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Abstract
Background: Coronary artery disease (CAD) is the leading cafiseorbidity and

mortality throughout the world. Scientists ardl siebating whether women benefit from
invasive treatment strategy of CAD as men do. Bhisly assessed gender differences in
perioperative characteristics), 3-year event-fig®igal from major adverse cardiac and
cerebrovascular events (MACCE) and quality of ({foL) in patients who underwent
percutaneous coronary intervention (PCI).

Methods: The study utilized an observational, retrospectioBort design. The study
population included all CAD patients who underwti from 2006-2008 at Nork Marash
Medical Center. Data were collected from the patieedical records and patient telephone
interviews.

Results: Among 485 participants included in the analysi® 436%) were men.
Women on average were older, more hypertensivee mioese, and had significantly higher
rates of diabetes. Event-free survival from MAC&Ehe median follow up was 79% (95% ClI
0.66 -0.87) for women and 74% (95% CI 0.69-0.78)nfi@n. An interaction analysis revealed
a differential effect of diabetes by sex 0.14 (9%%9.05- 0.43). After adjustment for
arrhythmia, men with diabetes had better eventdtagival from MACCE (HR =0.38, 95%

Cl: 0.18-0.8) than men without diabetes (HR= 28%€I: 1.1-5.9). The QoL analysis showed
that women had worse mental and physical compesiees (p < 0.05).

Conclusion: Diabetes status and sex strongly interact with MACn non diabetic
population women have significantly better longtesurvival than men, while the opposite
was observed in diabetic population. Accordinghi study results diabetes have significant

negative impact in determining outcomes only in eorpatient



1. INTRODUCTION

Coronary heart disease (CAD) is the leading catis®dbidity and mortality throughout
the world. More than 7 million deaths worldwideriatited to CAD, 11.2% of all deaths in 2004
(1). Historically, CAD is considered to be a “maulisease”, as it is manifested earlier in man’s
life (2). However, CAD remains the leading causdeaath of women at all ages (2). The US
Centers for Disease Control and Prevention repdinigtdn 2008 the US death rate from CAD was
almost two times higher than from cancer in womiegllages (3). Women comprise almost half
of the patients with myocardial infarction (Ml) (4)

Gender and sex differences exist in CAD risk fagteymptoms manifestation,
management and outcome. In general, women with @&»lder and comparable incidence rates
of CAD between men, and women are achieved witintieeval of 10 years (2). Women
generally have more existing risk factors suchlkasity, hypertension, diabetes, and congestive
heart failure than men (5-7). However, men haghér prevalence of smoking, previous history
of MI, percutaneous coronary intervention (PCI) antbnary artery bypass surgery (CABG)
compared to women in the same age group (8). Wareeless likely to receive medications
such as aspirin, statins, angiotensin-convertirayme (ACE) inhibitors an@-blockers (5, 9).

In addition, women have higher incidence of singtssel disease than men (5-7, 10-11).
Gender differences exist in referral rates to waiveatment approaches especially invasive
versus conservative strategies and between thiomes.

Literature Review.Currently, several treatment strategies exisClAD management
including medication therapy, CABG and PCI. Reskars are still debating whether women
benefit from invasive strategy as men dResults of Framingham and Revascularization during

Instability in Coronary artery disease HRISCII) and Randomized Intervention Trial of



unstable Angina 3 (RITA 3) randomized clinical I5i@RCTs) showed thatomen in the
invasivegroup (PCl and CABG) have similar or even incrdasges obne-year Ml or death
comparedo those in non invasive group (medical treatmevitereas men considerably
benefited from the invasive strategy. Howev@gat Angina with aggrastat and determine Cost
of Therapy with Invasive or Conservative Strategyhwvombolysis In Myocardial Infarction
(TACTICS-TIMI 18) reported about a trend to oddsuettbn in the end pointsléath, Ml or
revascularization at 6 month) women of the interventional group compared tmen in non
invasive group (12) A meta-analysis of those trials showed that woohe not benefit from the
early interventional approaches as opposed teetwative, and the invasive strategy should be
left for men patients (13). Another meta-analydi8 acute coronary syndrome (ACS) trials
(enrolling 3075 women and 7075 men in total), cated by O’'Donoghue, was consistent with
the previous study; however after stratificationdogmarkers (e.g., levels of troponin and other
markers of myocardial damage), high risk (biomayb@sitive) women benefited from invasive
strategy, whereas in low risk (biomarker-negativejnen invasive approach was associated
with higher odds of mortality and morbidity (14).

Registry studies evaluating the long-term outcoalss report contradictory results. A
recent study of 17 000 registry PCI patients rexcb#that at 3-year follow-up women experience
higher overall, cardiac death rates and Ml than (@&h Other studies found that differences in
outcomes by sex are eliminated after long followL§-20) or women gender was associated
with even better outcomes (11, 21), irrespectivinéofact that women had higher prevalence of
diabetes and small vessel diameter. In terms at-$@lon morbidity and mortality, most trials

reported that women tend to have worse outcomesrtigm (5-6, 22-23), although these



differences may be eliminated after adjusting famaus confounders such as age, diabetic
status, hypertension etc (24). A more detailedesg\of literature is presented in Appendix A.

Along with more traditional clinical outcomes iatgents with CAD, health related
quality of life (QoL) measured by presence of depi@n, anxiety and general health, differs by
gender as well. Two studies reported that womeh agute MI have higher level of depression,
poorer psychosocial and worse general health impaoison with men (25-26). The Danish
Multicenter Randomized Study on Thrombolytic Thegraprsus Acute Coronary Angioplasty in
Acute Myocardial Infarction (DANAMI 2) evaluated &léh related quality of life between
genders after 12 months of PCI in patients with Mutilized the SF 36 validated questionnaire,
which measures 8 domains of health status (phy&ioationing, role limitations due to physical
problems, bodily pain, general health vitalitycisb functioning and role limitations due to
emotional problems) and 2 summary scales (menthphgsical composite scores) (27). The
study found that women reported lower scores inofal domains and in the summary scores
than men (28).

Although several studies addressed the issue afgyelifferences in PCl, many of these
studies investigated the differences as seconé@agarch questions or as part of exploratory
analyses. The 2005 American Heart Associatio@testent on PCI and adjunctive
pharmacotherapy in women stressed the necessiggitoit more women into the studies to
adequately power the studies to evaluate gendeifspeutcomes and differences (22).
Armenia. Armenia is a country in Southwestern Asia witbh@B3 million population (29). The
burden of CAD in Armenia is significant as in theshof the world. In 2004 according to
World Health Organization (WHO) statistics, in Ama the proportionate mortality in adult

population from CAD in women was higher than in m&n2% versus 37.0% (30). In 2008, the



proportionate morbidity of CAD was 32% and the mpndjonate mortality from CAD was 37%
(31). Armenia also differs from other countrigsits CAD risk profile — about 60% of men
population are smokers in comparison to 2% in wgmdnle the prevalence of
overweight/obesity is higher in women than in mad aomprise 42% versus 29% respectively
(32).

The Nork Marash Medical Center (NMMC) is a comprrediee cardiac surgery center
that serves both pediatric and adult populatioArofienia. NMMC is the largest cardiac surgery
center in Armenia with about 18 000 patient sinsestablishment in 1993. Approximately 300
patients undergo stent placement each year at NMd€&unting for more than one-third of all
patients undergoing PCI in Armenia annually. Abgedures at NMMC conform to
international guidelines. Its outcomes are complarto those observed in large international
cardiac centers (33). Considering the results filoerpast international studies and the lack of
studies on gender differences in CAD treatment@ugs in Armenia, the effect of sex
differences of PCI outcomes in patients in Arméraa yet to be determined. Moreover, it
would be interesting to evaluate the perioperatifferences and difference in the quality of life.

This study assessed gender differences in thetemimg-clinical and quality-of-life
outcomes of PCI patients in Armenia treated aNNMC. Specifically, the study

» Assessed sex differences in baseline charactsrigbon admission;

* Assessed sex difference in average3 year evens@eesal from the composite major
adverse cardiac and cerebrovascular events (MA®QIEN includes death, MI, repeat
revascularization, stroke/transient ischemic at{d@dk)), in patients with CAD who had

PCI at NMMC,;



» Assessed gender differences in the quality of(ifsessed by the SF-12) at 3 years of

follow-up.



2. METHODS
Study design

The study utilized an observational, retrospeatwieort design. The cohort included all
patients who underwent PCl at NMMC from 2006-200&ta about the MACCE was collected
and compared between sexes at 3-5 years of folfpwsing survival analysis. We selected such
a range because short term outcomes have littealivalue and early differences in sexes
disappear at long term follow-up. On the otherchane of the potential complications related to
stent especially DES is late thrombosis, which hyaoacurs after 1 year and more of stent

placement.

Study population

Population settingvas Armenia.Target populationncludes patients with CAD who
underwent PCI and tretudy populatiowas CAD patients who underwent PCI from 2006 to
2008 at NMMC. The study enrolled all PCI patiethigt had intervention at NMMC during the
specified time period. Patients with missing cohtaformation, missing medical records,

outside of Armenia at the time of the study, that® do not speak Armenian.

Sampling frame and sampling method
The NMMC PCI patient computerized dataset for taeqa of time from 2006 to 2008
served as the sampling frame, with the inclusioallgbatients who met the eligibility criteria.
The sample size calculation for survival analygs conducted using the PS calculator
by Dupont (34). The following assumptions were madtio of women to men in the sample

equals to 1: 7 (3), Type 1 error (alpha) equal.@bPpower equal to 0.8, the hazard rate of



mortality at 1-year of follow-up of women versusmreqjual to 0.55 (21). The calculated sample
size was 703 (87 women and 616 men). Taking iotouant 73% response rate (35) and 90%
eligibility rate, the required sample size was éqod 070 (703/0.9*0.73) or 938 men and 132
women. Since the number of patients who had P@hg2006 — 2008 periods in NMMC was
smaller than the required sample size (n = 895,868s and 92 womens), it was decided to
enroll all patients who had intervention during #pecified time period. Based upon that
number and the prevalence of exposure variabldgisampling frame, the smallest detectable

HR was 0.6 or 1.8 which was considered of sta@iksignificance (Appendix G).

Study Variables
The dependant variables we3g/ear average survival rate from MACCE, lengtistady
and in hospital and early operative complicatiom$ @oL. MACCE included death, MI, repeat
revascularization and stroke/transient ischemaxc&t{TIA). A repeat revascularization was
defined as a repeat (surgical or percutaneousyemnéon. Operative complications were
defined as all major events occurred within 30 dayer the index stent placement procedure.
Independent variablesereage, gender, cardiac status, ejection fractiohytrmia,
BMI, current smoking status, family history of CABypertension, hypercholesterolemia,
nephropathy (by creatinine level), cerebrovasadtisease, previous Mls, diabetes, previous
interventions, number and type of the diseasedelgsstent type, stented vessels diameter,
lesion length, as well as prescription of Aspifiienopiridine derivatives, ACE inhibitors, beta

blockers and statins at discharge (Appendix C).
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Sources of data

Patient contact information was retrieved fromkiMC PCI dataset. A telephone
survey was conducted for the evaluation of MACCOfespribed medications, QoL, and
socioeconomic status. In case of death, onlyrtfegmation about the date of death was asked
from patient’s family member. Information about thatients’ perioperative characteristics was

extracted retrospectively from the medical records.

Study instruments

Two instruments were developed for the study. Warviewer-administered structured
questionnaire with two sections was used to cotlata about patient quality of life{section)
measured by SF-12 (36) and MACCEY&ection) (Appendix D). Data from medical records
was extracted to Medical Record Data AbstractiomfsoAppendix E) that included questions
about demographic characteristics, cardiac st&t@g risk factors and comorbidities at
admission and procedural characteristics. The reaxdecontact information of the patients
obtained for telephone interviews from NMMC datasas registered in the specially developed

Journal form (Appendix F).

Ethical Considerations

The research protocol was approved by the NMMC Austriative Board and by the
Institutional Review Board/Committee on Human Resed RB) within the College of Health
Sciences at the American University of Armenia.e Tésearcher followed the approved
protocol. All participants were included into thedy only after giving an oral consent

(Appendix H). During the telephone interview tlmnsent was obtained also for abstracting data
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from the medical records. Although the collectathdrom the medical records included the
information on patients’ names and telephone nuglkeese data were not entered into the
computerized database; instead, coded patientfidesitvere used. After data entry and
cleaning, the paper forms containing respondemitifiers were destroyed. At this point
anonymity was assured. When the patient contactsddentified as deceased by the relative,
other than the date of death and permission tosaquatient’s medical record, no further

guestioning was attempted and the call was endedatondolence was expressed.

Data collection and data entry

Data collection was conducted between Februaryn@i2April 14, 2011. Initial
telephone interviews lasted on average 10 minuMer conducting telephone interviews and
receiving patient consent to access their medezdrds, perioperative data were extracted from
the medical records. All data were entered int&BSS 17 software package (SPSS Inc.,
Chicago IL) compatible data-file for analysis. Sendata entry was performed. Logical and
range checks were used for data cleaning. Follpwi@aning, a de-identified dataset was

produced for the subsequent analyses.

Statistical analysis

In univariate analyses, continuous variables weeegnted as means and standard
deviations and compared by the Student t-testpoaitzal variables were presented as counts and
percentages and compared by the Chi-square tbgtlisher’s exact test accordingly. The
event-free survival rate was estimated by the Kapayer product-limit method. Cox

proportional hazard models were used to estimatdjusted and adjusted hazard ratios of

12



MACCE at 3-5 year by gender. The variables witfajue 0.2 - 0.25 or less were considered to
be included into the model building (37). Modelsr&vadjusted for potential confounders, effect
modifiers and checked for the proportionality asgtiom. All statistical analyses were

performed using StatalO software package (StataQ0€y. Stata Statistical Software: Release

10. College Station, TX: StataCorp LP).
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3. RESULTS
Administrative data

Overall, 895 patients underwent PCI from 2006 t6&8t NMMC, of whom 841 were
residents of Armenia. Of those 841 patients, 3g&dewot possible to contact (out of the
country, wrong numbers, no responders, numberpnogtded, etc).

Of the 527 patient household contacted by phong@adiznts had died, 456 completed
the supplemental interview, and 23 refused to gigdte. Six cases were ineligible. Medical
records were not found for 13 of the respondetse Sample available for analysis was 485.

The difference in demographic characteristics spoaders’ vs non-responders were
presented in Appendix B. Responders were on ag&agyears older ((p<0.05) from the non
responders. The women to men ratio in a sample W&, whereas in non responders it was
1:10. The sample over-represented respondersYemevan versus other areas: 70% vs 30% in
responders and 46% versus 54% in non responders.

After data collection and cleaning, two variablegyercholesterolemia and acute Ml
type, had missing values exceeding 10 %. They suaosequently excluded from the analyses.
The variable representing heart failure statusineansistently reported in the medical records

and also was excluded from the analyses.

Patient baseline and procedural characteristics
Among 485 participants included in the analysis @) were men. Patients’ baseline
characteristics stratified by sex is presentedahbl@ 1. Women on average were 5 years older

than men, more hypertensive, more obese, and paficantly higher rates of diabetes. A
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higher proportion of men were smokers, had a hystbprevious Ml, PCI, and CABG. At
admission, men presented with acute MI more fretipéman women.

Some angiographic characteristics also differed/ben sexes. The average vessels
diameter in women was smaller, but no differencesevobserved in average lesion length, in
number of diseased vessel, and the types of staptanted. In men and women, the most
frequently stented vessel was the left anterioceleding (LAD) artery. The average number of
total stents placed was 1.1 stent per case foremand 1.3 stent per case for men (p>0.05).

No statistical significant differences were seetwieen women and men in medication at
discharge including Aspirin, Tienopiridine deriwads, beta blockers, and statins. Women,

however, had significantly higher rate of ACE intols prescription at discharge than man.

Acute in-hospital and 30-day operative outcomes

30-day operative complications was noted in 3 wo@eb2%) and in 23 men (5.5%,
p=0.7). Overall, the following complications wereserved: ventricular tachycardia/ventricular
fibrillation (n=4); complete atriventricular blocke=2); hematoma at the intervention site (n=1),
dissection (n=1), reperfusion syndrome (n=1), ensthrombosis (n=2), TIA (n=1); acute renal
failure (n=1), acute heart failure (n=1), LAD ocsion during coronary angiography (n=1) ,
recurrent Ml (n=2), repeat revascularization (n=H) hospital deaths occurred in 2 men. Death
within 30 days after discharge occurred in 1 wormath 3 men. Hospital length of stay did not

differ between genders and was on average 4.5de8/$ for the total sample.
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Event-free survival rates at long term follow-up

The median follow-up of the total sample was 114$@sdwith a range from 418 to 1917.
The mean follow-up was 1267 +321days for women 8P+ 321 days for men patients (p=
0.4). During follow up period, the total numberMACCE was 180 (Table 2). The event-free
survival from MACCE at median follow was 79% (95%@%66 -0.87) for women and 74%

(95% CI1 0.69-0.78) for men (Figure 1).

Multivariable modeling

The unadjusted predictors of long term survival (MM2E) were identified using
univariate Cox proportional hazard models (Table Sipnificant predictors (p<0.05) of event-
free survival were acute Ml status, arrhythmiaugaEF, number of diseased vessel and stent
type.

After selecting variables that had p-value <0.28 asing backward selection method
with the likelihood ratio test, the final model inded arrhythmia, diabetes, and gender. A
significant interaction was noted between genddrdiabetes status (see Appendix | for model
derivation process). From the final model (Tabhl@adusting for gender and diabetes, patients
with arrhythmia had HR of 1.68 (95%CI: 1.1-2.57) @ieveloping MACCE. Adjusting for
arrhythmia, in patients with diabetes, men hadebettent-free survival from MACCE (HR
=0.38, 95% CI: 0.18-0.8). In patients without ditds, adjusting for arrhythmia men had HR of
2.6 (95%CI: 1.1-5.9) for developing MACCE. Menigletes status did not significantly affect
risk of developing MACCE, but for women, being détib increased hazard of MACCE 6.79

times (Table 4 a,b).
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Quality of life after PCI

The analysis of SF 12 questionnaire by item shotatlat the end of follow up women
provided significantly worse responses in 11 out®»fitems (Table 5a). Particularly, the role
of physical limitations was more apparent among omThe analysis of composite scores
also demonstrated statistically significant diffeces in both physical and mental scores,

indicating worse scores for women (Table 5b).
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4. DISCUSSION

This study sought to evaluate sex differencesye&@ event-free survival from MACCE
in patients with CAD who had PCl at NMMC. For tlpatrpose, an observational retrospective
study was conducted.

The current study results showed that women onageewere older than men, more
hypertensive, more obese and had significantlyérigates of diabetes. Men were more likely
to be smokers, and have a history of prior MIl, B&d CABG. These findings are consistent
with many other trials (5-8). According to theelihture, women receive less protocol-based
medication upon discharge, such as ACE inhibitoesa blockers, or statins (5, 9). However,
the analysis showed that no genders differencestezkin all but ACE inhibitor prescription
rates that were more likely to be prescribed tonen. This finding can be explained partially
by the fact that more women had diabetes than arah,based on the current evidence-based
fuideline, ACE inhibitors are drug of choice in betes.

In multivariable analyses no significant differeaaeere observed in early complication
rates between genders. The studies done in contanydPCl era also confirm that gender
differences in early complication no longer exigerathe adjustment for comorbidities and age
(5, 20).

The sex differences in long-term outcomes becanre ehebatable after the publication of
FRISC Il and Tactics TIMI 18 trials (12, 38). THebate on the validity of those findings
continues. In current analysis the event-free sahat the end of follow-up was similar between
genders, despite the fact that women had mordactkrs than men. These results are in
agreement with other studies, which showed that @ogender was not an independent

predictor of MACCE at long term follow up (16-189)3 but run counter to the observations
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seen in the FRISC Il study. That RCT which invalwmstable angina patients reported that at 1
year follow up women, unlike men, had worse outcdmm invasive approach of treatment and
benefited more from non invasive approach. In gadly significant interaction between gender
and treatment approach was reported (38). Thaseox@rsies could be as a result of difference
in baseline characteristics within strata, obsemdeRISC Il. Thus, in FRISC Il women in the
conservative treatment group had more favorabkeprifile (less have diabetes, previous M,
multivessel disease) than women in invasive armgaRling men, there were no baseline
differences in risk factors between invasive and imvasive arms. More over difference in
mortality rates among women between invasive amdimeasive strategy was mainly attributed
to CABG treatment, whereas in PCI group - diffeeen@s not observed.

A discrepancy between the current study resultssamdent study done by Kovacic et al.
was also observed. That large observational sfedyonstrated that women had inferior
outcomes in terms of Ml and death compared to m&nyaar follow-up (15). Such controversy
may be explained by strong interaction between wogender and diabetic status, shown in
the current analysis. In the study done by Kovatil. the proportion of diabetes among
women patient comprised 47% whereas in most pusvstudies including our, it was 25-30%.
In current study diabetic patients, the hazardevetbping MACCE in women was 2.57 times
higher than in men. Meanwhile, within non diabgiipulation, women had 2.6 less risk of
developing MACCE. Similar results were shown by Meht al., who evaluated the impact of
gender on mortality rate after PCI in populatiothnstable and unstable angina (21). They
reported that diabetic women had almost twice lthedmortality in comparison to diabetic
men. No significant difference was observed intaldy rate by sex in the non diabetic

population. In the present study diabetic statusém did not determine the outcome whereas
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women with diabetes had almost 7 times higher ofs#teveloping MACCE than those without
diabetes. The negative impact of diabetes on wamght be explained by its severity level
among women. A study that evaluated DES effectigenn acute coronary syndrome patients
with diabetes, reported a 30:70 men to women wdtinsulin dependent diabetes and a 75:25
ratio among non insulin dependent diabetes (40hofigh the present study did not evaluate
whether patients had insulin dependent diabetesntay explain the observed differences.

In contrast to other studies, age was not an intigo@ predictor for MACCE in these
findings. This lack may be explained by a smathgke size or by the small proportion (< 1%)
of patients over 75 years in the sample.

A previous study conducted in Armenia at NMMC ir020which evaluated one year
survival after PCI and enrolled 160 patients, ditlshow any statistical differences in
developing major adverse cardiac events (MACE) betwsexes (35). The event-free survival
from major adverse cardiac events (death /MI/ reprascularization) in that study at 12
months of follow-up was 92.1% (95% CI 86.5- 95h)wever, in the present study the one-year
event-free survival from the MACCE lower - 87.69%%9 CI 80.9-87.4), possibly due to the
inclusion of cerebrovascular events in this study.

The quality of life analysis showed that women padrer mental and physical
composite scores. Those data were inconsistehtresults of another study, where the
inferior QoL score for women persisted even afejusting for age and clinical and
psychosocial comorbidities (41). The significaiftedlence between genders in QoL analysis in
the present study is likely due to differential aégssification; all patients who developed stroke

were men and several of them were not interviewadbse of disabilities including impaired

20



speech function. Further analyses will be needexmpare adjusted quality of life between
men and women.

One of the possible limitations of the study weet tihe follow up data about MACCE
was collected retrospectively trough the telephoterviews, which could create recall and
report biases. To minimize that bias we clarifiedcome data from NMMC, if the patient he
was re-hospitalized and treated there. Anothercgoof potential bias came from the
inaccuracies in medical records that, for exangibnot consistently report heart failure status
and blood lipid levels. About one third of theipats from the original sample were impossible
to contact because of their inaccurate contactnmétion, absence from the country, or changing
addresses and phone numbers. The comparison @€spanders with the study population
using NMMC patient registry information indicatduht this population was on average 2 years
younger (p<0.05) from the enrolled patients, amddifference was mainly attributed to the
difference among male population, i.e in the sts@yple men were older, which means that
predicting value of age might be diminished in phesent study. The women men ratio in the
current study was 1:6, whereas in overall samgdliage that was 1:9, which tell about over-
representation of women population. The sample-m@esents responders from Yerevan
versus other areas responders, indicating thagddassfollow-up were more likely for those
living outside the capital. Hence the results aoearapplicable to the Armenia’s capital city
population rather than regions. On the other hftiek place of living had some impact on the

event-free survival, then it might bias our resuliscause of over-representation of women.
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Conclusions and recommendations

In this study, we assessed the difference in 8 geant free survival between sexes.
Importantly, diabetes had a pronounced (HR = 65868l 2.5-18.4) effect on the likelihood of
women suffering an adverse event, while havingffeceon the men’s risks. Women need
heightened pre-operative assessment and post-meei@tow-up, included aggressive
management. Considering that the rate of PCvigtan women and that non diabetic women
show more beneficial outcomes from PCI, increasigen’s appropriate and timely referral
for PCl is suggested. Further research on dialpefpailations, especially women, is necessary
to characterize the nature, extent, and causal amesn of this excess risk, also to expand its

focus to CABG and non-invasive treatment approaches
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Tables

Table 1. Baseline characteristics of patients

Patient characteristics* Men Women P value
(n=419) (n=66)
Risk factors and comorbidities
Age (years), meanzsd 58.319.4 63.5£8.5 <0.01
Family history of CAD 210 (53.4) 41 (65.1) 0.09
Current smoker 258 (63.9) 4 (6.2) <0.01
Diabetes 58 (13.9) 24 (36.3) <0.01
Hypertension 292 (69.6) 57 (86.4) <0.01
BMI (kg/m?), meanzsd 28.6x4.1 30.4 £5.3 <0.01
Stroke/TIA 33 (7.9) 8 (12.1) 0.26
Renal failure 3(0.7) 0 (0.0) 0.49
Cardiac Status
Acute MI 159 (37.9) 16 (24.2) 0.03
Prior Ml 155 (37.2) 19 (28.7) 0.19
Unstable angina 187 (44.6) 35 (53.0) 0.20
Stable angina 56 (13.4) 16 (24.2) 0.02
Previous PCI 10 (2.4) 0 (0.0) 0.20
Previous CABG 24 (35.7) 2 (3.0) 0.36
EF, meanzsd 45.0£7.0 47.0£7.0 0.03
Arrhythmia 59 (14.2) 11 (16.7) 0.59

Angiographic characteristics
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Number of diseased vessels

Single vessel 123 (30.2) 20 (31.8) 0.40
Double vessel 131 (39.6) 20 (31.8)
Triple vessel 123 (30.4) 23 (36.5)
Number of stents implanted
One 281 (72.6) 37 (64.9)
Two 93 (24.0) 17 (29.8) 0.40
Three 13 (3.4) 3 (5.3)
Type of stented vessel
LCX 130 (31.2) 19 (28.8) 0.45
LAD 221 (53.0) 45 (68.0) 0.02
RCA 125 (29.9) 18 (27.3) 0.65
Stent type
DES 339 (81.8) 58 (87.8) 0.48
BMS 67 (16.2) 7 (10.6)
Both 8 (1.9) 1 (1.5)
Discharge medication
Aspirin 384 (97.5) 63 (100.0) 0.20
Tienopiridine derivatives 382 (96.9) 62 (98.4) 0.50
Beta blockers 330 (83.7) 56 (88.9) 0.30
ACE inhibitors 259 (65.7) 50 (79.3) 0.03
Statins 340 (86.0) 52 (82.0) 0.40

*Results are presented as frequencies and percesfamless specified otherwise.
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ACE: angiotensin converting enzyme; BMI: body miadex; BMS: bare metal stent;
CABG: coronary artery bypass graft; CAD: coronamery disease; DES: drug eluting stent;
EF: ejection fraction; LAD: left anterior descendinLCX: left circumflex; MI: myocardial

infarction; PCI: percutaneous coronary interventjdRCA: right coronary artery; TIA: transient

ischemic attack.
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Table 2. Distribution of major adverse cardiac andcerebro-vascular events between

genders

Men Women P value
Events, n (%) (n=419) (n=66)
M 26 (6.6) 5 (8.4) 0.8
RR (stent/CABG) 92 (23.0) 10 (16.9) 0.3
Death 31 (7.4) 7 (10.6) 0.3
Stroke/TIA 9 (2.3) 0 (0.0) 0.4
Total MACCE 158 (37.0) 22 (33.3) 0.9

CABG: coronary artery bypass graft; MACCE: majotvadse cardiac and cerebro-vascular

events; MI: myocardial infarction; TIA: transiergchemic attack.
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Table 3. Univariate and multivariable survival andyses for MACCE

Variables Unadjusted RR  p-value Adjusted RR p-
(95% ClI) (95% CI) value
Men gender 1.11 (0.71-1.82) 0.60 2.63(1.2-5.9) .020
Age 0.99 (0.98-1.01) 0.70
Family history of CAD 0.96 (0.69-1.35) 0.80
Current smoker 0.98 (0.97-1.37) 0.90
Diabetes 1.28 (0.85-1.93) 020  6.01(2.3-15.9) .00
Hypertension 1.17 (0.81-1.71) 0.40
BMI 1.01 (0.96-1.04) 0.90
Stroke/TIA 1.23 (0.72-2.11) 0.40
Acute M 1.58 (1.14-2.21)  <0.01
Past Ml 1.08 (0.77-1.51) 0.60
Unstable angina 0.86 (0.62-1.19) 0.40
Stable angina 0.78 (0.48-1.27) 0.30
Arrhythmia 1.65 (1.08-2.52) 0.02  1.68(1.11-2.61) .00
Previous PCI 1.01 (0.31-3.16) 0.90
Previous CABG 1.16 (0.59-2.28) 0.60
EF 0.97 (0.95-0.99) 0.02
Number of diseased vessels
Two vessels 1.68 (1.08-2.61) <0.01
Tree vessels 2.13(1.36-3.31) <0.01

Number of stented placed
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Two 0.80 (0.53-1.21) 0.30
Tree 1.08 (0.47-2.41) 0.80

Stent type (BMS reference)

DES 0.57 (0.39-0.84) <0.01
Both 0.76 (0.23-2.51) 0.6
LCX stent 0.98 (0.69-1.41) 0.9
LAD stent 0.76 (0.55-1.05) 0.10
RCA stent 1.28 (0.91-1.81) 0.20
Gender and diabetes - 0.14 (0.04-0.42) <0.01
interaction

BMI: body mass index; BMS: bare metal stent; CAB&@onary artery bypass graft; CAD:
coronary artery disease; DES: drug eluting steriE; Ejection fraction; LAD: left anterior
descending; LCX: left circumflex; MI: myocardiaFanction; PCI: percutaneous coronary

intervention; RCA: right coronary artery; TIA: trament ischemic attack.
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Table 4a. Interaction between diabetes and sex tedelop MACCE by diabetes status

Sex Diabetes  Unadjusted Unadjusted Adjusted Adjusted
HR (95%CIl) Interaction Term HR Interaction Term
HR (95%CI) (95%CI)* HR (95% CI)
Men Yes 0.84 0.86
(0.49- 1.44) 0.14 (0.50-1.48) 0.14
No 1.00 (0.05 - 0.42) 1.00 (0.05 - 0.43)
Women Yes 6.79 6.85
(2.50-18.43) (2.5- 18.74)
No 1.00 1.00
* Adjusted for arrhythmia
Table 4b. Interaction between diabetes and sex teedelop MACCE by sex
Diabetes  Sex Unadjusted Unadjusted Adjusted Adjusted
HR (95%CIl) Interaction Term HR Interaction Term
HR (95%ClI) (95%CI)* HR (95% CI)
Yes Men 0.38(0.18- 0.39 (0.18-
0.80) 0.14 0.82) 0.14
Women 1.00 (0.05 - 0.42) 1.00 (0.05 - 0.43)
No men 2.64 (1.16- 2.61 (1.14-
6.03) 5.96)
women 1.00 1.00

* Adjusted for arrhythmia
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Table 5a. SF 12 items by gender

SF 12 Domain & items Men n (%) Women (%) P value
General health
Excellent 14 (3.65) 0 (0.00)
Very Good 37 (9.64) 1 (1.69)
Good 220 (57.29) 29 (49.15) 0.02
Fair 94 (24.48) 20 (33.90)
Poor 19 (4.95) 9 (15.25)
Limitation of daily activities
Moderate activities
Limited a lot 79 (20.52) 24 (40.68)
Limited a little 143 (37.14) 23 (38.98) 0.001
Not limited at all 163 (42.34) 12 (20.34)
Climbing several flights of stairs
Limited a lot 98 (25.45) 27 (45.76)
Limited a little 144 (37.40) 25 (42.37) 0.001
Not limited at all 142 (36.88) 7 (11.86)
Role of physical limitation
Accomplished less than you would like
All of the time 31 (8.07) 15 (25.86)
Most of the time 41  (10.68) 14 (24.14) <0.001
Some of the time 72  (18.75) 8 (13.79)
A litle of the time 80 (20.83) 8 (13.79)
None of the time 159 (41.41) 13 (22.41)
Were limited in the kind of work or other activitie s
All of the time 30 (7.81) 14 (24.14)
Most of the time 45 (11.72) 13 (22.41) <0.001
Some of the time 74 (19.27) 13 (22.41)
A litle of the time 77 (20.05) 9 (15.52)
None of the time 158 (41.15) 9 (15.52)
Role of emotional limitation
Accomplished less than you would like
All of the time 12 (3.13) 7 (12.07)
Most of the time 41 (10.70) 9 (15.52) 0.02
Some of the time 75 (19.58) 12 (20.69)
A litle of the time 71  (18.54) 15 (25.86)
None of the time 184 (48.04) 15 (25.86)
Didn't do work or other activities as carefully asusual
All of the time 7 (1.83) 8 (13.79)
Most of the time 34  (8.90) 8 (13.79)
Some of the time 57 (14.92) 11 (18.97) <0.001
A litle of the time 78  (20.42) 15 (25.86)
None of the time 206 (53.93) 16 (27.59)

Bodily pain
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Not at all 150 (39.06) 16 (27.59)
A little bit 96 (25.000 9 (15.52)
Moderately 77 (20.05) 16 (27.59) 0.015
Quite a bit 48 (12.50) 11  (18.97)
Extremely 13 (3.39) 6 (10.34)
Vitality
Did you have a lot of energy?
All of the time 41 (10.70) 1 (1.72)
Most of the time 101 (26.37) 7 (22.07)
Some of the time 124 (32.38) 17 (29.31) 0.001
A litle of the time 81 (21.15) 24  (41.38)
None of the time 36 (9.40) 9 (15.52)
Mental health
Have you felt calm and peaceful?
All of the time 48 (12.53) 2 (3.45)
Most of the time 111 (28.98) 17 (29.31)
Some of the time 120 (31.33) 16 (27.59) 0.147
A litle of the time 73 (19.06) 17 (29.31)
None of the time 31 (8.09) 6 (10.34)
Have you felt downhearted and depressed?
All of the time 30 (7.83) 7 (12.07)
Most of the time 52 (13.58) 12 (20.69)
Some of the time 111 (28.98) 23 (39.66)
A litle of the time 133 (34.73) 12 (20.69)  0.039
None of the time 57 (14.88) 4 (6.90)
Social functioning
How much physical health or emotional problems intdered with your
social activities?
All of the time 19 (4.96) 14  (24.14)
Most of the time 38 (9.92) 7 (12.07)
Some of the time 55 (14.36) 11 (18.97) <0.001
A litle of the time 75 (19.58) 8 (13.79)
None of the time 196 (51.17) 18 (31.03)
Table 5b. QoL mental and physical composite scores
Composite scores Men Women P value
(n=419) (n=66)
Physical composite score 43.8+10.7 37.0£11.3 <0.001
Mental composite score 46.8 +10.6 40.8+ 11.1 <0.001

*Results are presented as means tstandard devistio
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Event-free survival from MACCE by gender
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Figure 1. Event-free survival from MACCE by gender (unadpsted)
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Event-free survival from MACCE in non diabetic patients

0.75 I_l—

0.50
0.25
0.09
T T T T T
0 500 1000 1500 2000
days
female male
A
1.00 Event-free survival from MACCE in diabetic patients
0.75
) I
0.50
0.25
0.00
l T T T T T
0 500 1000 1500 2000
days
female male
B

Figure 2. Unadjusted event-free survival from MACCE by gender for patients without (A)
and with diabetes (B).



Thg impact of Diabetes on event-free survival in female patients
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Figure 3. Unadjusted event-free survival from MACCE by diabetes status for men (A)
versus women patients (B).
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Appendices

Appendix A. Review of literature for PCI outcome dfferences by gender

Author, Study type Details Results
Year,
Country
Lagergvist RCT : “FRISC Target population: Patients Primary end-points: invasive vs.
et al, 2001, II” with unstable angina noninvasive
Sweden Intervention: invasive or women: 12.4% vs. 10.5%, NS
(38) noninvasive treatment men: 9.6% vs. 15.8%, p < 0.001.
Primary end points: 1 year -
death or nonfatal Ml Interaction analysis: different effect of
the early invasive strategy for the two
genders (p = 0.008).
Claytonet RCT:“RITA  Target population: Patients Primary end-points: invasive vs.
al, 2004, 3” with NSTMI and unstable  noninvasive
UK(42) angina. adjusted OR
Intervention: invasive or men 0.63, 95% C1 0.41-0.98
noninvasive treatment women 1.79, 95% CI 0.93:35
Primary end points: 1 year - interaction p-value=0.007
death or MI
Glaser et al, RCT: Target population: Patients Primary end-points: invasive vs.
2002 “TACTICS-  with ACS. noninvasive
USs(12) TIMI 18” Intervention: invasive or adjusted OR
noninvasive treatment women 0.72; 95% CI1 0.47-1.11
Primary end points: 6 men 0.64; 95% CI, 0.47-0.88;
month- death, Ml or P =.60 for sex interaction
revascularization
Lansky et RCT: Target population: All Primary end-points: DES arm women|
al, 2005, US “TAXUS-IV”  patients with PCls TLR and TVR (7.6% and 10.8 %)
(43). Intervention: BMS vs DES men (3.2 and 5.7)
(n=1326). adjusted HR 0.89, (p =0.76)
Primary end points: 30 day
and 1 year -death, MI, TVR,
TLR, MACE, stent
thrombosis
Motovska et RCT : Target population: Patients Primary end points: in the PCI group
al, 2007, “PRAGUE1  with STEMI. women 8.2%
CzecK44) and?2” Intervention: PCI vs. men 6.2%, p=0.4
trombolysis
Primary end points: death
at 30 day
Blomkalns  Observational: Target population: Patients Primary end points: Women vs. men
et al.2005, “CRUSADE” with NSTMI. unadjusted in-hospital death (5.6% vs.
UsS (6) registry Intervention: PCI 4.3%), reinfarction (4.0% vs. 3.5%),

Primary end points: in

heart failure (12.1% vs. 8.8%), stroke
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hospital outcomes (1.1% vs. 0.8%), and RBC tramnsfus
(17.2% vs. 13.2%). After adjustment,
only transfusion was higher in womer).

Duvernoyet Observational: Target population: all PClI  (Primary end points: OR): Vascular
al, 2010, US Prospective  patients n=22700. complication 2.82 Post procedure
(5) registry Intervention: PCI transfusion 2.04. Gl bleeding 1.56.
Primary end points: in- Infection and/or sepsis 1.46. Stroke of
hospital all-cause mortality; TIA 2.16
and complications. MACE and death N.S.
Mehilli et Observational: Target population: Patients Primary end points: women vs. men
al, 2003, prospective  with stable and unstable Clinical restenosis 14.8% vs. 17.5%
Germany(21 study angina n= 4374. (P=0.048).
) Intervention: PCI Angiographic restenosis (28.9% vs. vs.
Primary end points: 33.9%,P=0.01).
restenosis at 1 year Adjusted OR 0.77 (95% CI1 0.63 to
0.93).
Peterson et Observational: Target population: Patient  Primary end points: men vs. women
al, 2001, US prospective  with stable angina Stroke 0.2% vs.
(23) NCN n=109,708 0.4%;adj OR 1.36 (ClI
Database Intervention: PCI 1.1, 1.7).
Primary end points: in MI 1.2% vs. 1.5%, adj OR 1.25 (CI 1.1,
hospital events: 1.4).
Vascular complicat. 2.7% vs. 5.4% ad].
OR 1.48 (CI1.3,1.7)
Repeat revascularization 4.4% vs.
4.8% adj. OR 1.13 (CI1.1, 1.2).
In-hospital death 1.0% vs.1.8% adj. OR
1.07 (C1 0.9, 1.2).
Alfredsson, Observational: Target population: Patients Primary end points: 1 year mortality
2007, prospective  with unstable angina or higher in men (OR 1.12; 95% CI, 1.06
Sweden study NSTEMI. n= 53 781. to 1.19). In hospital and 30 d mort - NS
(1) Intervention: PCI
Primary end points: in-
hospital, 30-day and 1-year
mortality, treatment intensity
Onumaet Observational: Target population: Patients Primary end points no differences
al, 2009, retrospective  with PCI, n=4936. between gender
Netherland cohort registry Intervention: BMS vs DES
(16) Primary end points: 3 year
— death, MI, TVR
Tillmanns et Observational: Target population: Patients Primary end points: women vs. men
al, 2005, prospective  with STEMI, PCI n=208 Total cumulative mortality during 4
Germany registry Intervention: PTCA years of follow-up was 12.5%, 14.5%
a7 Primary end points: 30d 18% and 23%, respectively, versus 9%,
and 4 y outcome. 10.5%, 12% and 15%, respectively. NS

after adjustment.
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Antoniucci  Observational: Target population: Patients Primary end points: NS
et al, 2003, prospective  with acute MI.
Italy (18) study Intervention: PCI

Primary end points:
Reinfarction and mortality at

6 month.
Roncalliet Observational: Target population: Patients Primary end points: Emergency PCI
al., 2010, prospective  with PCI stent n= 9089. group
France(45) study Intervention: emergency men 2.2%; women 4.9% (p = 0.004)

PCI vs. non emergency PCI non-emergency PCI group
Primary end points: In men 0.4%; women 0.5% (p = 0.77)
hospital death

Kovacic, Observational: Target population: Patients Primary end points: men vs. women

J.C.,etal.,, prospective  with PCI stent n=16961. Overall death 8.4% vs.10.3%(p =

2010 US study Intervention: PCI 0.0002)

(15) Primary end points: 3y Cardiac death 2.3% vs.3.2% (p =
outcome 0.002)

MI 0.9% vs. 1.4% (p = 0.01)

ACS- acute coronary syndrome, BMS - bare metatst€l — confidence interval, CRUSADE -
Can Rapid Risk Stratification of Unstable Angindi®ats Suppress Adverse Outcomes with
Early Implementation, DES — drug eluting stents|S%RII - Framingham and Revascularization
during Instability in Coronary artery disease Il|RH-hazard ratio, MACE — major adverse
cardiac events, NCN - National Cardiovascular Netw®R — odds ratio, RBC — red blood
cells, RITA - Randomized Intervention Trial of atdé¢ Angina, STEMI — ST elevation
myocardial infarction, , TACTICS-TIMI 18 - Tremtgina with Aggrastat and determine Cost
of Therapy with an Invasive or Conservative Stratedhrombolysis In Myocardial Infarction
18, TAXUS Treatment of De Novo Coronary Diseash #W&ingle Paclitaxel-Eluting Stent, TLR

— target lesion revascularization, TVR — targetsatsevascularization.
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Appendix B. Differences in demographic parameters between respders and non-
responders

Demographics Responders Non responders P value
Men :Women ratio 1:6 1:10 <0.05
Yerevan city : Other area ratio 70:30 46:54 <0.05
Age, mean +sd 59+9.5 56+9.2 <0.05
Men 58.319.4 56.249.1
Women 63.5+8.5 63.1+8.6

sd: standard deviation
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Appendix C. Dependent and independent study vartdes

Variable Type Measure Source

Dependant

MACCE Binary
1=Yes Telephone interview

Medical records

0= No

Early complications Binary
1=Yes Medical records

Telephone interview

0= No

LOS Numeric Medical records

(continuous)  Days

Quality of Life Ordinal 1=Excellent
2=Very Good

General Health 3=Good Telephone interview
4=Fair
5=Poor

Limitation of daily activities Ordinal 1=Limited lat
2=Limited a little Telephone interview
3=Not limited at all

Role of physical limitation Ordinal

(How much of the time

accomplished less than you

would like/ Were limited in

the kind of work or other

activities)

Role of emotional limitation  Ordinal
(Accomplished less than you

would like/Didn't do work or

other activities as carefully as

usual)

Bodily pain Ordinal
Vitality Ordinal
(Did you have a lot of

energy?)

Mental health Ordinal

Have you felt calm and
peaceful?

1=All of the time
2=Most of the time
3=Some of the time
4=A little of the time
5=None of the time
1=All of the time
2=Most of the time
3=Some of the time
4=A little of the time
5=None of the time

1=Not at all
2=A little bit
3=Moderately
4=Quite a bit
5=Extremely

1=All of the time
2=Most of the time
3=Some of the time
4=A little of the time
5=None of the time
1=All of the time
2=Most of the time
3=Some of the time

Telephone interview

Telephone interview

Telephone interview

Telephone interview

Telephone interview




Have you felt downhearted Ordinal
and depressed?

Social Functioning Ordinal
How much physical health or
emotional problems interfered

with your social activities?

4=A little of the time
5=None of the time
1=All of the time
2=Most of the time
3=Some of the time
4=A little of the time
5=None of the time
1=All of the time
2=Most of the time
3=Some of the time
4=A little of the time
5=None of the time

Telephone interview

Telephone interview

Independent
Age Numeric Years Medical record
(continuous)
Sex Binary 1=Men  0=Women Medical record
BMI Numeric kg/m2 Medical record
(Continuous)
EF Numeric
(Continuous) % Medical record
Smoking status at the time of Binary 1=Yes Medical record
intervention 0= No
Stable angina Binary 1=Yes Medical record
0= No
Unstable angina Binary 1=Yes Medical record
0= No
Acute Ml Binary 1=Yes Medical record
0= No
Previous Ml Binary 1=Yes Medical record
0= No
Arrhythmia Binary 1=Yes Medical record
0= No
Family history Binary 1=Yes Medical record
0= No
Hypertension Binary 1=Yes Medical record
0= No
Diabetes Binary 1=Yes Medical record
0= No
Cerebrovascular disease Binary 1=Yes Medical record
0= No
Renal dysfunction Binary 1=Yes Medical record

0= No




Previous PCI/CABG Binary 1=Yes Medical record
0= No

Number of diseased vessel Nominal 1=Single Medical record
2=Double
3=Triple

Number of stents placed Nominal 1=0One Medical record
2=Two
3=Three

Stent Type Nominal 0=BMS Medical record
1=DES
2 = Both

LAD Binary 1=Yes Medical record
0= No

RCA Binary 1=Yes Medical record
0= No

LCX Binary 1=Yes Medical record
0= No

Aspirin Binary 1=Yes Medical record
0= No

Tienopiridine derivates Binary 1=Yes Medical record
0= No

ACE inhibitors Binary 1=Yes Medical record
0= No

Beta blockers Binary 1=Yes Medical record
0= No

Statins Binary 1=Yes Medical record
0= No

Physically active days per  Numeric Days Telephone interview

week

Duration of physical activity Numeric Minutes Telephone interview

(Continuous)

SES (total monthly income of Ordinal 1= <30.000AMD

household) 2=31.000- 100.000 Telephone interview
3=101.000-250.000
4=>250.000AMD

ACE: angiotensin converting enzyme; BMI: body miadex; BMS: bare metal stent;

CABG: coronary artery bypass graft; CAD: coronamery disease; DES: drug eluting stent;
EF: ejection fraction; LAD: left anterior descendinLCX: left circumflex; LOS: length of in
hospital stay; MACCE: major adverse cardiac andetepvascular events; MIl: myocardial
infarction; PCI: percutaneous coronary interventjdRCA: right coronary artery; TIA: transient
ischemic attack, SES: socioeconomic status.
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Appendix D. Patient Interview Questionnaire (Englsh versions)

General health (SF12)

Q#1. In general, would you say your health is?

.Excellent.....1 Very Good.....2 Good....3 Fair....4 Poor...5

Q# 2. The following items are about activities yomight do during a typical day. Does your health nav limit you in
these activities? If so, how much?

Yes, Limited  Yes, Limited No, Not Limited

A Lot A Little At All

a. Moderate activities such as moving a table, 2 3
pushing a vacuum cleaner, bowling, or playing golf

b. Climbingseveralflights of stairs 1 2 3

Q#3. During the past 4 weekshow much of the time have you had any of the fallving problems with your work or other

regular daily activities as a result of your physial health?

All Most Some of A Little None of the
Time
of the Time of the Time the Time of the Time
a. Accomplished lesghan 1 2 3 4 5
you would like
2 3 4 5

b. Were limited in th&ind of 1
work or other activities

Q#4. During the past 4 weekshow much of the time have you had any of the fallving problems with your work or other

regular daily activities as a result of any emotioal problems (such as feeling depressed or anxious)?

All Most Some of A Little None of the
Time
of the Time of the Time the Time of the Time
a. Accomplished lesghan 1 2 3 4 >
you would like
1 2 3 4 5

b. Didn't do work or other
activities asarefully as
usual

Q#5. During the past 4 weekshow much did paininterfere with your normal work (including both wo rk outside the home

and housework)?

Extremely.....5

Not at all....1 A little bit..... 2 Moderately.....3 Quite & bi...4
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Q#6. These questions are about how you feel and hdhings have been with you during the past 4 weeksFor each
guestion, please give the one answer that comessest to the way you have been feeling. How much thie time

during the past 4 weeks-
All Most Some of A Little None of the
Time
of the Time of the Time the Time of the Time
a. Haveyoufeltcamand 1 2 3 4 5
peaceful?
b.  Did you have a lot of 1 2 3 4 5
energy?
c.  Have you felt 1 2 3 4 5
downhearted and
depressed?

Q#7. During the past 4 weekshow much of the time has your physical health oemotional problemsinterfered with
your social activities (like visiting with friends, relatives, etc.)?

All of the time....1 Most of the time....2 Somkthe time....3  Alittle of the time....4 Newf the time....5

Q#8. Are the results from your heart stenting:

Worse than you expected....1 About wihoat expected.... 2 Better than yopested....3

Compliance with medications and recommendations

Q#9. After your intervention have you been prescribd Clopidogrel (PLAVIX) by your doctor?

0.NO 0O 1.YES [, if yes—Q#lla
Q#9a. For how long? 9b. How long did you actually administer Clopidgrel?
1. 0-3months [ 3. 6-9 months [J 1. 0-3 months 0 3. 6-9 months 0

2. 3-6 months 0OJ 4. 9-12 months [
2. 3-6 months O 4, 9-12 months O

Q#10. Are you currently smoking?

0. NOUJ 1.YES (I

if yes, how many cigarettes per day?

1.<10cig/day 1[I 2. 10 - 20 cig/day 3. 20 - 30 cig/day! 4. > 30 cig/ day

For how long? ryea

Q#11. During the last 7 days, on how many days Q#12. How much time did you usually spend walkingroone of

did you walk for at least 10 minutes at a time? those days?

Days per week _ Hours per day o Minutespgrda
Don't Know/Not Sure 0 Don't Know/Not Sure O

Refused 0 Refused [J
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Readmissions

Q#13. We want to know if after your intervention atthe NMMC till now you had ANY hospital admission for:

Ml 0. No 1.Yes If Yes, date_YY MM
Repeat stenting 0. No 1.Yes If Yes, date_YY MM
CABG 0. No 1.Yes If Yes, date_YY MM
Stroke 0. No 1.Yes If Yes, date_YY MM
Other reason 0. No 1. Yes If Yes, date_YY MM

Specify the reason

Working status and income

Q#14. Are you currently working?

0. NOOJ 1. YES)

Q#1E. From the following categories which one bes  Q#16. Your family’s general standard of living:
describes your household total monthly income in

20107 1. Substantially below average
2. Little below average
1. < 30,000 AMD 0 3. Average
g' %10880_ éggggg ,:\II\\A/IB i 4. Little above average
4. > 250,000 AMD - 5. Substantially above average
5. Don't know 0
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Armenian Version

Zkpwunuwhtt hwpguwh hwpguptpphl  Iwngwptipphyh # S3#
Swpgiwb wiuwphdp (op/wdhu/nnwnh)
Swpgdwl uyhgpp (dwi/pnwyb) Swngdwl wywnunp (dwi/pnwyb)
SF12

Q#1. hGswb"u Yglwhwinbhp Q6p wennenpyntGh pGnhwlnip wndwdp:

Qbpwqubg -1 Cwuwn (wy -2 Lwy -3 Ns wylpwl jwy — 4 dwwn -5

Q#2. Unnpl pdwplyywé GG dh pwlh wropjw gnpénnnipyntGGtp: Upryn®p Q6ip GEphwihu wennowlw JhGwlp
fuwlGqupnid £ 269" Yuwnwpb] wyn gnpdnnnipyniGltinp: et wyn, nnpwln’y:

Ujn, pwn k Ujn, phs k Ng, wikaLhG sh
fuwbgqwnpnd  fuwbqupned fuwbqupntd
qnronantE3NkLLEN
w. Uhohl wywnhynipjwl gnpdnnnipynilGbn, onp’ ubinw
nbinwwndt], thnp6é6hsny dwpnt), utinwGh ptiGhu 1 2 3
fuwnuw) Yuwd wwnunbgned wfuwnt
p. UuwnhswGGtpnd pwpd  wlw) dh pwbh hwny 1 2 3

Q#3. Upryn“p UbipphG 4 owpwpyw plpwgpntd nppw’t dwiwbwy bGp nlbgbp 6p wpiuwwnmwlph Ywd wikGopjw
wj| qnpdtiph hGwn Yuwwydwd hbGnlywp nddwnnipjntGGbphg nplk dGYp Ywd ch pwGhup 26n wennowlwb Yyhtwyh
hGwnbLwlpny:

Udpnnop dwiwlwyh dwiwlwlyh dwdwbwyh N uh
dwiwlwy G 6dwup np 20wup thnpp dwup dwiwlwy
Ywwnuwnti| Gp wybih phs, pw 1 2 3 4 5
Yowllywlwhp
h yhtwyh sbp Gnbp yuwnwnpbi 1 2 3 4 5

npnawh nhwh wzfuwwnwbp
Jud wy| gnpdtip

Q#4. Upryn°p ybpohl 4 pwpwpduw plpwgpntd nppw’0 dwiwlwy Gp nlbbgh) 26np wfuwnwbph Yud wikGopjw
wjL qnpétiph htwn Yuwdwd hbnlyw) nddwpnipntbltphg nplut 0GYp Ywd dh pwbhup' nplbk hniquywb yhdwyh
(ophGuwy pOyadwénipjwb Ywd dinwhnqywénipjwl) htinbwbpny:

Udpnnyp dwiwlwyh  dwiwlwyh  dwdwlwyh ns uh
dwiwlwy uté dwup nnny dwun npn dwup dwiwlwy
YGwuwwpbp Gp wybkih phs, pwb 1 2 3 4 5
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Ygwlywlwyhp

Unynpwlwlpg wwlywu 1 2 3 4 5
nwnpnipjwip Gp  Juunwpb
w2fuwwnwbpp Ywd wy| gnpétip

Q#5. dbipohl 4 ywpwpdw plpwgpntd nppwln’y b gwdp fuwbGqupb) 26p Gnpiw] wfuwnwbphl (hGswbu nwdp,
wjlwtiu kL nGhg nnipu):

USkGLhG 1 @btplwlh 2 2wiwydnp 3 PwdwlwlhG 4 Qwihwqulyg 5

Q#6. 3twnlyw) hwpgbpp YyGpwptipnud G0 Q6p hGplwaggugnnnipjwlp YGpohl 4 pwpwpydw plpwgpnid: lulnpnid
GGp jnipwpwlsynip hwpgh hwdwn plGunptp wyG shwy ywnwufuwbp, npG wikOhg dnun £ Q6p qqugwéh:

Jdbipphl 4 ywpwpdw pGepwgpntd nppw”l dwiwbwy bp Inip...

Udpnnop dwiwbwyh dwiwbwyh dwiwbwyh Ns dh
dwiwlwy OGS dwup nnny dwun thnpp dwup dwiwlwy
w. qguwgt] hwlghuwn nL fuwnwn 1 2 3 4 5
p. Gnb| 2w wnnq 1 2 3 4 5
g. Gnt| upinGbinwé nu wfuncp 1 2 3 4 5

Q#7.dbpohG 4 rwpwpyw plpwgpnid 26n wennowywb Yuwyd hniquywl fuGnhpGepp nppw®t dwdwlwy GG
fuwlqunty  2Gp  2thnudlbphl 2ppwwywinh htn (ophlwy sk Ywpnnwgty  wjgbiity  pGYGNGENNHG,
pwnGywabbphl W wy 0):

Udpnno dwiwlwy 1 dwiwbwyh thnpn dwup 4
dwiwlwlyh 066 dwup 2 Ns dh dwiwlwy 5
dwiwbwyh npn2 dwup 3

Q#8. 2tin untlbwmwynpnidhg hGwnn unwgywéd wpnyntbpbtpp
1. 2tip uywuywdshg wykith Ywwn thG |
2. 3wdwpjw GnuyG EhG hGs  Mnip uwwund thp [

3. Qtip uywuldwéhg wybh (wy tha |

Q#9. 2tip unblGunwynpnidhg htiwnn Qtiq pdhayp Gawlwyt °| E “Nywhpu ” Ynyhnngpty nbnnpwjpp:
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tpti wyn— 9 a

Q#9a. Nppw”0 dwiwlwy nbnnnipjwdp
1. 0-3wohu [ 3. 6-9wihull

2. 3-6wdhus [ 4. 9-12widhu [

0-3 wihu [0 3.

Q#9 b Nppw”G dwiwlwy bp hpwlwlned wyb pGnnGg

6-9 wihu [

2. 3-6wdhu [ 4. 9-12wohu U

Q#10. WnLp GEpYuwyniiiu Sfuncd B°p
0.ns J 1.Wn O

Q#10a 1.10 phys ......... O 2.1020......... O

Nppw 0 dwiwlwy nwnh

3.20-30....... U

tpbt wyn (10a) , www pwbh uhquptitn optlywh

4.30 wyb| ......... 0]

Q#11.46pphG 7 opdw plGpwgpntld pwh® op Gp InLp
gpnulb/nnpny pwyj|bip wikbGwphsp 10 pnwbGtph
plpwgpnty:

0 __ Opwpwpyw plpwgpnty

88. 2ghwnti/nddwpwbnid G0 ywwnwufuwbby 88.

Q#12. Nppw”0G dwiwbwy bp MnLp Swfuub|
gpnulbnt/ninpny pwyjitint ypw wyn ontiphb 1 opqw
pGpwgpntd:

______ dwd dby opnid

___ PMnwt dkYy opnLy
2ghnbi/nddwpwbnid G0 ywwnwufuwbby

Q#13. Utilp gwOlwnid GOp hdwlw) wpnynp Qtip unbbunwdnpniihg htinn plnnibyt) Gp hhwlnwlng hGunbyw|

wwwndwnlbbphg nplk dGyny

hGdwnywn 0.Ns 1. Wn@
JdtipwuwnbiGnwydnpinLd 0 .Nng 1. Un@
Jdhpwhwwndwb “niGunwynpniy” 0.Ns 1. Ujn@

hGuntn 0.Ny 1. Une
Uy 0.Nng 1. Ujn@

Gotip Wwwndwnp

Gpb wyn  wdhu//nwph

tpb wyn, wuhu//tnwph
tpb wyn, wdhu//tnwph
tpb wyn, wdhu//tnwph

Gpb wyn, wdhu//nwph

UzuwwnwbpwjhG jupquyhtwy L Glwdntn

Q#14. WnLp GEpYuwyniiu wfuwnnid B°p:

0. Ng@ 1.Un@
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Q#15. 2010 pqwlwGhG Qbp pGunnwbhph pninp Q#16. hGswbu Yqlwhwinbhp 26p pGunwbhph
wanwaakph Ynndhg ntlGbgwé dhehl tnwpblywa Gywinunp  Ontpwlwl Yhdwyp.
Yuwqub t°
1. UhohGhg pwywlywlhb guén
2. UhghGhg dh thnpp guén
3. Uhpht
4. Uhghlihg 0h thnpp pwpdp
5. Uhghlhg pwywlwhG pwpdp

<30,000 npwa
31,000-100,000 npuwi
101,000-250,000 npw
wytih pwa 250,000 npwi
sqhuntid

arLOb =

=

Ganphwywinipyntl Q6p Uwulwygnipjwb Iwdwp:
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Appendix E. Medical Record Data Abstraction Form

1. ID#

2. Date of bith DDMMYY /[ / 3. Patient sex 0 Women 100 Men
4. Date of intervention DD MM YY / /

Date of hospital admission DD MM YY _ / _/_Date of discharge DD MM YY / /

5. Stable angina 0.No 1liYes
6. Unstable angina 0.No 1iYes
7. Myocardial infarction 0.0 No 1iYes
If Yes — 0. NSTM 1) STEMI
8. Ml onset time 1] At the time of admission
[2.< 3 months before intervention
13.3-6 months
4.> 6 months
9. Heart failure 0!No 10Yes
If Yes — NYHA class 101 2.010 3.01 4.0V
10. Ejection Fraction %
11. Arrhythmia 0I/No 1.)Yes
If Yes, Type of arrhythmia
12. Cardiogenic Shock 0.No 1.Yes
| CAD Risk Factors and Comorbidites |
13. Weight (kg) 14. Height (sm)
15. Currently smoking [ONo 1Yes 20. Renal dysfunction [JNo 1lIYes
16. Family history of CAD 0lNo 1Yes 21. Cerebrovascular disease /N 1['Yes
17. Hypertension [MWNo 1.Yes 22. Previous Ml [I0lo 1[lYes
18. Hypercholesterolemia  [No 1Yes 23. Diabetes .ONo 1lYes
19. Gl disease [8lo 1JYes

24. Previous PCI  0INo 1.00Yes 25. Previous GABO.[INo  1.(7Yes
26. Stented Vessel diameter mm t&tdresion lenghth mm
27. Number of diseased vessels* [JSingle 2JTwo 3. Three vessel

28. Type of the diseased vessels (mark all thayapp
a.l] Left main . Left circumflex
b. O Left anterior descending d.Right coronary

29. Number of stents placed 1.0 One 2.1 Two 3.C1 Three

30. Stent type 0BMS 1.0DES 2.1 Both
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31. In hospital complications

Death 01 Gl bleeding [§]

Recurrent Ml 02 Vascular complioat 7

CABG 3 Secondary infentsepsis 8

Stroke 04 Blood transfusion 9

TIA 5 Other, specify 10
32.  Medication at discharge

Aspirin 1 b-blockers 13 ACE-i 50

Clopidogrel 2 Statins 04 Other

* The diseased coronary vessels was defined as nagtyw>50% in diameter.
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Appendix F. Journal form for the telephone survey

Place of
ID

living

Date of stent

placement

Date of contact

Result

Other

Option for «Result»

Complete O
Incomplete 0
Absent from a country[
Refused to participate [

Impossible to contact [

Dead 1 ( If dead please specify the date of the deatherfOther” section)
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Appendix G. Sample size calculation (PS by Dupoet al)

The following assumptions were made: ratio of worteemen in the sample equal to 1: 7
(3), Type 1 error (alpha) equal to 0.05, power €tua.8, the hazard rate of mortality at 1-year
of follow-up of women versus men equal to 0.55 (ZIhe calculated sample size was 703 (87
women and 616 men). Taking into account 73% respoate (35) and 90% eligibility rate, the
required sample size was equal to 1070 (703/0.8)@7938 men and 132 women

Requested outpu: Sample size calculation Detectable alternative
(based on literature) (based on study data)

Type of study Survival analysis (hazard Survival analysis(hazard
ratio) ratio)

Alpha type | error level 0.05 0.05

Power 0.8 0.8

m1l (The median survival

time on control 1298 451

treatmentmy =t

loge(1/2)/logx(p))

Accrual period; 2006- 3 years 3 years

2008)

Average follow-up) of 3 years 3.5 years

Women vs men ratio 1.7 1.6

Sample size per group X 66 women : 419 mens

Hazard ratio 0.55 X

Seeking value Sample size per group Hazard ratio

Sample size per group 87: 616

Hazard ratio 0.60r1.8
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Appendix H. American University of Armenia

Institutional Review Board # 1/Committee on Human Rsearch College of Health Sciences

Subcommittee for Student Theses

Title of Research Project:Gender differences in patients with percutaneousnasy
intervention: the Armenian perspective.

Hello, my name is . | am a physicianagdaduate student in Public Health at the
American University of Armenia. | am, as a memiskea research team with the support of the
faculty members conducting a study to investighée3 year outcomes of patients with PCI
treated at NMMC. You have been contacted becaasedoon NMMC records you underwent
stenting during 2006-2008. Your contact informatims been obtained from NMMC database.
Permission to collect your contact information bagn received from the NMMC Medical
Board. If you are willing to participate in thitudy | will ask some questions concerning your
health status. Your participation in the studyotuntary. You may skip any question you think
is inappropriate and stop it at any moment you wdtht no further negative consequences. The
interview will take place once at any time thatasmvenient for you and last no more than 15
minutes. If you don’t mind | will also collect seninformation from your medical records
regarding your health status and intervention.

There will be no monetary benefits for you if yaarficipate in this project. The information
provided by you will be very helpful for sciencedafior other patients. There is no penalty for
refusing to participate.

Whether or not you are in the study will not affgour future treatment at the NMMC. The
information provided by you is fully confidentiahd will be used only for the study. Only
aggregate data will be reported. Contact inforomatvill be destroyed upon completion of the
research. If you have more questions about thtb/sfau can contact Yeva Sahakyan, the
coordinator of the research team — 091 501726yBrduhi Petrosyan, the Associate Dean of the
College of Health Sciences at AUA calling 512593/du feel you have not been treated fairly

or think you have been hurt by joining this stugigase contact Dr. Hripsime Martirosyan, AUA
Human Subjects Administrator at (374 1) 51 25 61.

If you agree to be involved in this study, could @ontinue?
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Swjwuwnwbh witpplywl hwiwpuwpwb Shnwhbunwgnunuywh Ephlwgh
hwGdGwdnnny

SwOpwjhl wennowwwhnipjwl wyntpnticn
Fwlwynp hpwqbly hwiwdw)Gwaghp

tivnwgnuinipjwl waywbnuip. Upwywb L hquywhb utintph dhol nwpptipnipyntGltinp
upnwilwbh yuwlwyha wanplbtiph Gopwiwywihbt untGwnwynpnidhg htiwn.

Swjwunwbywb thnpd

Pwnl 26q, hd whnibp t: Gu pdhyy GO L Swywunwbh watiphyywb
hwiwuwpwbh Iwbpwjhl wennowwwhnipjwb dwghuwnpwunnipwih yGpoht Ynipup
nruwlnn: Gu hGlnwgnunwywb fudph wbnwad Ga L dGGp IU3-h Gpynt nwuwnnulGbpp
nGywdwnnipjwdp, wig GOp Yuglnid htinwgnunnepjnil, nph Gywwnwlyb £ qlwhwunb
Unpp Uwpw) pd24wywb 4GGunpnGned unbGunwydnpdwd hhquwlnltph wnnnowlw
yhdwyp dhpwdwnnipjnibhg htiinn 3 mwnpyw pGpwgpnid: nip punnpydt) Ge, npnghbunb
Unpp Uwpw) pd24qwywb YGaunpnbned gpubgwd indywGGph hwdwdw)b Mnip
uintiinwynpyb| tp 2006-hg 2008 tnwnphGbph pbpwgpnid: 26p nmyjw Gtipp ytipgyti| Ga
LUPY-hg" wmbophUnipjwl hwiwdwjlnipjwip: 6pb Mnip hwiwdwjl Gp dwubwyghb|
wju hGinwagnwnipjwln, www Gu QLq Yunnwd npnp hwpgbp 26p wennowlwb yhdwyh
yGpwpbpjw: 3wpgwagnpnugp inbinh YynibtGbw 1 wbquy, 6q wnwybip hwpdwn
dwiwlwy, L unbh ng wybh pwb 15 pnwt: 6p dwulbwygnipintbp wyu
hGunwagnunnipjwlp Yudwynp £ Wnep hpwynilp nibbip swywwnwufuwbbp wyl hwpgbpha,
npnGp 26q Ywpnn G0 imhwdnip)nit wwwndwneb] Ywd nwnwntglbp hwpgwagnniygp
gwllywlwé wwhhlb™ wnwbg nplt hGnwqw pwgwuwlwb htnlwbpbtph: Gpb ntd
sbip, Gu Qtp wrnnontpjwb ypdwyh L dphpwdwnnipjwl ytGpwptipjw] nnn wndjwbtin
yutingltud Qtip hhjwbnnipjwl pwpunhg: Uju hGiwgnunipjwlp 26p dwubwlygnipjwb
nGwpencd npbt npwiwywb fupwfuntuwbp Gwhuwnbugwé sk: Atip Ynndhg
npwiwnpywé nyjwbbpp Y haeG pwn Yuplnp ghinwlwb inGuwGyynibhg L
oqwlwn Y h0Gh wy hhwlnbtph hwdwp: IGnwgnnnipjwln sdwubwlygbpnt
nbwpntd QGg nsy 0h pwgwuwywb htnbwbp sh thGh: UGYwfu GpwbGhg Mnp
Yowulbwygbp wju httmwagnwnnipjwlnp pti ng, nshbs sh wgnh 2tipn LURY hnwquw
wygbintpjncbbtpph ypw: 26p Ynnihg mpwiwnpjwd nno nbntynipjntGbtinp qununbh
Ywwhytb L dhwylb pnhwbpwgywéd wpnynibplbipp Yatpywywgdthb qtyniygnid: QGp
wOdbwywh nwbbpp wbdhowwbu Ynsbswgytl hGinwgnunnipjwl wywpunhg htinn:
3Gwnwgnunnepjwl hbn uwywd hGinmwaqw hwngtiph hwdwnp Ywpnn Gp qubquhwnb
GJw Uwhwljwbhb, hGnwgnunwlwb fudph YnnpnhGwunnphb 091501726, 3wjwuwnwbh
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wubphywb hwiwpuwpwbh Iwbpwjht Unnnowwwhnipjwl dwghunpwwnnipwyih
thnfunGywOhG dwpnnihh MGnpnuywOhG 512592, hGswbtu Gwl, Gpb Yuwpénid Gp, np
htunnwagnunipjwl phpwgpnid Qtiq htin jwy s60 ypwpbpyb] WHwd hbtnwgnwnnipyniln
2tq YyOowu £ hwugpt] Yupnn Gp qubquhwnb] Iwjwunwbh witphlwb hwiwpuwpwa,
3nhthuhdt Uwpunppnuywbh - 512561 hbnwhunuwhwiwpny, Gw hwlnhuwGnid £ 3U3-
h tphywjh hwGdGwdnnnyh wndihGhunpwwnnpp: et hwiwdéwjb Gp dwubwygbi,
Ywnn®n GGp uyuby:

60



Appendix I. Derivation of the final model

All variables which had p<0.25 in univariate an&ysere included in the final model building
process. Those variables were gender, acute kisstarrhythmia, ejection fraction, DES type

of stent, diabetes, number of diseased vessekypedf stented vessel.

xi: stcox 9.3 q_8.1 q_11 EF50 avelength i.q_29 q_19 i.q_27 ¢q_31.3 q_31 4
i.qg_29 _1g_29_0-2 (naturally coded; _19_29_0 omtted)
i.q_27 _1g_27_1-3 (naturally coded; _1qg_27_1 omtted)
failure _d: MACCE

analysis tine _t: foll owMACCE

No. of subjects = 442 Nunber of obs = 442
No. of failures = 131
Time at risk = 451569

LR chi 2(12) = 32.26

Log likelihood = -720.28825 Prob > chi2 = 0. 0013

t | Haz. Ratio Std. Err z P>| z| [95% Conf. Interval]

_____________ Fm m o e e e

sex | . 9124017 . 2356257 -0.35 0.723 . 5500031 1.513586

AM | 1.216219 . 2458639 0.97 0.333 . 8183471 1.807531

arrhtyhm a | 1.698971 . 3901595 2.31 0.021 1. 083209 2.664771

EF | 1. 065587 . 2092339 0.32 0.746 . 7251884 1. 565767

DES | . 5593077 . 1255693 -2.59 0.010 . 3602043 . 8684657

Both | . 5531218 . 4145568 -0.79 0.429 . 1273086 2. 403167

diab | 1. 388695 . 3052786 1.49 0.135 . 9025813 2.136622

2 vessel | 1. 446534 . 3404193 1.57 0.117 . 9120356 2.294276

3 vessel | 1.694349 . 416917 2.14 0.032 1. 046053 2.744431

LAD | . 6923319 . 148571 -1.71  0.087 . 4546222 1. 054334

RCA | . 8811354 . 1983195 -0.56 0.574 . 5668399 1. 369698

The variables with p>0.25 eliminated from the motekides gender, because of being variable

of interest.

xi: stcox 9.3 911 i.9_.29 g_19 i.qg_27 g_31_3
i.qg_29 _1g_29_0-2 (naturally coded; _1g_29_0 omtted)
i.q_27 _1g_27_1-3 (naturally coded; _1qg_27_1 omtted)
failure _d: MACCE

analysis tine _t: foll owMACCE
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t | Haz. Ratio Std. Err. z P>| z| [95% Conf. Interval]

sex | . 9788914 . 2482936 -0.08 0.933 . 5954278 1.609311
arrhthma | 1. 660782 . 3699627 2.28 0.023 1.073237 2.569981
diab | 1.33239 . 290622 1.32 0.188 . 8688936 2.043131

2 vessel | 1. 527682 . 3504747 1.85 0.065 . 9744367 2. 395037
3 vessel | 1. 858782 . 4369266 2.64 0.008 1.172586 2. 946541
DES | . 535815 . 109475 -3.05 0.002 . 3590059 . 7997017
LAD | . 732126 . 1298684 -1.76  0.079 . 5171246 1.036517

Then interaction between gender and each varialdes checked. The significant interaction

was noted only between gender and diabetes status.

xi: stcox 9.3 q_11 g_19 g 31_3 i.0_27 i.0_29 sexdiab
i.q_27 _19_27_1-3 (naturally coded; _1qg_27_1 omtted)
i.q_29 _19_29_0-2 (naturally coded; _1g_29 0 omtted)

failure _d: MACCE
analysis time _t: foll owMACCE

_t | Haz. Ratio Std. Err. z P>| z| [95% Conf. Interval]
_____________ o o e e eeieeiooo
q_3 | 2.155432 . 9113354 1.82 0.069 . 941107 4.936621

gq_11 | 1.614863 .3590886 2.16 0.031 1. 04438 2.496968
g_19 | 5.371696 2.66714 3.39 0.001 2. 029903 14. 21503
q_31_3 | . 7003087 .1251034 -1.99 0.046 . 4934357 . 9939133
_1g_27_2 | 1.56596 .3588679 1.96 0.050 . 9993383 2. 453855
_19_27_3 | 1.951021 . 4572115 2.85 0.004 1.232501 3. 088422
_19_29_1 | .551081 . 1131299 -2.90 0.004 . 3685314 . 8240552
_19_29_2 | . 5501255 . 4095763 -0.80 0.422 . 1278586 2.366974
sexdi ab | . 1612286 . 092096 -3.19 0.001 . 0526289 . 4939239

From the latest model we exclude variables witk taan p=0.05 value (average length) and get

xi: stcox g_3 q_11 g_19 q_31_3 i.0_27 i.0_29 sexdiab
i.q_27 _1g_27_1-3 (naturally coded; _1qg_27_1 omtted)
i.qg_29 _1g_29_0-2 (naturally coded; _1g_29_0 omtted)

failure _d: MACCE
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analysis tine _t: foll owMACCE

_t | Haz. Ratio Std. Err. z P>| z| [95% Conf. Interval]
_____________ Fm m o e e e
q_3 | 2.273056 . 9589588 1.95 0.052 . 9942704 5. 196558

g_11 | 1. 686892 . 3668212 2.40 0.016 1.101515 2.583357
g_19 | 5.606998 2.783761 3.47 0.001 2.118976 14. 83661
gq_31_3 | . 7361497 . 1289269 -1.75 0.080 . 5222632 1.037631
19.27_2 | 1.627741  .3703167 2.14 0.032 1. 042159 2. 542357
_19_27_3 | 2. 025337 . 4713061 3.03 0.002 1. 283567 3. 195775
_19_29_1 | . 5516484 . 1114367 -2.94 0.003 . 3712906 . 8196167
_19_29_2 | . 531206 . 394448 -0.85 0.39%4 . 1239372 2.276797
sexdi ab | . 1464185 . 0833654 -3.37 0.001 . 0479681 . 4469301

We remove also variable g_31 3 because p>0.05hmdvwe check for proportionality

assumption of our model.

xi: stcox 9.3 9g_11 g 19 i.9_27 i.q_29 sexdiab, nol og noshow schoenfel d(sch*)
scal edsch(sca*)

i.q_27 _1g_27_1-3 (naturally coded; _1qg_27_1 omtted)
i.qg_29 _1g_29_0-2 (naturally coded; _1qg_29_0 omtted)
Cox regression -- Breslow nethod for ties
No. of subjects = 458 Nunber of obs = 458
No. of failures = 139
Time at risk = 466833
LR chi 2(9) = 41.58
Log likelihood = -764. 31472 Prob > chi 2 = 0. 0000
_t | Haz. Ratio Std. Err. z P>| z| [95% Conf. Interval]
_____________ o e e e e e e e diideiaoo
q_3 | 2.273056 .9589588 1.95 0.052 . 9942704 5.196558
g_11 | 1.686892 .3668212 2.40 0.016 1.101515 2.583357
g_19 | 5.606998 2.783761 3.47 0.001 2.118976 14. 83661
19272 | 1.627741  .3703167 2.14 0.032 1. 042159 2. 542357
_19_27_3 | 2.025337 .4713061 3.03 0.002 1. 283567 3.195775
_19_29_1 | .5516484 . 1114367 -2.94 0.003 . 3712906 . 8196167
_19_29_2 | . 531206 . 394448 -0.85 0.39%4 . 1239372 2.276797
sexdi ab | . 1464185 . 0833654 -3.37 0.001 . 0479681 . 4469301
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stphtest, log detail
Test of proportional -hazards assunption
Tinme: Log(t)

| rho chi 2 df Pr ob>chi 2
____________ e e e e e e e deiiaeiaas
q_3 | -0. 04401 0.27 1 0. 6032
q_11 | 0.10391 1.50 1 0.2207
q_19 | -0. 01516 0.03 1 0. 8596
_1qg_27_2 | -0.18997 5. 05 1 0. 0247
1q_27_3 | -0. 25895 9.27 1 0.0023
1929 1 | 0. 34285 18. 19 1 0. 0000
_19_29_2 | 0. 04029 0.24 1 0.6234
sexdi ab | 0.00914 0.01 1 0.9140

____________ e e e eeieeiioo
gl obal test | 29. 58 9 0. 0005

We find out that in some variables the hazard tongportionate over the time, hence could not

be analyzed by Cox regression analysis. We exchake variables.

stcox _3 g_19 q_11 sexdiab
failure _d: MACCE
analysis time _t: foll owmVACCE

Log likelihood = -801.58764 Prob > chi2 = 0. 0003
_t | Haz. Ratio Std. Err. z P>| z| [95% Conf. Interval]
_____________ Fm m o e e e
q_3 | 2.582527  1.084949 2.26 0.024 1.133562 5. 883615

g_19 | 6.19728  3.074149 3.68 0.000 2. 344036 16. 38468

g_11 | 1. 684246 . 3635172 2.42 0.016 1.103284 2.571127

sexdi ab | . 1359596 . 0772007 -3.51 0.000 . 0446765 . 4137518

We checked HR of nen diabetics versus wormen non diabetics and nen versus wonen di abeti cs.

stcox g_3 g_11 sexdiab if g_19==0
failure _d: MACCE
analysis tine _t: foll owMACCE
Log likelihood = -623. 85569 Prob > chi 2 = 0. 0014

_t | Haz. Ratio Std. Err. z P>| z| [95% Conf. Interval]
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.3 | 2.549456  1.07144
q 11| 1.738284 .4169239

stcox _3 g_31_3 g_11 sexdiab if q_19==1
failure _d: MACCE
analysis time _t: foll owmVACCE
Log likelihood = -108.28576

2.23
2.31

0. 026
0.021

Prob >

1.118715
1. 08633

chi 2 =

5.809991
2.781504

3| .3880834 .1524679
g 11 | 1.506747 .7563367

-2.41
0.82
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0.016
0.414

[95% Conf. Interval]

. 1796843
. 5633335

. 8381853
4.030093



