinical Practice Guidelines 1.25 (1.02-1.54) — 0.026
Documentation of Pharmaceutical Industry — 2.09 (1.63-2.74) <0.001
Pharmaceutical Industry Training — 2.28 (1.70-3.01) <0.001
Medical Representatives — 2.28 (1.77-3.01) <0.001
Previous clinical experience — 2.35 (1.80-3.05) <0.001
Other specialists — 1.23 (1.00-1.55) 0.057

Abbreviations. Iq OR: interquartile odds ratio; CI: confidence interval; DID: DDDs (assumed average maintenance
dose per day for a drug used for its main indication in adults) per 1000 inhabitants per day.

a Appropriate quality prescription of antibiotics (AQPA): half or more ESAC indicator values better than the
reference values for Spain.

b Measured using a continuous, horizontal, visual analogue scale. Recorded answers were scored in a range from zero

(total disagreement) to ten (total agreement).

https://doi.org/10.1371/journal.pone.0221326.t002

that it plays in antibiotic prescribing. These results are consistent, both with research results
on the effect of pharmaceutical company information on global prescribing habits, and with
the volume of resources that the industry allocates to the promotion of medications. [19, 39]
Despite the pharmaceutical sector’s proposals for self-regulation and the reduction in the
number of pharmaceutical sales representatives after the 2010 economic crisis, the majority of
primary care physicians regularly receive pharmaceutical sales representatives and accept their
gifts. [40] Moreover, regulations governing the relations between the industry and the health-
care system are frequently infringed. [41] Influence on prescribers is based on psychological
mechanisms that determine clinical decision-making. Physicians display contradictions in
their relationship with the industry, justifying it and considering that it does not affect them
on an individual basis, while at the same time regarding it as affecting their colleagues. [42]
According to some authors, they develop strategies to resolve cognitive dissonance, which
entail conserving a self-image of independence and credibility without dispensing with their
omnipresent interactions with the industry. [43]

The high effect magnitude encountered by us could also be due to the fact that antibiotics
are a group of medical drugs with specific characteristics which can be used for their promo-
tion and could favour their over/misprescribed: (1) promotion based on effectiveness rather
than appropriateness; (2) favouring the short-term view of the individual patient to the detri-
ment of a longer-term population-based stance; and/or, (3) advocating prescribing in the face
of diagnostic uncertainty and/or fear of the consequences of not prescribing. [23] The per-
ceived utility of clinical guidelines is the only resource associated with better prescribing, albeit
with a much lower magnitude (IQOR = 1.25) than that of commercial sources, which indicates
that these would seem to have less influence. This finding is consistent with the underuse of
guidelines [44,45] and the gap between evidence-based recommendations and clinical reality.
[46-48] Even though there is evidence to show that clinical guidelines could be biased due to
authors’ conflicts of interest with pharmaceutical companies, [49] this fact is probably less wor-
rying in the case of antibiotics. Something that also has to be borne in mind is that public con-
cern about antimicrobial resistance tends to favour greater control of rational antibiotic use,
which is reflected in more independent guidelines. [50-52]
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Our study has a series of strengths, the chief of which is the use of the first fully-validated
questionnaire, [21] which ensures that our findings are based, not on simulations, but on real
physician-based prescription data. [53] Furthermore, the use of ESAC indicators [35] guaran-
tees the absence of opportunism in the choice of the most favourable indicators. In addition,
the use of these indicators favours the comparability of results at European level.

Some limitations must also be considered. Firstly, there could be a tendency on the part of
physicians to answer in way that they perceive as being more socially acceptable (social desir-
ability bias). [54] However, this would affect the absolute scores but not the calculation of effect
measures (IQOR). Secondly, while a possible non-response bias might exist, it has to be said
that, not only was the response rate (68%) higher than that obtained in studies with postal
questionnaires, [55] but there were hardly any differences between responders and non-
responders. [23] Thirdly, even though data on indications were not available to us, we never-
theless feel that, due the large size of the number of registered patients per physician (median
1329) and the analysis being adjusted for potential confounding factors, differences in quality
and quantity indicators among physicians cannot be attributed to variations in patient mor-
bidity. Fourth, It is possible that there may be differences in the patient mix in a specific pri-
mary care practice (e.g., more elderly patients, lower or higher area served) but we feel that
such differences should not be very great, given the large size of physicians’quotas (n>1000)
and the fact that most of the indicators are ratios or proportions relative to the size of the popu-
lation attended (DHD, District Health Department) or, ratios or proportions whereby the
indicators are automatically adjusted. Should there be differences between physicians’ quotas
which might affect outcomes (quantity and quality of prescriptions), we feel that this would
not be associated -positively or negatively- with the perceived utility of physicians’ sources of
information. This could cause a non-differential misclassification in the outcome (indicators),
which would lead to an underestimate of the effect (and in turn towards the null hypothesis).
[56] If, despite this potential underestimate, physicians’ commercial sources of information
show an effect, it can be assumed that the effect would be greater still.

In view of the fact that there are local circumstances (organisation of the healthcare system,
legislation of relations with the industry, physicians antibiotic culture, etc.) which can affect
the results obtained and determine the applicability of our results to different healthcare sys-
tems, we feel that generalizability should be approached with caution, though there are numer-
ous studies which have described the pharmaceutical industry ‘s influence on the healthcare
system [57] and drug prescribing. [58-62] Moreover, it is possible that in medical circles that
are less regulated than Spain’s (e.g., some developing countries), the influence exerted by infor-
mation provided by the industry on prescribing patterns could be even greater. [62,63].

In conclusion, improving antibiotic prescribing is a complex task that calls for multiple
complementary approaches. Reducing the gaps between scientific evidence and clinical prac-
tice is one of the challenges that must be overcome to achieve this goal. Our results seem to
support the need to reduce the effect of the industry and foster the use of more independent
resources, such the adequate implementation of independent clinical guidelines, in order to
rationalise antibiotic prescribing.

Supporting information
S1 File Data. This is the data file.
(RAR)

S1 Appendix. ESAC indicators for Spain 2009.
(PDF)

PLOS ONE | https://doi.org/10.1371/journal.pone.0221326  August 22, 2019 7/11


http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0221326.s001
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0221326.s002
https://doi.org/10.1371/journal.pone.0221326

@ PLOS|ONE

Pharmaceutical companies information and antibiotic prescription

Acknowledgments

We would like to thank Virginia Navascues for his assistance with the English text; and the
other members of the Galician Pharmacoepidemiology Research Group (GREPHEPI) for
their collaboration. Members of GREPHEPI are: Adolfo Figueiras' (lead author, adolfo.figueir-
as@usc.es), Maria Pifieiro Lamas®, Paula Lopez Vazquez', Juan M. Vazquez Lago', Ana Estany
Gestal®, Francisco Caamafio', Juan J. Gestal-Otero', Margarita Taracido', Ana Lopez-Duran®,
Angel Salgado®, Elena Lopez Gonzilez', Isabel Sastre®, with the following affiliations: ! Depart-
ment of Preventive Medicine and Public Health, University of Santiago de Compostela, Santi-
ago de Compostela, Spain; > Consortium for Biomedical Research in Epidemiology & Public
Health (CIBER en Epidemiologia y Salud Publica/CIBERESP), Santiago de Compostela, Spain;
? Unit of Methodology of the Research, Health Research Institute of Santiago de Compostela
(FIDIS), Spain; * Department of Clinical Psychology and Psychobiology, University of Santi-
ago de Compostela, Santiago de Compostela, Spain; > Unit Supporting Research, University
Hospital Alvaro Cunqueiro, Vigo, Spain; ® Primary Care Pharmacy Unit, Health Care Center
San José-A, A Coruia.

Author Contributions

Conceptualization: Juan Vazquez-Lago, Paula Lopez-Vazquez, Adolfo Figueiras.
Formal analysis: Maria Pifieiro-Lamas.

Funding acquisition: Adolfo Figueiras.

Investigation: Juan Vazquez-Lago, Paula Lopez-Vazquez, Adolfo Figueiras.

Methodology: Juan Vazquez-Lago, Paula Lopez-Vazquez, Maria Pifieiro-Lamas, Adolfo
Figueiras.

Resources: Raquel Garcia Rodriguez.
Writing - original draft: Maruxa Zapata-Cachafeiro.

Writing - review & editing: Iria Ferndndez- Alvarez, Maria Pifieiro-Lamas, Raquel Garcia
Rodriguez, Adolfo Figueiras.

References

1. Costelloe C, Metcalfe C, Lovering A, Mant D, Hay AD. Effect of antibiotic prescribing in primary care on
antimicrobial resistance in individual patients: systematic review and meta-analysis. BMJ 2010; 18:
€2096.

2. Bell BG, Schellevis F, Stobberingh E, Goossens H, Pringle M. A systematic review and meta-analysis
of the effects of antibiotic consumption on antibiotic resistance. BMC Infect Dis 2014; 14: 13. https://
doi.org/10.1186/1471-2334-14-13 PMID: 24405683

3. Arnold SR, Straus SE. Interventions to improve antibiotic prescribing practices in ambulatory care.
Cochrane Database Syst Rev 2005; (4): CD003539. https://doi.org/10.1002/14651858.CD003539.
pub2 PMID: 16235325

4. Vander Velden AW, Pijpers EJ, Kuyvenhoven MM, Tonkin-Crine SK, Little P, Verheij TJ. Effectiveness
of physician-targeted interventions to improve antibiotic use for respiratory tract infections. BrJ Gen
Pract 2012; 62: e801-7. https://doi.org/10.3399/bjgp12X659268 PMID: 23211259

5. Klein EY, Van Boeckel TP, Martinez EM, Pant S, Gandra S, Levin SA, et al. Global increase and geo-
graphic convergence in antibiotic consumption between 2000 and 2015. Proc Natl Acad Sci USA 2018;
115: E3463-E3470. https://doi.org/10.1073/pnas.1717295115 PMID: 29581252

6. DyarOJ, Beovi¢ B, Vlahovi¢-Palcevski V, Verheij T, Pulcini C. How can we improve antibiotic prescrib-
ing in primary care? Expert Rev Anti Infect Ther 2016; 14: 403—13. https://doi.org/10.1586/14787210.
2016.1151353 PMID: 26853235

PLOS ONE | https://doi.org/10.1371/journal.pone.0221326  August 22, 2019 8/11


https://doi.org/10.1186/1471-2334-14-13
https://doi.org/10.1186/1471-2334-14-13
http://www.ncbi.nlm.nih.gov/pubmed/24405683
https://doi.org/10.1002/14651858.CD003539.pub2
https://doi.org/10.1002/14651858.CD003539.pub2
http://www.ncbi.nlm.nih.gov/pubmed/16235325
https://doi.org/10.3399/bjgp12X659268
http://www.ncbi.nlm.nih.gov/pubmed/23211259
https://doi.org/10.1073/pnas.1717295115
http://www.ncbi.nlm.nih.gov/pubmed/29581252
https://doi.org/10.1586/14787210.2016.1151353
https://doi.org/10.1586/14787210.2016.1151353
http://www.ncbi.nlm.nih.gov/pubmed/26853235
https://doi.org/10.1371/journal.pone.0221326

@ PLOS|ONE

Pharmaceutical companies information and antibiotic prescription

10.

1.

12

13.

14.

15.

16.

17.

18.

19.

20.

21.

22,

23.

24,

25.

Livermore DM. Minimising antibiotic resistance. Lancet Infect Dis 2005; 5: 450-9. https://doi.org/10.
1016/S1473-3099(05)70166-3 PMID: 15978531

Agencia Espafiola de Medicamentos y Productos Sanitarios (AEMPS). Plan estratégico y de accion
para reducir el riesgo de seleccién y diseminacion de la resistencia a los antibiéticos; 2015 [cited 2019
Apr 03]. Avaliable from: https://www.aemps.gob.es/publicaciones/publica/plan-estrategico-antibioticos/
v2/docs/plan-estrategico-antimicrobianos-AEMPS. pdf

Malo S, Bjerrum L, Feja C, Lallana MJ, Moliner J, Rabanaque MJ. Compliance with recommendations
on outpatient antibiotic prescribing for respiratory tract infections: the case of Spain. Basic Clin Pharma-
col Toxicol 2015; 116: 337—42. https://doi.org/10.1111/bcpt. 12316 PMID: 25168517

Teixeira Rodrigues A, Roque F, Falcdo A, Figueiras A, Herdeiro MT. Understanding physician antibiotic
prescribing behaviour: a systematic review of qualitative studies. Int J Antimicrob Agents 2013; 41:
203-12. https://doi.org/10.1016/j.ijjantimicag.2012.09.003 PMID: 23127482

Lopez-Vazquez P, Vazquez-Lago JM, Figueiras A. Misprescription of antibiotics in primary care: a criti-
cal systematic review of its determinants. J Eval Clin Pract 2012; 18: 473-84. https://doi.org/10.1111/j.
1365-2753.2010.01610.x PMID: 21210896

Figueiras A, Caamario F, Gestal-Otero JJ. Influence of physician’s education, drug information and
medical-care settings on the quality of drugs prescribed. Eur J Clin Pharmacol 2000; 56: 747-53.
https://doi.org/10.1007/s002280000217 PMID: 11214787

Spurling GK, Mansfield PR, Montgomery BD, Lexchin J, Doust J, Othman N, et al. Information from
Pharmaceutical Companies and the Quality, Quantity, and Cost of Physicians’ Prescribing: A System-
atic Review. PLoS Med 2010; 7: e1000352. https://doi.org/10.1371/journal.pmed.1000352 PMID:
20976098

Brax H, Fadlallah R, Al-Khaled L, Kahale LA, Nas H, El-Jardali F, et al. Association between physicians’
interaction with pharmaceutical companies and their clinical practices: A systematic review and meta-
analysis. PLoS One 2017; 12: e01754983. https://doi.org/10.1371/journal.pone.0175493 PMID:
28406971

Pokorny AM, Gittins CB. Dangerous liaisons: doctors-in-training and the pharmaceutical industry. Intern
Med J 2015; 45: 1085-8. https://doi.org/10.1111/imj.12855 PMID: 26429220

Fickweiler F, Fickweiler W, Urbach E. Interactions between physicians and the pharmaceutical industry
generally and sales representatives specifically and their association with physicians’ attitudes and pre-
scribing habits: a systematic review. BMJ Open 2017; 7: e016408. https://doi.org/10.1136/bmjopen-
2017-016408 PMID: 28963287

Ziegler MG, Lew P, Singer BC. The accuracy of drug information from pharmaceutical sales representa-
tives. JAMA 1995; 273: 1296-8. PMID: 7715044

Cleary JD. Impact of pharmaceutical sales representatives on physician antibiotic prescribing. Journal
of Pharmacy Technology, 1992; 8:27-9. PMID: 10118197

Gagnon MA, Lexchin J. The cost of pushing pills: a new estimate of pharmaceutical promotion expendi-
tures in the United States. PLoS Med 2008; 5: e1. https://doi.org/10.1371/journal.pmed.0050001
PMID: 18177202

Aiello AE, King NB, Foxman B. Ethical conflicts in public health research and practice: antimicrobial
resistance and the ethics of drug development. Am J Public Health 2006; 96: 1910—4. https://doi.org/
10.2105/AJPH.2005.077214 PMID: 17018817

Lépez-Vazquez P, Vazquez-Lago JM, Gonzalez-Gonzalez C, Pifieiro-Lamas M, Lopez-Duran A, Her-
deiro MT, et al. Development and validation of the knowledge and attitudes regarding antibiotics and
resistance (KAAR-11) questionnaire for primary care physicians. J Antimicrob Chemother 2016; 71:
2972-9. https://doi.org/10.1093/jac/dkw238 PMID: 27353468

Vazquez-Lago JM, Lopez-Vazquez P, Lépez-Duran A, Taracido-Trunk M, Figueiras A. Attitudes of pri-
mary care physicians to the prescribing of antibiotics and antimicrobial resistance: a qualitative study
from Spain. Fam Pract 2012; 29: 352—60. https://doi.org/10.1093/fampra/cmr084 PMID: 22016323

Gonzalez-Gonzalez C, Lopez-Vazquez P, Vazquez-Lago JM, Pifieiro-Lamas M, Herdeiro MT, Arza-
mendi PC, et al. Effect of Physicians’ Attitudes and Knowledge on the Quality of Antibiotic Prescription:
A Cohort Study. PloS One 2015; 10: e0141820. https://doi.org/10.1371/journal.pone.0141820 PMID:
26509966

Teixeira Rodrigues A, Ferreira M, Pifieiro-Lamas M, Falcéo A, Figueiras A, Herdeiro MT. Determinants
of physician antibiotic prescribing behavior: a 3 year cohort study in Portugal. Curr Med Res Opin 2016;
32: 949-57. https://doi.org/10.1185/03007995.2016.1154520 PMID: 26878083

Instituto Galego de Estatistica (IGE). Indicadores demograficos [cited 2019 Apr 03]. Available from:
https://www.ige.eu/estatico/estat.jsp?ruta=html/gl/poboacion/IndicadoresDemograficos.html

PLOS ONE | https://doi.org/10.1371/journal.pone.0221326  August 22, 2019 9/11


https://doi.org/10.1016/S1473-3099(05)70166-3
https://doi.org/10.1016/S1473-3099(05)70166-3
http://www.ncbi.nlm.nih.gov/pubmed/15978531
https://www.aemps.gob.es/publicaciones/publica/plan-estrategico-antibioticos/v2/docs/plan-estrategico-antimicrobianos-AEMPS.pdf
https://www.aemps.gob.es/publicaciones/publica/plan-estrategico-antibioticos/v2/docs/plan-estrategico-antimicrobianos-AEMPS.pdf
https://doi.org/10.1111/bcpt.12316
http://www.ncbi.nlm.nih.gov/pubmed/25168517
https://doi.org/10.1016/j.ijantimicag.2012.09.003
http://www.ncbi.nlm.nih.gov/pubmed/23127482
https://doi.org/10.1111/j.1365-2753.2010.01610.x
https://doi.org/10.1111/j.1365-2753.2010.01610.x
http://www.ncbi.nlm.nih.gov/pubmed/21210896
https://doi.org/10.1007/s002280000217
http://www.ncbi.nlm.nih.gov/pubmed/11214787
https://doi.org/10.1371/journal.pmed.1000352
http://www.ncbi.nlm.nih.gov/pubmed/20976098
https://doi.org/10.1371/journal.pone.0175493
http://www.ncbi.nlm.nih.gov/pubmed/28406971
https://doi.org/10.1111/imj.12855
http://www.ncbi.nlm.nih.gov/pubmed/26429220
https://doi.org/10.1136/bmjopen-2017-016408
https://doi.org/10.1136/bmjopen-2017-016408
http://www.ncbi.nlm.nih.gov/pubmed/28963287
http://www.ncbi.nlm.nih.gov/pubmed/7715044
http://www.ncbi.nlm.nih.gov/pubmed/10118197
https://doi.org/10.1371/journal.pmed.0050001
http://www.ncbi.nlm.nih.gov/pubmed/18177202
https://doi.org/10.2105/AJPH.2005.077214
https://doi.org/10.2105/AJPH.2005.077214
http://www.ncbi.nlm.nih.gov/pubmed/17018817
https://doi.org/10.1093/jac/dkw238
http://www.ncbi.nlm.nih.gov/pubmed/27353468
https://doi.org/10.1093/fampra/cmr084
http://www.ncbi.nlm.nih.gov/pubmed/22016323
https://doi.org/10.1371/journal.pone.0141820
http://www.ncbi.nlm.nih.gov/pubmed/26509966
https://doi.org/10.1185/03007995.2016.1154520
http://www.ncbi.nlm.nih.gov/pubmed/26878083
https://www.ige.eu/estatico/estat.jsp?ruta=html/gl/poboacion/IndicadoresDemograficos.html
https://doi.org/10.1371/journal.pone.0221326

@ PLOS|ONE

Pharmaceutical companies information and antibiotic prescription

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.
38.

39.

40.

M,

42,

43.

44,

45.

Zapata-Cachafeiro M, Gonzalez-Gonzalez C, Vazquez-Lago J, Loépez-Vazquez P, Lopez-Duran A,
Smyth E, et al. Determinants of antibiotic dispensing without a medical prescription: a cross-Sectional
study in the north of Spain. J Antimicrob Chemother 2014; 69: 3156—60. https://doi.org/10.1093/jac/
dku229 PMID: 24966275

Zapata-Cachafeiro M, Pifieiro-Lamas M, Guinovart MC, Lopez-Vazquez P, Vazquez-Lago JM, Fig-
ueiras A. Magnitude and determinants of antibiotic dispensing without prescription in Spain: a simulated
patient study. J Antimicrob Chemother 2019; 74: 511—4. https://doi.org/10.1093/jac/dky440 PMID:
30395222

Ministerio de Sanidad, Servicios Sociales e Igualdad. RD Legislativos 1/2015, de 24 de julio, por el que
se aprueba el texto refundido de la Ley de garantias y uso racional de los medicamentos y productos
sanitarios; 2015 [cited 2019 Apr 04]. Available from: https://www.boe.es/boe/dias/2015/07/25/pdfs/
BOE-A-2015-8343.pdf

Ministerio de Sanidad y Consumo. RD 1416/1994, de 25 de junio, por el que se regula la publicidad de
los medicamentos de uso humano; 1994 [cited 2019 Apr 04]. Available from: https://www.boe.es/boe/
dias/1994/07/29/pdfs/A24404-24410.pdf

Farmaindustria. Cédigo de Buenas Practicas. 2016 [cited 2019 Apr 04]. Available from: https://www.
codigofarmaindustria.org/servlet/sarfi/codigo/codigo.html

Farmaindustria. Sistema de Autoregulacién.Organos de Control. Resoluciones; [cited 2019 Apr 04].
Available from: https://www.codigofarmaindustria.org/servlet/sarfi/resoluciones.html

Moliner J, Mozota J, Abad JM, Casafia L, Judez D, Rabanaque MJ. Is it pertinent to investigate the rela-
tions between physicians and the drug industry. Rev Calid Asist 2009; 24: 72-9. https://doi.org/10.
1016/S1134-282X(09)70656-6 PMID: 19426930

Garcés Redondo G, Colan Colan C, Sanchez Oropesa A, Gomez Suanes G, Canchig Pilicita FE,
Lépez de Castro F. Opinidn sobre la Visita Médica de los Médicos de Atencion Primaria de Toledo.
Revista Clinica de Medicina de Familia 2010; 3: 5-9.

European Centre for Disease Prevention and Control. Quality indicators for antibiotic consumption in
the community; 2016 [cited 2018 Sep 20]. Available from: http://www.ecdc.europa.eu/en/healthtopics/
antimicrobial_resistance/esac-net-database/Pages/quality-indicators-primary-care.aspx

Coenen S, Ferech M, Haaijer-Ruskamp FM, Butler CC, Vander Stichele RH, Verheij TJ, et al. European
Surveillance of antimicrobial consumption (ESAC): quality indicators for outpatient antibiotic use in
Europe. Qual Saf Health Care 2007; 16: 440-5. https://doi.org/10.1136/qshc.2006.021121 PMID:
18055888

Bates D, Maechler M, Bolker B, Walker S, Haubo Bojesen Christensen R, Henrik Singmann et al. Ime4:
Linear mixed-effects models using Eigen and S4. R package version 1.1-7. 2014. Available at: http://
CRAN.R-project.org.

Schwarz G. Estimating the dimension of a model. The Annals of Statistics 1978; 6: 461—4.

Mackinnon A. The interquartile odds ratio: a suggestion for the presentation of results from continuous
predictors in logistic regression. Int J Method Psychiatr Res 1992; 2: 233-5.

Figueiras A, Sastre |, Tato F, Rodriguez C, Lado E, Caamario F, et al. One-to-one versus group ses-
sions to improve prescription in primary care: a pragmatic randomized controlled trial. Med Care 2001;
39: 158-67. PMID: 11176553

Lobo E, Rabanaque MJ, Carrera P, Abad JM, Moliner J. Relationship between physician and industry in
Aragon (Spain). Gac Sanit 2012; 26: 336—42. https://doi.org/10.1016/j.gaceta.2011.11.003 PMID:
22244268

El periédico de Aragdn. Detenido por falsificar facturas para ocultar la compra de material informatico;
2008 [cited 2019 Apr 04]. Available from: https://www.elperiodicodearagon.com/noticias/aragon/
detenido-falsificar-facturas-ocultar-compra-material-informatico_406305.html

Chimonas S, Brennan TA, Rothman DJ. Physicians and drug representatives: exploring the dynamics
of the relationship. J Gen Intern Med 2007; 22: 184-90. https://doi.org/10.1007/s11606-006-0041-z
PMID: 17356984

Mather C. The pipeline and the porcupine: alternate metaphors of the physician-industry relationship.
Soc Sci Med 2005; 60: 1323-34. https://doi.org/10.1016/j.socscimed.2004.07.011 PMID: 15626527

Malo S, Poblador-Plou B, Prados-Torres A, Lallana MJ, Laguna-Berna C, Rabanaque MJ. Poor congru-
ence with guidelines in the use of antibiotics for acute bronchitis: a descriptive study based on electronic
health records. Fam Pract 2016; 33: 471-5. https://doi.org/10.1093/fampra/cmw037 PMID: 27221732

Hagen TL, Hertz MA, Uhrin GB, Dalager-Pedersen M, Schenheyder HC, Nielsen H. Adherence to local
antimicrobial guidelines for initial treatment of community-acquired infections. Dan Med J 2017; 64:
A5381. PMID: 28566116

PLOS ONE | https://doi.org/10.1371/journal.pone.0221326  August 22, 2019 10/11


https://doi.org/10.1093/jac/dku229
https://doi.org/10.1093/jac/dku229
http://www.ncbi.nlm.nih.gov/pubmed/24966275
https://doi.org/10.1093/jac/dky440
http://www.ncbi.nlm.nih.gov/pubmed/30395222
https://www.boe.es/boe/dias/2015/07/25/pdfs/BOE-A-2015-8343.pdf
https://www.boe.es/boe/dias/2015/07/25/pdfs/BOE-A-2015-8343.pdf
https://www.boe.es/boe/dias/1994/07/29/pdfs/A24404-24410.pdf
https://www.boe.es/boe/dias/1994/07/29/pdfs/A24404-24410.pdf
https://www.codigofarmaindustria.org/servlet/sarfi/codigo/codigo.html
https://www.codigofarmaindustria.org/servlet/sarfi/codigo/codigo.html
https://www.codigofarmaindustria.org/servlet/sarfi/resoluciones.html
https://doi.org/10.1016/S1134-282X(09)70656-6
https://doi.org/10.1016/S1134-282X(09)70656-6
http://www.ncbi.nlm.nih.gov/pubmed/19426930
http://www.ecdc.europa.eu/en/healthtopics/antimicrobial_resistance/esac-net-database/Pages/quality-indicators-primary-care.aspx
http://www.ecdc.europa.eu/en/healthtopics/antimicrobial_resistance/esac-net-database/Pages/quality-indicators-primary-care.aspx
https://doi.org/10.1136/qshc.2006.021121
http://www.ncbi.nlm.nih.gov/pubmed/18055888
http://CRAN.R-project.org
http://CRAN.R-project.org
http://www.ncbi.nlm.nih.gov/pubmed/11176553
https://doi.org/10.1016/j.gaceta.2011.11.003
http://www.ncbi.nlm.nih.gov/pubmed/22244268
https://www.elperiodicodearagon.com/noticias/aragon/detenido-falsificar-facturas-ocultar-compra-material-informatico_406305.html
https://www.elperiodicodearagon.com/noticias/aragon/detenido-falsificar-facturas-ocultar-compra-material-informatico_406305.html
https://doi.org/10.1007/s11606-006-0041-z
http://www.ncbi.nlm.nih.gov/pubmed/17356984
https://doi.org/10.1016/j.socscimed.2004.07.011
http://www.ncbi.nlm.nih.gov/pubmed/15626527
https://doi.org/10.1093/fampra/cmw037
http://www.ncbi.nlm.nih.gov/pubmed/27221732
http://www.ncbi.nlm.nih.gov/pubmed/28566116
https://doi.org/10.1371/journal.pone.0221326

@ PLOS|ONE

Pharmaceutical companies information and antibiotic prescription

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

Carlsen B, Norheim OF. “What lies beneath it all?”—an interview study of GPs’ attitudes to the use of
guidelines. BMC Health Services Research 2008; 8: 218. https://doi.org/10.1186/1472-6963-8-218
PMID: 18945360

Abdelhamid A, Howe A, Stokes T, Qureshi N, Steel N. Primary care evidence in clinical guidelines: a
mixed methods study of practitioners’ views. Br J Gen Pract 2014; 64: e719—-e727. https://doi.org/10.
3399/bjgp14X682309 PMID: 25348996

Petersen |, Johnson AM, Islam A, Duckworth G, Livermore DM, Hayward AC. Protective effect of antibi-
otics against serious complications of common respiratory tract infections: retrospective cohort study
with the UK General Practice Research Database. BMJ 2007; 335: 982. https://doi.org/10.1136/bmj.
39345.405243.BE PMID: 17947744

loannidis JPA. Professional Societies Should Abstain from Authorship of Guidelines and Disease Defi-
nition Statements. Circ Cardiovasc Qual Outcomes 2018; 11: e004889. https://doi.org/10.1161/
CIRCOUTCOMES.118.004889 PMID: 30354582

Strama. Guidelines for the treatment of rhinosinusititis, pharyngotonsillitis and acute media otitis in chil-
dren; 2000 [cited 2019 Apr 04]. Available from: http://strama.se/examples-of-clinical-guidelines/?lang=
en

Agencia Espafiola de Medicamentos y Productos Sanitarios (AEMPS). Recomendaciones sobre guias
de tratamiento antimicrobiano; 2017 [cited 2019 Apr 04]. Avaliable from: http://www.
resistenciaantibioticos.es/es/system/files/field/files/recomendaciones_sobre_guias_tratamiento_
antimicrobiano.pdf?file=1&type=node&id=372&force=0

European Centre for Disease Prevention and Control (ECDC). Proposals for EU guidelines on the pru-
dent use of antimicrobials in humans; 2017 [cited 2019 Apr 04]. Available from: https://ecdc.europa.eu/
sites/portal/files/media/en/publications/Publications/EU-guidelines-prudent-use-antimicrobials.pdf

Sintchenko V, Coiera E, Iredell JR, Gilbert GL. Comparative impact of guidelines, clinical data, and deci-
sion support on prescribing decisions: an interactive web experiment with simulated cases. J Am Med
Inform Assoc 2004; 11:71-7. https://doi.org/10.1197/jamia.M1166 PMID: 14527970

Brenner PS, DeLamater J. Lies, Damned Lies, and Survey Self-Reports? Identity as a Cause of Mea-
surement Bias. Soc Psychol Q 2016; 79: 333-54. https://doi.org/10.1177/0190272516628298 PMID:
29038609

Galan Herrera S, Delgado Marroquin MT, Altisent Trota R. Analysis of the relationship between primary
care doctors and the pharmaceutical industry. Aten Primaria 2004; 34: 231-7. PMID: 15456570

Rothman K, Greenland S, Lash TL. Modern Epidemiology, 3rd Edition. Philadelphia, PA: Lippincott
Williams & Wilkins; 2008.

Fadlallah R, Alkhaled L, Brax H, Nasser M, Rajabbik MH, Nass H, et al. Extent of physician-pharmaceu-
tical industry interactions in low- and middle-income countries: a systematic review. Eur J Public Health
2018; 28:224-30. https://doi.org/10.1093/eurpub/ckx204 PMID: 29165586

Caamafio F, Figueiras A, Gestal-Otero JJ. Influence of commercial information on prescription quantity
in primary care. Eur J Public Health 2002; 12: 187-91. https://doi.org/10.1093/eurpub/12.3.187 PMID:
12232957

Muijrers PE, Grol RP, Sijbrandij J, Janknegt R, Knottnerus JA. Differences in prescribing between GPs:
impact of the cooperation with pharmacists and impact of visits from pharmaceutical industry represen-
tatives. Fam Pract 2005; 22: 624—30. https://doi.org/10.1093/fampra/cmi074 PMID: 16055474

Wood SF, Podrasky J, McMonagle MA, Raveendran J, Bysshe T, Hogenmiller A, et al. Influence of
pharmaceutical marketing on Medicare prescriptions in the District of Columbia. PLoS One 2017; 12:
e€0186060. https://doi.org/10.1371/journal.pone.0186060 PMID: 29069085

DedJong C, Aguilar T, Tseng CW, Lin GA, Boscardin WJ, Dudley RA. Pharmaceutical Industry Spon-
sored Meals and Physician Prescribing Patterns for Medicare Beneficiaries. JAMA Intern Med 2016;
176: 1114-22. https://doi.org/10.1001/jamainternmed.2016.2765 PMID: 27322350

Bharathiraja R, Sridharan S, Chelliah LR, Suresh S, Senguttuvan M. Factors affecting antibiotic pre-
scribing pattern in pediatric practice. Indian J Pediatr 2005; 72: 877-9. https://doi.org/10.1007/
bf02731121 PMID: 16272664

Prabhat Ranjan N. Promotional Efforts of Pharmaceutical Industries on Prescribing Pattern of Antibiot-
ics among Medical Doctors in Nepal. Journal of Business and Social Sciences Research 2016; 1: 201—
14.

PLOS ONE | https://doi.org/10.1371/journal.pone.0221326  August 22, 2019 11/11


https://doi.org/10.1186/1472-6963-8-218
http://www.ncbi.nlm.nih.gov/pubmed/18945360
https://doi.org/10.3399/bjgp14X682309
https://doi.org/10.3399/bjgp14X682309
http://www.ncbi.nlm.nih.gov/pubmed/25348996
https://doi.org/10.1136/bmj.39345.405243.BE
https://doi.org/10.1136/bmj.39345.405243.BE
http://www.ncbi.nlm.nih.gov/pubmed/17947744
https://doi.org/10.1161/CIRCOUTCOMES.118.004889
https://doi.org/10.1161/CIRCOUTCOMES.118.004889
http://www.ncbi.nlm.nih.gov/pubmed/30354582
http://strama.se/examples-of-clinical-guidelines/?lang=en
http://strama.se/examples-of-clinical-guidelines/?lang=en
http://www.resistenciaantibioticos.es/es/system/files/field/files/recomendaciones_sobre_guias_tratamiento_antimicrobiano.pdf?file=1&type=node&id=372&force=0
http://www.resistenciaantibioticos.es/es/system/files/field/files/recomendaciones_sobre_guias_tratamiento_antimicrobiano.pdf?file=1&type=node&id=372&force=0
http://www.resistenciaantibioticos.es/es/system/files/field/files/recomendaciones_sobre_guias_tratamiento_antimicrobiano.pdf?file=1&type=node&id=372&force=0
https://ecdc.europa.eu/sites/portal/files/media/en/publications/Publications/EU-guidelines-prudent-use-antimicrobials.pdf
https://ecdc.europa.eu/sites/portal/files/media/en/publications/Publications/EU-guidelines-prudent-use-antimicrobials.pdf
https://doi.org/10.1197/jamia.M1166
http://www.ncbi.nlm.nih.gov/pubmed/14527970
https://doi.org/10.1177/0190272516628298
http://www.ncbi.nlm.nih.gov/pubmed/29038609
http://www.ncbi.nlm.nih.gov/pubmed/15456570
https://doi.org/10.1093/eurpub/ckx204
http://www.ncbi.nlm.nih.gov/pubmed/29165586
https://doi.org/10.1093/eurpub/12.3.187
http://www.ncbi.nlm.nih.gov/pubmed/12232957
https://doi.org/10.1093/fampra/cmi074
http://www.ncbi.nlm.nih.gov/pubmed/16055474
https://doi.org/10.1371/journal.pone.0186060
http://www.ncbi.nlm.nih.gov/pubmed/29069085
https://doi.org/10.1001/jamainternmed.2016.2765
http://www.ncbi.nlm.nih.gov/pubmed/27322350
https://doi.org/10.1007/bf02731121
https://doi.org/10.1007/bf02731121
http://www.ncbi.nlm.nih.gov/pubmed/16272664
https://doi.org/10.1371/journal.pone.0221326

