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Abstract

Purpose—Evaluating disparities in health care is an important aspect of understanding
differencesin disease risk. The purpose of this study is to describe methodology for estimating
such disparities, with application to alarge multi-ethnic cohort study.

Methods—The Multi-Ethnic Study of Atherosclerosis (MESA) includes 6814 participants aged
45-84 years free of cardiovascular disease. Prevalence ratio (PR) regression was used to model
baseline lipid lowering medication (LLM) or anti-hypertensive medication use at baseline as a
function of gender, race, risk factors and estimated pre-treatment biomarker values.

Results—Hispanics and African-Americans had lower prevalence of medication use than non-
Hispanic whites, even at the same risk factor profile. This became non-significant after adjustment
for socio-economic status. Although gender did not influence the prevalence of LLM use
(PR=1.09, 95% CI 0.95 to 1.25), there were differencesin the association of diabetes and HDL
with LLM use by gender. Men were significantly less likely to be on anti-hypertensive
medications than women (PR=0.86, 95% CI 0.80 to 0.92, p<0.001) and this was not explained by
risk factors or socioeconomic status. Lack of health insurance strongly influenced medication use,
controlling for risk factors and other markers of socio-economic status.

Conclusions—Disparities exist in the treatment of cholesterol and hypertension. Hispanics and
African Americans had less use of LLM, men had less use of anti-hypertensives. Risk factors have
differential associations with medication use depending on gender. Methods described in this
paper can provide improved disparity estimation in observational cohort studies.
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Introduction

The ability to evaluate disparitiesin health care delivery is an important aspect of
understanding differences in subsequent disease risk. African Americans and Hispanic
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Americans have higher risk of cardiovascular disease (CVD) relative to whites, and higher
prevalence of many cardiovascular risk factors including hypertension, diabetes, and obesity
[1]. It isless clear whether there are disparities in treatment for these conditions, and if so,
whether there is an explanation for these disparities such as socioeconomic status. We
consider adisparity to exist if, at agiven risk factor profile, one subset of participantsisless
likely to receive arecommended treatment.

Large population based observational cohort studies such as the Multi-Ethnic Study of
Atherosclerosis (MESA) offer an excellent resource for exploring such disparities. The
MESA cohort covers a broad age range (45-84 at entry), is gender balanced, includes four
racial/ethnic groups (Caucasians, Chinese-Americans, African Americans, and Hispanics),
and was conducted with standardized assessments. All participants were free of clinicaly
apparent cardiovascular disease at study entry, and thus a study sample eligible for primary
prevention. However, methodologic challenges al so exist when studying disparitiesin the
cohort setting. Many of the MESA participants are receiving medical therapies, with almost
40% of participants on anti-hypertensive medications at baseline (2000-2002), and 16% on
lipid lowering medication. These numbers rise to approximately one half and one third of
the population by the fourth follow-up examination respectively (2005-2007). Participants
not on medications at baseline but who begin treatment later in the study (“new users’) may
have been influenced by the fact that we reported baseline results (including blood pressure
and cholesterol) to both participants and their physicians. Estimated rates of new users may
thus be higher and more equally distributed across racial/ethnic and socioeconomic groups
than in the general population. For example, examination of such participants who started on
anew medication after the baseline exam would underestimate any disparities due to lack of
access to regular health care or disparitiesin screening. Thus, for purposes of evaluating
disparitiesit is more desirable to examine rates of medication use at the time that
participants enter the study. However, for participants taking medications at baseline, we
have confounding by indication since we do not have a measurement of their pre-treatment
biomarker values.

One option is to examine utilization patterns without accounting for pre-treatment biomarker
values[2]. However it is unclear then how much the differences reflect actual disparities
(different rates of use at the samerisk factor profile) versus differences due to differing risk
factor profiles. For instance, African Americans are known to have higher rates of
hypertension compared to non-Hispanic whites, and thus they have (and should have) a
greater prevalence of anti-hypertensive medication use. What is|ess clear, however, is
whether they are more likely (or less likely) to be treated at a given level of untreated blood
pressure and risk factor profile. In other words, it is unclear whether there is a disparity as
opposed to merely a difference. Another approach to this question isto focus on the
prevalence of untreated hypertension/dyslipidemia—that is, the proportion of the population
meeting the criteriafor treatment but not receiving it [3-7]. Thisisavalid approach,
however, it leaves open the possibility of residual confounding by the level/severity of the
untreated hypertension/dyslipidemia. That is, even though everyone is above the threshold
for the diagnosis, there may remain large differences in the magnitude of the blood pressure/
cholesteral that are not accounted for by this method.

In this paper we use a modeling approach described previoudly [8] to estimate pre-treatment
cholesterol and blood pressure values for those on medications at baseline. We then fit
models for the prevalence of medication use that control for estimated pre-treatment values
of the underlying biomarker of interest. Differences by covariates such as gender or race/
ethnicity then reflect differences in medication use conditional on the underlying biomarker.
We use these model s to examine gender and racial/ethnic disparitiesin medication usein
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MESA, aswell as to compare risk factor associations with medication use across gender/
ethnicity groups.

Methods

The Multi-Ethnic Study of Atherosclerosis

MESA is designed to study the prevalence, risk factors and progression of subclinical
cardiovascular disease in a multi-ethnic population. A detailed description of the study
design and methods has been published previously [9]. Briefly, 6814 participants aged 45—
84 years who identified themselves as White, African-American, Hispanic, or Chinese were
recruited from six U.S. communities from 2000-2002. All participants were free of
clinically apparent cardiovascular disease. The communities were Forsyth County, NC;
Northern Manhattan and the Bronx, NY; Baltimore City and Baltimore County, MD; St.
Paul, MN; Chicago, IL; and Los Angeles County, CA. Each field center developed its
recruitment procedures according to the characteristics of its community and available
resources, including lists of residents, dwellings, and telephone exchanges. Supplemental
resources, including lists of Medicare beneficiaries and referrals by participants, were used
in the last stages of enrollment to meet goals for the elderly and minorities. Each site
recruited an approximately equal number of men and women, according to pre-specified age
and race/ethnicity proportions. All participants gave informed consent.

Information on demographics, smoking, medical conditions, and family history, were
collected via questionnaire at the initial examination. Height and weight were measured at
the baseline exam, and blood was drawn for measurements including lipids, inflammation,
fasting glucose, and fibrinogen. Resting blood pressure was measured three timesin the
seated position, and the average of the last two measurements was used in analysis.
Medication use was determined by questionnaire. Additionally, the participant was asked to
bring to the clinic containers for all medications used during the two weeks prior to the visit.
Theinterviewer then recorded the name of each medication, the prescribed dose, and
frequency of administration from the containers. The participant was also queried about how
many pills they had taken over the past two weeks on average per day/week/month. All
analyses described in this paper use the information transcribed from the containers.

Statistical Methods

For participants taking lipid lowering medication at baseline their pre-treatment cholesterol
levels were estimated using techniques that have been described previously [8]. Similarly,
we also estimate pre-treatment blood pressure for those taking anti-hypertensive medication
at baseline. Briefly, pre-treatment values are estimated based on type of drug, observed
cholesterol/blood pressure, and demographics. The model used is derived from the subset of
new drug users throughout the study (that is, using the pre and post treatment values for the
new users). Thismodel is then applied to the subset of participants already taking
medication at baseline (a mutually exclusive subset from the new user subset on which the
model is estimated). For cholesterol the imputation model included: observed on-treatment
cholesterol, age, gender, race/ethnicity, diabetes, anti-hypertensive medication use (yes/no),
HDL cholesteral, triglycerides, indicators for each type of lipid lowering medication
(atorvastatin, fluvastatin, lovastatin, pravastatin, simvastatin, rosuvastatin, fibrates, resins,
niacin, ezetimibe). For each of the statins except rosuvastatin we also indicated average
versus high dose. We imputed total cholesterol rather than LDL cholesterol since total
cholesterol was measured, and LDL was estimated via the Friedewald equation [10] and is
missing for specimens with triglyceride >400mg/dl.
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The model to impute pre-treatment blood pressures was developed to include: observed on-
treatment systolic and diastolic blood pressures, age, gender, race/ethnicity, body mass
index, diabetes, HDL and total cholesterol, smoking status (never/former/current), indicators
for each class of anti-hypertensive medication (beta blockers, calcium channel blockers,
diuretics, ACE inhibitors/angiotensin |1 receptor blockers, vasodilators), all two-way
interactions between different medication types, and two way interaction between each of
gender and race/ethnicity with each medication type. To incorporate the additional
variability inherent in having to estimate the pre-treatment biomarker values, we use
multiple imputation techniques following the algorithm of Van Buuren ef &. [11] as
implemented and described by Royston [12, 13]. For each biomarker (either cholesterol or
systolic and diastolic blood pressures) 10 imputations are created. Models using the
biomarkers are repeated 10 times and results are pooled using a set of rules proposed by
Rubin [14].

Two sets of regression models for the prevalence of medication use at baseline were
developed: one for use of anti-hypertensive medications, one for the use of lipid lowering
medications. A first model for each endpoint included age, gender, race/ethnicity, estimated
pre-treatment blood pressures (or cholesterol for the lipid lowering model), diabetes,
cholesterol (or hypertension), body mass index, and smoking status. A second model
included income, education, and health insurance to explore the extent to which differences
in socioeconomic status may explain the disparities. The interactions of each risk factor with
gender and race/ethnicity were tested, and models exploring the relationship of risk factors
with medication use were subsequently stratified into groups by gender and race/ethnicity.
For these models we used aform of prevalence ratio regression, a generalized linear model
with alog link, Gaussian error structure, and robust standard errors. Thisis preferable to
logistic regression here because the endpoints (medication use) are not rare, and odds ratios
would not approximate the relative risks.

In Table 1 we describe the baseline characteristics of the MESA participants. Overall 16%
of the cohort was taking lipid lowering medication, and 37% were taking anti-hypertensive
medications. These percentages varied by both gender and race/ethnicity. The highest
percentage of lipid lowering medication use was among Caucasian men at 19.9%, but for the
other three racial/ethnic groups women had a dightly higher prevalence of use than men,
ranging from 13.8% for Hispanic women to 17% for African-American women. A large
percentage of those with high cholesterol were untreated. This percentage ranged from
22.5% in African-American men, to almost 50% in Hispanic women. The preval ence of
anti-hypertensive medication use was highest among African-American men (53.1%)
following by African-American women (46.9%), and the lowest preval ence was among
Chinese men (28.2%) and women (29.3%). Approximately 17-30% of those with
hypertension were not treated, with lowest rates of untreated hypertension in black women,
and the highest in Chinese men.

Adjusted prevalence ratios for medication use are presented in Table 2. After adjusting for
risk factorsincluding estimated pre-treatment cholesterol there is no apparent gender
disparity in the use of lipid lowering medications. Both Hispanics and African Americans
were significantly less likely to be taking alipid lowering medication at the same level of
risk factors (Hispanics: PR 0.75, 95% CI 0.61 to 0.91; African-Americans: PR 0.84, 95% ClI
0.7310 0.97, p=0.02). These differences were attenuated and became non-significant after
additional adjustment for socio-economic factors, primarily health insurance. All minority
groups were far more likely to be uninsured than non-Hispanic whites (Chinese 19%,
Hispanics 18%, African American 6% versus non-Hispanic Whites with 2.7% uninsured).
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The prevalence of anti-hypertensive medication use was significantly lower among men than
women (Table 1). This difference was not explained by risk factors, estimated pre-treatment
blood pressure, or socio-economic variables. Differences in anti-hypertensive medication
use across race/ethnicities were slight and overall non-significant, conditional on the same
risk factor profile.

For lipid lowering medication use we found several gender interactions, specifically with
diabetes (p=0.004) and HDL cholesterol (p=0.015) after adjustment for the other risk factors
(Table 3). Diabetes was much more strongly associated with the use of lipid lowering
therapy among women than among men regardless of race/ethnicity. In fact, in White and
Hispanic men diabetes was not associated with more lipid lowering therapy. HDL
cholesterol was associated with lower rates of lipid lowering therapy only among white
women.

The correlates of anti-hypertensive medication use also vary by race/ethnicity (Table 4).
Significant differences by race/ethnicity were found in the associations for body mass index
(p<0.001), estimated pre-treatment blood pressures (p<0.001 for systolic, p=0.057 for
diastalic), and age (p=0.048). Among African-American participants body massindex was
less strongly associated with preval ence than among the other race/ethnic groups. Among
African-American participants, the prevalence of anti-hypertensive medication use increased
less steeply with increasing estimated pre-treatment systolic blood pressures than for the
other race/ethnic groups. In addition the use of anti-hypertensive medications increased with
age in both men and women, though this was significantly steeper in men (p=0.023) for each
race/ethnic group.

In Figures 1 and 2 we display the prevalence of medication use across pre-treatment
biomarker values, adjusted to a common risk factor profile. Once cholesterol levelsarein
the elevated range (>200 mg/dl) Hispanics are clearly less often on lipid lowering treatment
than other race/ethnicities for both men and women. Non-hispanic white men were much
more likely to be on treatment than their minority counterparts. For anti-hypertensive
medication, African-American men consistently have the highest prevalence of use,
Hispanics the lowest. For women, the preval ence increases more sharply with blood
pressure than for men, especially for Chinese women. It isimportant to note that the
percentages in the figures represent estimates of what would be observed if al the gender/
ethnicity groups had the same risk factor profile, and do not reflect actual ratesin the
population. The comparisons between the curves are thus a graphical illustration of
disparities rather than of observed differences.

Among the socioeconomic variables, lack of health insurance was by far the most influential
for both anti-hypertensive medication use (PR 0.75, 95% CI 0.66-0.87, p<0.001) and lipid
lowering medication use (PR 0.14, 95% CI 0.03-0.63, p=0.010). Education was not
significant in either model, and income was associated only with lipid lowering medication.
As previously described, in MESA results of the various tests including blood pressure and
lipids were reported to both the participant’s and their physicians. To assess the extent to
which access to regular risk factor evaluation might explain the disparities, we also fit
models examining new users of medication by the second follow-up examination (n=517
new users of lipid lowering medication, n=455 new users of anti-hypertensive medication).
For anti-hypertensive medication use the differences between genders disappeared,
suggesting that lack of regular blood pressure evaluation may be responsible for observed
disparities. For new users of lipid lowering medications, the differences between race/ethnic
groups persisted, with both African-American and Hispanic participants having significantly
lower prevalence of medication use. This suggeststhat it is not screening for the cholesterol
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level that is explaining the difference. In this model men also had a higher prevalence of use,
in comparison to the baseline model which showed no difference by gender.

Discussion

The results of this study highlight both the methodology used and the epidemiology of
disparitiesin medication use. In terms of the methodology, the estimation of the pre-
treatment biomarker values allows better control of confounding by indication, and allows
more informative graphical presentation of results compared with standard methods.
Ignoring the underlying pre-treatment biomarker values confounds differencesin the
prevalence of the underlying condition (e.g. high blood pressure or high cholesterol) with
disparitiesin the prevalence of medication use at a given level of the condition. Attempting
to control for this using observed on-treatment biomarker values is also problematic since
thisis conditioning on an effect of the medication itself. As mentioned earlier, another valid
approach would have been to model the prevalence of medication use within the subset of
participants with hypertension or dyslipidemia. However, even above the threshold for
defining hypertension or high cholesterol there may still be large differencesin the
distribution of blood pressure and cholesterol respectively. This leaves open the possibility
of residual confounding within the range of hypertension/dyslipidemia, and does not allow
the further exploration (either graphically or in the model) of the slope of the associations
with the magnitude of the biomarker. Finally, relying exclusively on a new user analysis
may obscure important disparities that are due to access to regular health care and screening.
Thus, the methodology described here allows additional insights into disparities from large
cohort studies compared to existing approaches.

We did find evidence of some disparitiesin medication use. In terms of lipid lowering
medications, our results indicate that Hispanics and to alesser extent African-Americans
may be undertreated. This seemed to be largely aresult of socio-economic factors, and may
reflect access to care. Although present for both genders, this disparity was particularly
apparent among men. It has been reported that African Americans and Hispanics are much
less likely than non-Hispanic white Americans to be screened and treated for lipid
abnormalities and other cardiovascular risk factors[5, 14, 15]. In the new user model the
racia differences persisted, suggesting that for our population differential knowledge of
cholesteral level does not explain the disparity. This again points to socio-economic status
and the ability to affordably obtain the treatment as the root of the disparity. In the new user
model men also had a higher prevalence of use, in comparison to the baseline model which
showed no gender disparity. This may indicate that once men are evaluated for their
cholesteral they are more likely to be treated at the same risk factor level, but that outside
the study they are not being evaluated as often as women.

With respect to blood pressure lowering medications, Hispanics again consistently had the
lowest prevalence of use even at the same risk factor profile. Men were significantly less
likely to be on anti-hypertensive medications than women and this was not explained by risk
factors or socioeconomic status. These findings are consistent with Cutler et al [17] who
reported that women had better hypertension awareness, treatment and control, but that
blood pressure trends over time were more favorable in men. Additionally they found that
Mexican Americans had the lowest rates of treatment and control. Interestingly, when the
new user model was used the differences between race and gender groups disappeared. This
suggests that knowledge of high blood pressure (reported to participants and their physicians
after each exam) removed the disparity that was apparent at baseline.

There were also some disparities in terms of how risk factors were associated with treatment
prevalence (conditional on all the other risk factors). For example, the association of
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diabetes with lipid lowering medication use varied by gender, despite the fact that guidelines
for cholesterol treatment do not differ by gender with respect to diabetes. Therewas a
difference in how body size related to treatment preval ence, whereby among African-
American participants body size was not as strongly associated with anti-hypertensive
medication use compared to among other races.

It isimportant to note that the prevalent users would include participants who had previously
been treated but did not tolerate the therapy, or did not respond to therapy, and who
subsequently discontinued use. Additionally, the participants had to have the medication
containers to bring with them to the clinic visit, and hence had to have filled their
prescription at some point. Thus the disparities seen at baseline refer more to “ use patterns’
as opposed to “ prescribing patterns’.

In summary, our study suggests that more regular evaluation of blood pressure, for menin
particular, could reduce the observed disparities in anti-hypertensive medication use by
increasing awareness. Further, it suggests that insurance coverage for lipid lowering
medications could improve medication use in vulnerable populations, particularly Hispanics
and African Americans. Finally, the methodology described here can be used to validate or
expand on these observations in other large cohort studies.
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Key Points
* Digparities exist in the treatment of cholesterol and hypertension.

e Hispanicswere significantly lesslikely to beon LLM at the same level of risk
factors. Men have lower prevalence of anti-hypertensive use than women. Risk
factors have differential associations with medication use depending on gender.

e Bothlipid lowering and anti-hypertensive medication use appear to be strongly
influenced by socioeconomic factors, particularly lack of health insurance.

e Edtimation of disparitiesisimportant but challenging in an observational cohort
study. Methods described in this paper can provide additional insights.
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Figure 1. Adjusted Prevalence of Lipid Lowering Medication Use by Gender and Race/

Ethnicity: Multi-Ethnic Study of Atheroscler osis 2000-2002
The adjusted prevalence of lipid lowering medication use is displayed as a function of
estimated pre-treatment cholesterol for each gender and race/ethnicity. Estimated prevalence
is based on alogistic regression model and is adjusted to an average age of 62, HDL of 55
mg/dl, non-smoking, non-hypertensive, non-diabetic population without family history.
These are thus estimates of what would be observed if al the gender/ethnicity groups had
the same risk factor profile, and do not reflect actual ratesin the population.
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Figure 2. Adjusted Prevalence of Anti-Hypertensive Medication Use by Gender and Race/
Ethnicity: Multi-Ethnic Study of Ather oscler osis 20002002

The adjusted prevalence of anti-hypertensive medication use is displayed as a function of
estimated pre-treatment systolic blood pressure for each gender and race/ethnicity.
Estimated prevalence is based on alogistic regression model and is adjusted to an average
age of 62, HDL of 55 mg/dl, non-smoking, non-dysdlipidemic, non-diabetic population
without family history. These are thus estimates of what would be observed if all the gender/
ethnicity groups had the same risk factor profile, and do not reflect actual ratesin the
population.

Pharmacoepidemiol Drug Saf. Author manuscript; availablein PMC 2014 May 01.

I
200




Page 12

McClelland et al.

BUI0/YAPERIIBIN
oL v ¥'s ve 8L ze SL €T Qoue.nsu| aleAlld
9 205 L'y 6'€S (87 ¥'Zs oy 6'SS ameoIps N
¥'0g L9¢ vze 6 ¥'82 8'/€ zee L6 souelnsu| yiesH ON
9T 8s 56T €€ S6T 99 68T TC (%) ®oueInsu|
-00T$
Ty €T 6721 €0¢ 80 09 vL 88T 166$-105$
98T g'se 802 zse ¥zt 8'€z Z91 ¥'0g A6r$-15c$
Sve 162 622 9€z TTE 9ve 112 9'62 )Ge$>
62y e ey 60T 1'SS 9'Ge ¥'SS TTC (%) 8woou| Ajwe
|00yas arenpelo
9 €91 e Sve 9z 19T S8 602 abs|10D
L9 vIT S/2 Sz SY rAJA z8r 102 aenpelb jooyasybiH
8y 9'€S ¥'1e 0./€ sy Ay 60V €€ [ooyasybiy>
€TV 92T 19T v Ly 8Tl §ze LS (%) uoireonp3

uIND

59T €0z 8'6 21T 80T 91 LT 8Tl JawwioH

(074 (Y44 0.8 £6l 8Tz 8TE 4 9%6e VIV
S'6€ 8'9¢ A 9'6E ¥'19 02s 1'96 98y (%) snpeis Bujows
06T €61 6€T 9L 9T 19T ¥z 9Y (%) seraeIa
8'82 182 A 6.2 00g €Te 6'€2 Sz (zw/B) xepu | sseN Apog
TT9 229 ¥'29 129 ¥'19 T29 €29 529 (S1A ‘veaw) by
9. 08 08 9L 69 Sl 0L 69 (9HWW) 49a x1-ed
S/ Ll Sl YL 89 zL 69 19 (DHWW) 4ga paAesto
8eT ¥ET 9zT 12T 0T €T 12T 9zt (9HWW) dgs x1-.d
9zt 0eT 74} 174" /2T €erT 74 €zt (9HWW) 4gs penrsqo
0.2 0712 ¥'0g 8'€z 86z 691 S.Z 82 parea.nun uosueLRdAH 9%
9Ty €65 Sor 17474 99y 8'€9 oy oer (%) uosusedAH
0 69V 78 6€E 9ve T€S €62 €ze (%) 88N pew uy-nuy
16T 98T €61 16T 102 202 102 602 (Ip/Bw) [0S |00 X1-01d
6T z8T 06T 68T 20z 96T S6T 202 (Ip/Bw) |0LIS81040 'SAO
Lov ze v'ze ¥'92 8'6Y e 062 Ty pareaun elwepidsAQys
802 66T 06T Tl Sz 092 ey 582 (%) eiwepidisAg
ezt gST 8T 66T g€ 0.1 09T 19T (@)esn W1
€78=N 06€=N 0S0T=N £TY=N
T2/=N | ueolewy | uedlbwyY | 652T=N | G//=N | uedlewy | ueolewy | €9€T=N
olUedSIH | -Uedlyy | -eseulyd | SMYM | dluedsiH | -uedtyy | 8sulyd | eMuM
=1 USWIO W\

2002-000¢ 'S0 [0S0,8U1Y JO ApNIS 1uyiz-1NIA 3y L :A1dIuuyi=/edey pue Jopue Ag sostiltereyd uedivied
To|qeL

NIH-PA Author Manuscript NIH-PA Author Manuscript NIH-PA Author Manuscript

Pharmacoepidemiol Drug Saf. Author manuscript; availablein PMC 2014 May 01.




Page 13

McClelland et al.

“JUBLLTEB.I} UO 8S0Uj} 104 8N [eA Juswieal}-o.d parew 119

3y} pUe ‘JUBLLIIEa ] UO 10U 850} J0} [0J81Sa|0UD paniasqo ay) Busn pale|noed ae steaw ayi—iaded siy1 U1 paq 11asap Spoyew ay) Buisn poeiu/iss ale San e/ JUaWIea 1-8.1d 'Suoied Ipaw ansuaadAy

-nue Bu el 1ou pue BHWW 06 JBn0 (dgq) ainssaid pooiq d1joiselp Jojpue BHWW OFT A0 (d9S) 8inssaid poo|q 91101SAS se pauljep uoisualiedAy paresiun 'suoledipaw Bulemo| pidi| Bunes Jo opz

JOAO [0J1S3|0Y0 103 Se pauljep eiwepIdisAQ "UOoIRIIpaW=paW ‘UoKsUBLRdAY=UIH ‘iXfeWoiq JO anjeA Juslieall-aid parew 1Se=X1-8.1d ‘leXlewolq Jo pAs| paAIssqo= 'sqO uoieaipaw Butemo| pidij=AT11

RBYIo
'8 9 (4% LT g SC 8'G 9T wooy Aousbewg
28 g€ 97T €T 88 0¢ T €0 J1U1[9/201}J0 S J0100Q
£'e8 T06 Tv6 096 198 S'S6 0'€6 186 (%) 8D J080IN0S SN

£v8=N 06=N 0S0T=N €TP=N
T2/=N | ueolswy | uedlwy | 652T=N | S//=N | ueolewy | ueolswy | €9€T=N
oluedsiH | -ueolyy | BseulyD | @MYM | dlvedsiH | -uedlyy | essulyD | 8MYM

WA UBWIOM\

NIH-PA Author Manuscript NIH-PA Author Manuscript NIH-PA Author Manuscript

Pharmacoepidemiol Drug Saf. Author manuscript; availablein PMC 2014 May 01.




Page 14

‘uoizealpaw Butemo| pidi| Buise) Jo [p/BUQQg Jono [0493S3(0Ud [e10}e Se pauLep (049359 (0ud YblY ! BHWW 06 A0 (d9q)

aInssaid poo|q o1joIseIp Jo/pue BHWW OpT JoA0 (dgS) anssaud poo|q 01j01sAs Se paulep uosuaedAH ! feAlIul 80USp1JU0d=[D ‘01 80us eAId=Yd ‘UoNDIejul RIPJeI0AW=| N ‘Xapulssew Apog=|INg
‘saunssa.d poo|q J1j01se Ip pue J1|01SAS Juswieal1-a.d palew 1S3 10} 1shipe suoiTed Ipaw aAIsUBLIBAAY- 1IUe 10} SjppoW pue ‘|0Je1sa [0y Juswiea-a.d patew isa 1o} 1snipe suoireaipaw Bulemo| pidi| 1o} sppow

x

McClelland et al.

NIH-PA Author Manuscript

(e0°T '¥8°0) €60 (90'T '89°0) G8°0 | QIuedsIH
(FT'T'2610)S0°T (20T '72°0) /80 | Ueousw-LeDLYY
sTo | @rT'880)00T | tTO (29T 'Z0T) 6T | UedlBWY-BSBUIYD
6T'0 =X 600 =X auym :Aipluyepeey auwioou|
s6'0 | (2¢6°0'62°0)S80 €00 (€2T'¥60) L0T | Low pUe uo1eonps ‘soueINsul
T00°0> 8 0g0 8y USWIOM 1JopueD snid fepow snoinaid
M Jewolq
(To'T '¥80) 26°0 (160 'T9°0) G20 | 2IedsiH Juswieau1-a.d ay) pue
(9TT'00T) 80T (16'0'€L°0) ¥8°0 | UeolBWY-UEOLYY ‘B)s oMU | IN JO Alosly
100 | (TTT'880)660 | 000 | (29T '26°0)92T | UeduBWY-8sBUIYD Ajiwey ‘Bupjows we1nd
500 =X 200 =X auym :AipluyepeIey “1aH 'IINg ' [0S0y
680 | (26'0'08'0)98°0 800 (G2'T'G6'0) 60T | WoW yb1y Jo uosusuedAy
100°0> = 0z0 =X USWOM :JepusD ‘solcelp ‘afe Joj pasnipy
anfeA
-d (10 %G6) dd | anead | (1D %S6) dd
SuoiedIpe N suolreoIpe N
answelRdAY-1UY Buiemo pidi

20020002 ‘SIS08[050J8U}Y JO ApmiS d1uyI-RINIAIBY L HepueD pue AdiuuyeeIey Agasn uoiedipe

¢?olqel

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Pharmacoepidemiol Drug Saf. Author manuscript; availablein PMC 2014 May 01.



Page 15

McClelland et al.

BHWW 06 110 (dgQ) a4nssaud poo|q d1joiselp Jo/pue BHWW OFT JBA0 (dgS) a.nssaud
poo|q 21101sAS Se pauljep uosusLRdAH ! [p/BLOT Jod passaldxe Hd UM ‘|0481S9104D JO anfeA Juswiea )-.d parew iise=[0yd X1-81d ‘UoNolejul RIPJeI0AW=| | ‘[eASIUI 30USPILU0I=|D ‘Olfel 80US [eARId=xd
P

9000 | WT'T'20T)80T | T000> | (STTYOT)60T €100 | (€2T'e0T)2I'T | T000> | (CTT'SOT)60T [oud X1-81d
€80 | (€9T¥50) 160 0c0 | (GLT1'68°0)SCT 800 | S'€6'0)S0C G200 | (@9T'EOT)OET | I AoxsIH Ajiwued
0.0 | (T02'se0) ¥8'0 150 | (90'2'02°0) 02T 890 | (6cv'6€0) 62T 1€0 | (S2'T'05°0)6L°0 Bupjows we1nd
€.0 | (9z2'.S0)ETT 600 | (612'S6°0) t'T 2r00 | (B9€'€0T) S6'T ¥50 | (08T'2€0)9L0 sapgeld
020 | (0T'660)€0°T €70 | (B0T'660)€0T | 0vO0 | (LTT'00T)60T 670 | ~0T'660)20T (@WB) Ing
650 | (1€'7'98'0)90°T v6'0 | (T'T'28'0) 660 2,0 | (6T'1'8L°0) 96°0 250 | (0T'T'96°0) 20T (Ip/Bw OT) 1aQH
G0 | (082'9L0)9v'T 6000 | (/8€CeT)LTC v2o | (IT'€'GL0)eST | TO00> | (967¢'LGT)STC uosuspRdAH

€200 | (0ET'20T)ST'T 910 | (€21'26'0)60°T 1€00 | (0ST'TOT) €T 2To | (€TT'66°0)S0T (1) aby

anfea-d (1D %S6) ¥d | anpea-d (1D %S6) ¥d | anfea-d (1D %S6) ¥d | anfea-d (1D %S6) ¥d NI
T000> | (OT'T'60T)CT'T | T000> | (STT'8OT)TTT | TO00> | (BTT'BOT)ETT | T000> | (CTTZ0T)60T [oud X1-81d
600 | (e0C's6'0)8ET evo | Br1v80)2TT 9,0 | (86'T'T90)0T'T oro | (Or'1'98°0)2T'T | IW AloISIH Ajiue
2e0 | (0LT'020) 850 0.0 | (Er'T'65°0) 260 VN 90 | (0LT'280)8TT Bupjows we1nd
600 | (9T'2's6'0) VT €000 | (ee26TT)99T | T000> | (OF¥'¥ST) 09C 9000 | (9€C'STT)SOT sapgeld
2.0 | (S0T'96°0) TO'T ¥50 | (20'T'26'0) 660 6T0 | (0T'T'86'0) 70T €20 | 0T'66°0)TOT Gw/Bx) 1INg
S6'0 | (6T'T'S80)TOT 8v'0 | (20'1'28'0) 960 9.0 | (0c'1'280)20T ¥100 | (26'0'08'0)88°0 (Ip/Bw OT) 1aQH
800 | (€52'S6'0)SST 1000 | (0S€'or'T) T2 8.0 | (66'1'09°0)60°T 9200 | ®LTYOT)9ET uosuepedAH
T000> | (c€T'OTT) 02T vT0 | PT'T'86°0) 90T 100 | (82'T'66'0)ET'T | TO00> | (0ZT'SOT)ETT (SIVE

anfea anfea
anfea-d (1D %S6) ¥d | enpea-d (1D %S6) ¥d -d (1D %S6) ¥d -d (1D %S6) ¥d NIWNOM
u_CmnW_I uedl bW Yy-uedllly uedl bWy-esaulyd QHYM
200¢

—0002 'SIS0J8[3508U1Y 0 APNIS d1UUIT-NINIA 8Y L :A10IUYIF/EIeY pue Jepuss Ag 8sn UoeaIps A Buliemo pidi Jo sous feraid SU pue SIojde Y51y
€ 9lgqel

NIH-PA Author Manuscript

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Pharmacoepidemiol Drug Saf. Author manuscript; availablein PMC 2014 May 01.



Page 16

“uoleolpaw Buemo| pidi| Buixe) Jo [p/BLI0Z Jono [0591S9[0YD [2101 e Se paulap (04913 10UD
yb1y “uswe.oul BHWW 0T Jod passaldxe so el aous eraid UM ‘sanfen juswieal-aid perewise afe 49 pue dgs X1-01d ‘Uoioejul IPJedoAW=| | [eABIU] 80UBP1U0I=]D ‘Olfel 9duseARId=yd

Pharmacoepidemiol Drug Saf. Author manuscript; availablein PMC 2014 May 01.

McClelland et al.

L0000 | (€5T'20T)82'T | T000> | (TFT€TT)92T | 9T0 | (197T'€6'0) 22T 1000 | (6€T'60T)€ZT (d8axod
ST0 | (OTT'860)90°T vz0 | 60T'860)€0T | +T0 | (22T260)TTT | €000 | (STT'€0T)60T »d85X°94d
160 | (¥2'1'28'0) 00T 9200 | (eeT'20T)9T'T | 850 | (Gr'T'9v'0) 280 €0 | (€2'1'€6'0) 20T | I AtosIH Ajied
€€0 | (8T'1'19°0)S80 8r0 | (eTT'8L0)¥60 | 160 | (08T1'650)€0T 190 | (€eT1'€80)SOT |  Bupjows we1ND

1000> | (¥6'T'92'T) 95T 1000 | GVTTTT) 22T | STO | (06T'060)TET | TO0O> | (89T'OT'T)OV'T sopgeld

9200 | (S0'T'00T) €0'T 70 | (c0T'660)TOT | 920 | (0T'T'86°0) ¥O'T 2000 | (SOT'TOT)€0'T Gw/Bx) 1ng
8r'0 | (90'1'88°0) 260 vT'0 | (T0T'16'0)960 | 660 | (€T'1'88°0)00'T v6'0 | (90'T'¥6°0) 00T (Ip/Bw 0T) 1aH
800 | (8¥'1'86'0) 02T 90 | (6T'T'e6'0)S0T | 650 | (G¥'T'T80)80T €10 | (82'T'260)TIT'T [0se15910UD UBIH

T000> | (€2'T'80T)ST'T | T000> | OTT'8OT)ZI'T | 2000 | (€S TL0T)6TT | TOOO> | (BTT'BOTIETT (s1K) abv
anfea

anpea-d (1D %56) ¥d | anpea-d (10 %56) ¥d -d (10 %S6) ¥d | anrea-d (10 %S56) ¥d NEIY

1000> [ OV T'TTT) 22T | T000> | (€2T20T)STT | 600 | (8YT'260)02T | T000> | (BETETT)9CT »d8axed

€700 | (ST'T'00T) L0'T 1000 | (0T'T'20T) 90T | 9200 | (SZTTOT)CT'T €000 | WT'T'E0T) 80T »d8S X1-8id

2000 | OSTITT)TIET 900 | (02T'00T)60T | €r0 | (82T'950)S80 9100 | GeT'€0T)STT | 1N AOSIH Ajiwe
590 | (0£'T'99'0) €6'0 TT0 | (€0T'¥L0)280 | 950 | (€52'8T°0)89°0 €20 | (€T'T'09°0) €8°0 Bupjows we1nd

1000> | (08T'¥2T)6V'T | TO00> | (€STYCT)8ET | LT0 | (S8T'060)62T GT00 | (WL T'90T) 9E'T sapgeld
1000> | (PO'T'TOT) €0°T 1000 | (€0T'00T)TOT | Sv0 | (SOT'86°0)TOT | T000> | (SO'T'20T)€0°T Gw/Bx) 1INg
S50 | (60'T'96'0) 20°T 920 | (c0T's60)860 | STO | (€0T¥80) €60 9z0 | (c0'1'26'0) L6'0 (Ip/Bw OT) 1aQH
€.0 | (GT'T'280) 260 680 | (OT'T'060)660 | 600 | (L9T'260) 22T ¥1'0 | (€0T'6L0) 060 [o:910UD UBIH
2000 | OTT¥0T)60T | T000> | (TTT'S0T)80T | TTI00 | (T2 T20T)TTT | TOO0> | (STT'SOT)OT'T (SIVE
anfea
anfeA-d (1D %S6) ¥d | enfea-d (1D %S6) ¥d -d (1D %S6) ¥d | anfea-d (1D %S6) ¥d NIWNOM
dluedsiH Ued| B y/-Ued| 1y Ued| W Y-8sau1yD UM
200¢
—0002 ‘S1808[0508U1Y J0 ApmS dIuyIF-RINIA BY L :A1oIuyi3edey pue jepued Agasn uoieolps N SASUSLRAAH- UV JO 80US [eASId BU} pue S101JeH Sy

v alqel

NIH-PA Author Manuscript NIH-PA Author Manuscript NIH-PA Author Manuscript




