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Abstract
Background—Despite the known benefit of intensive statin therapy for reducing future
cardiovascular events, its effectiveness in women has been questioned by some.

Methods and Results—In the Pravastatin or Atorvastatin Evaluation and Infection Therapy–
Thrombolysis in Myocardial Infarction 22 (PROVE IT-TIMI 22) trial, 911 (21.9%) women and
3251 (78.1%) men were randomized to intensive statin (atorvastatin 80 mg) versus standard
therapy (pravastatin 40 mg) for a median duration of 2.1 years. The primary endpoint was death,
myocardial infarction (MI), unstable angina (UA), revascularization (occurring after 30 days) or
stroke. Safety endpoints included elevations in liver function tests, creatine kinase and myalgias/
myositis. Women had a reduction in LDL of 42.8% from baseline at 30 days (to a median of 60
mg/dL) in the intensive therapy arm with 88.8% reaching LDL goal of <100 mg/dL and 65.0%
with <70 mg/dL as compared with a 16.8% reduction in LDL (to a median of 88 mg/dL) in the
standard therapy. Women on intensive statin therapy had a significant 25% relative reduction over
standard-dose (hazard ratio [HR] 0.75; 95% confidence interval [CI] 0.57-0.99; p=0.04) for
primary composite endpoint, compared with a 14% reduction for men (HR 0.86; 95% CI
0.75-0.99; p=0.04), p-interaction=0.38. No differences were observed between genders for safety
(all p-interaction ≥0.11).

Conclusions—This trial provides evidence that both women and men derived benefit from
intensive statin therapy following ACS and thus gender should not be a factor in determining who
should be treated with intensive statin therapy.
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Introduction
Cardiovascular disease (CVD) remains the foremost cause of mortality in women in the
United States and throughout much of the world.1-2 The contemporary approach to
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prevention of CVD in women includes lifestyle modification for all and medical therapy for
those with CVD risk factors or known disease.1 Several large, randomized, controlled trials
which included men and women have documented that lipid-lowering therapy with 3-
hydroxy-3-methylglutaryl coenzyme A reductase inhibitors (statins) reduces the risk of
death or cardiovascular events across a wide range of cholesterol levels, with or without
coronary artery disease.3-8 The benefit from intensive statin therapy has extended to the
early time period after acute coronary syndrome (ACS).9-12

The Pravastatin or Atorvastatin Evaluation and Infection Therapy–Thrombolysis in
Myocardial Infarction 22 (PROVE IT-TIMI 22) trial showed that intensive lipid lowering
therapy (atorvastatin 80 mg) that achieved a median low-density lipoprotein (LDL) level of
62 mg/dL was superior to standard-dose lipid lowering therapy (pravastatin 40 mg) that
achieved a median LDL level of 95 mg/dL after ACS in reducing clinical events.10

Although the effects of statins on reducing future cardiovascular events are well established
in men, the generalizability to women are less certain due to the relatively few number of
women included these large randomized secondary prevention trials (<20% in each
trial).4-5, 13-15 In addition, the observed risk reductions in women varied widely in these
trials. Thus, the goal of this analysis was to determine the efficacy and safety of intensive
statin therapy in women in the PROVE IT-TIMI 22 trial.

Methods
Study Population

The PROVE IT-TIMI 22 trial was a multicenter, multinational trial consisting of 4,162
patients who were hospitalized for ACS, defined as acute myocardial infarction or high-risk
unstable angina within the previous 10 days. The study design, inclusion/exclusion criteria,
and primary results have been reported previously.10, 16 (http://www.clinicaltrials.gov/
registration number NCT00382460) To be eligible, patients not previously on lipid lowering
therapy, must have had baseline total cholesterol levels (measured within 24 hours of ACS
event) to be less than 240 mg/dL, and those on long-term lipid-lowering therapy less than
200 mg/dL. All patients received aspirin and standard medical therapy and were then
randomized to receive either intensive (atorvastatin 80 mg/day) or standard (pravastatin
40mg/day) lipid lowering and to gatifloxacin or placebo in a 2×2 factorial design.17 In
addition, patients received dietary counseling and follow-up blood samples collected at 30
days, 4 months, and every 4 months thereafter until their final visit. Patients were followed
for 18 to 36 months, with a median duration of 2.1 years. This analysis focused on
comparing benefit in women and men, and included subgroup analyses performed for pre-
and post-menopausal women, defined from the investigator’s designation of women of child
bearing potential from the electronic case report form.

Endpoints
The primary endpoint was a composite endpoint defined as death, myocardial infarction
(MI), documented unstable angina (UA) requiring hospitalization, revascularization (> 30
days after randomization), or stroke. Secondary efficacy endpoints included hospitalization
for heart failure, the components of the various endpoints individually and in combination;
changes in LDL, high-density lipoprotein (HDL), high-sensitivity C-reactive protein (hs-
CRP); as well percentages of patients with achieved target LDL of <70 mg/dL and <100 mg/
dL, HDL >50 mg/dL, and hs-CRP <2 mg/L at 30 days and final visit. Additionally, rates of
increase in alanine aminotrasferase (ALT) or aspartate aminotransferase (AST) levels > 3
times normal range, elevated creatine kinase (CK) > 3 times the upper limit of normal, and
myalgias/myositis were assessed for tolerability of therapy.
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Statistical Analysis
Descriptive statistics were expressed as mean ± standard deviation (SD) or median with
interquartile range [IQR] for continuous variables and as frequency and percentages for
nominal variables. Differences in baseline characteristics between women and men were
assessed by χ2-test for categorical variables and Student’s t test or Wilcoxon rank sum test
for continuous variables, as appropriate. When comparing the difference between treatment
groups as stratified by gender, we used Wilcoxon rank sum test to compare the differences
in lipid profile and χ2-test to compare the proportions of patients who reached target lipid
goal and side effect profiles. We used logistic regression to test the interaction between
gender and side effects. Cumulative event rates stratified by intensive versus standard-dose
lipid lowering therapy were estimated using the product limit (Kaplan-Meier) methods and
log-rank test for each gender separately. Cox proportional hazards models were used to
evaluate the effect of treatment strategy for women and men separately. Cox regression was
utilized to test for effect modification by evaluating the interaction terms for gender and
treatment strategy for each outcome, as well as the interaction for gender and gatifloxacin
for the primary endpoint. In the subanalysis of women, we used Cox proportional hazards
models to compare the effect of treatment strategy on the primary endpoint in each group as
stratified by menopausal status and by estrogen replacement therapy (ERT). We also tested
the interaction between treatment strategy and both menopausal status and ERT for the
primary endpoint using Cox regression. We used Schoenfeld’s residual to verify that the
proportional hazards assumption was not violated. A two-sided p-value of <0.05 was
considered to be statistically significant. All analyses were performed using STATA 10
(StataCorp LP, College Station, Texas).

Results
Patient Characteristics

There were 911 (21.9%) women and 3251 (78.1%) men. The number of women randomized
to high-dose atorvastatin was 465 while 446 received standard-dose pravastatin. Table 1
depicts the baseline characteristics of the PROVE IT-TIMI 22 cohort as stratified by gender.
Women were on average 2.6 years older and more often had diabetes, hypertension, and a
history of heart failure, while more men smoked, had a history of prior myocardial infarction
(MI), and coronary artery bypass grafting (CABG). With respect to ACS type, more women
had unstable angina while more men had ST elevation MI, with no difference in the
percentage of non-ST elevation MI. Importantly, there was no difference in the percentage
of prior statin use between women (26.3%) and men (24.9%, p=0.37). At the time of
randomization, the proportions of men and women on beta-blockers and aspirin were
similar. There were no major differences in baseline characteristics by randomization group
in the subgroup of men and the subgroup of women.

Gender differences in lipid profile and biomarkers
The baseline median LDL levels were similar in men and women: 106 [88, 129] mg/dL in
women and 106 [88, 127] mg/dL in men (p=0.65). The baseline median triglyceride levels
were also similar: 157 [121, 218] mg/dL in women and 155 [116, 209] mg/dL in men
(p=0.13). Not surprisingly, the baseline HDL was higher in women (44 [37, 53] mg/dL) than
men (37 [32, 43] mg/dL, p<0.0001). The baseline median hs-CRP level in women was 13.5
[5.7, 29.3] mg/L and in men was 11.9 [4.7, 28.9] mg/L (p=0.02).

Figure 1 shows the changes in median LDL and hs-CRP levels by treatment group when
stratified by gender. At 30 days, women had a reduction in LDL levels by 42.8% (to 60 mg/
dL) in the atorvastatin 80 mg arm at 30 days compared with 16.8% (to 88 mg/dL) in the
pravastatin 40 mg arm. The difference was statistically significant (p<0.0001). Comparably,
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men had a reduction of 47.5% (from 106 to 56 mg/dL) in LDL at 30 days in the atorvastatin
80 mg arm compared with 18.1% (from 106 to 89 mg/dL) in the pravastatin 40 mg arm
(p<0.0001). This LDL reduction with atorvastatin was greater in men than women
(p<0.0001), whereas the LDL reduction with pravastatin did not differ between gender
(p=0.32). For both women and men, the hs-CRP levels drastically fell from baseline and
were persistently lower when treated with high-dose atorvastatin than with standard-dose
pravastatin (all p≤0.003).

Figure 2 shows that at 30 days, 88.8% of women reached the goal LDL level <100 mg/dL in
the atorvastatin 80 mg arm as compared to 67.5% in the pravastatin 40 mg arm, with the
goal LDL of <70 mg/dL reached in 65.0% as compared to 24.5%, respectively. Similarly, in
men at 30 days, the goal LDL of <100 mg/dL was achieved in 95.5% of the atorvastatin arm
as compared to 66.1% in the pravastatin arm, with 74.4% reaching the goal of <70 mg/dL as
compared to 20.9%, respectively. When comparing the achievement of goals between men
and women, fewer women than men achieved these two target levels of LDL when treated
with high-dose atorvastatin (all p<0.001), while there were no differences between the
gender groups to reach targeted LDL levels when treated with standard-dose pravastatin (all
p≥0.13). Moreover, for both men and women, a greater proportion of patients achieved a hs-
CRP level <2 mg/L and a dual goal of hs-CRP <2 mg/L with LDL <70 mg/dL with high-
dose atorvastatin than standard-dose pravastatin (all p≤0.015). However, within both high-
dose atrovastatin and standard-dose pravastatin groups, more men reached dual goal than
women at 30 days (p<0.001)

The increase in HDL levels at 30 days was slightly higher in the standard-dose pravastatin
group than high-dose atorvastatin in both gender groups (women: 5.3% increase in HDL
levels with pravastatin compared to 0% with atorvastatin; men: 2.9% increase with
pravastatin compared to 0% with atorvastatin; both p<0.0001). When comparing the effects
of statin therapy to achieve the HDL target levels of >50 mg/dL at 30 days, both women and
men who received pravastatin reached the target HDL levels more frequently than
atorvastatin (women: 39.9% [pravastatin] vs 27.0% [atorvastatin], p<0.001; men: 13.7% vs
9.3%, p<0.001). These differences persisted throughout the study (all p<0.001).

For effects on triglycerides, the baseline median levels were not different between treatment
group in women (159 mg/dL [atorvastatin] vs 156 mg/dL [pravastatin], p=0.72) while
slightly higher in men on intensive dose statin than standard dose statin (157 mg/dL vs 153
mg/dL, p=0.05). There was greater decrease at 30 days in the intensive dose over the
standard dose statin for both women (114 mg/dL vs 138 mg/dL) and men (107 mg/dL vs
139 mg/dL), both p<0.0001. The median triglyceride levels remained lower in the intensive
dose group than the standard dose group at study termination (women: 131 mg/dL
[atorvastatin] vs 153 mg/dL [pravastatin]; men: 122 mg/dL [atorvastatin] vs 149 mg/dL
[pravastatin]; both p<0.0001).

Gender differences in side effects of high versus standard-dose statin
Table 2 depicts the difference in rates of discontinuation of statin and side effects observed
during the study using the safety cohort of patients who received at least one dose of study
drug. There were no differences in the rate of statin discontinuation between men and
women, or between atorvastatin versus pravastatin (p-interaction=0.77). While more women
and men had an increase in ALT or AST levels > 3 times normal in the high-dose
atorvastatin arm as compared to the pravastatin arm (both p≤0.001), no gender differences
were detected with either ALT or AST elevations for either drugs (p-interaction=0.11). Both
women and men had similar rates of elevated CK > 3 times the upper limit of normal and
myalgias or myositis (all p≥0.20), with no gender differences between statin groups and the
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increase in CK (p-interaction=0.62) and the presence of myalgias or myositis (p-
interaction=0.63).

Gender differences in outcomes with high versus standard-dose statin
Figure 3 illustrates the Kaplan-Meier curves for the primary endpoint when stratified by
treatment group for women and men separately with fewer events in the high-dose statin
arm than the standard-dose statin arm in both genders. As shown in Figure 4, the event rates
at 2 years for the primary endpoints were lower both in women (20.3% atorvastatin versus
27.0% pravastatin, log-rank p-value=0.04) and men (23.0% atorvastatin versus 26.2%
pravastatin, log-rank p-value=0.04) when treated with intensive than standard-dose statin.
Although there was no gender difference between treatment group and the primary endpoint
(p-interaction=0.38), women benefited from intensive statin therapy with a 6.7% absolute
reduction in events and a 25% relative risk reduction (RRR) in hazard over standard statin
therapy (p=0.04), while men had a 3.2% absolute reduction in events and 14% RRR in
hazard (p=0.04). Results of the interaction test are consistent when adjusting for differences
in baseline characteristics between men and women (p-interaction=0.34). Based on a mean
LDL delta between treatment groups at 30 days of 25.6 mg/dl in women and 32.1 mg/dl in
men and a RRR of 24.5% (95% CI 0.95-42.5%) in women and a RRR of 13.6% (95% CI
0.7-24.9%) in men for the primary endpoint event, a mean change of 1.0 mg/dl (95% CI
0.6-27.0 mg/dl) would produce a 1% reduction in events in women whereas in men a mean
change of 2.4 mg/dl (95% CI 1.3-45.9 mg/dl) was needed to produce the same 1% reduction
in events.

Women had a 37% relative reduction in hazard in death/MI/UA (p=0.01), a 43% reduction
in unstable angina (p=0.05), a 47% reduction in hospitalization for heart failure (p=0.04),
and a 30% reduction in the combination of primary endpoint or heart failure (p=0.007) when
treated with high-dose atorvastatin. Figure 4 depicts the results of the five individual
components that comprise to make the pre-specified primary endpoint. No significant
difference in all-cause mortality was seen in women with intensive vs. standard statin
therapy (2.8% vs 3.0%; hazard ratio [HR] 0.93, 95% CI 0.43 – 2.00, p=0.85) while there
was a trend toward reduced mortality in men (2.1% vs 3.3%; HR 0.67, 95% CI 0.44 – 1.01,
p=0.06), although the power for these comparisons is low given the low rates of death in
both groups. Similarly, there was no difference in revascularizations in women (15.6%
intensive vs 17.3% standard; HR 0.88, 95% CI 0.64 – 1.22, p=0.45) with a trend towards
fewer revascularizations in men (16.5% vs 19.2%; HR 0.85, 95% CI 0.72 – 1.01, p=0.06).
However, there were no gender differences between high versus standard-dose dose statin
therapy for two year outcomes evaluated individually or in various combinations (all p-
interaction>0.18). No interaction was seen between gender and treatment with gatifloxacin
(p-interaction=0.22).

Subgroup analysis of women
Figure 5 depicts the relative risk reduction of the primary endpoint when treated with
intensive versus standard-dose statin in women only, when stratified based on pre- and post-
menopausal status, and when stratified by ERT. No differences in primary endpoint between
women on intensive and standard dose lipid therapy were seen based on menopausal status
(p-interaction=0.27) or ERT (p-interaction=0.75), though women not on ERT did achieve a
26% reduction in hazard (p=0.04). The non-significant 22% reduction in primary endpoint
for the post-menopausal group remained unchanged after adjustment for ERT (adjusted HR
0.78, 95% CI: 0.58-1.02; p=0.08).
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Discussion
In this subgroup analysis of PROVE IT-TIMI 22, use of intensive statin therapy with high-
dose atorvastatin post-ACS led to a significant reduction in cardiovascular events in women
(as well as in men), and with similar safety profiles when compared to standard-dose
pravastatin. For a 1% reduction in events, the mean reduction in LDL level needed in
women was 1.0 mg/dL while in men a reduction of 2.4 mg/dL was needed to achieve that
benefit. With a 6.7% absolute reduction and 25% relative reduction of the primary endpoint
with intensive-dose atorvastatin in women compared with a 3.2% absolute reduction and
14% relative reduction seen in men, the clinical impact of intensive statin therapy is quite
robust in women and reinforces the value of treating women with intensive statin therapy
post-ACS to reduce cardiovascular events.

The benefit of statin therapy for women remains controversial with some authors
questioning the effectiveness of statins in the primary prevention of coronary artery disease
in this subgroup of patients claiming insufficient data,18-20 while advocates recommend their
use in women even in primary prevention.21-23 Despite equally high 30-day mortality rates
post-ACS in men and women,24 gender bias has been observed in the management of
women with fewer treated with statin therapy after such events as compared to men.25-26

Our study examines the efficacy and safety of intensive statin therapy for secondary
prevention and provides further evidence to support its use in women. In addition to the 25%
reduction in the pre-specified primary endpoint of the PROVE IT-TIMI 22 trial in women,
we found a consistent beneficial effects of high-dose atorvastatin on cardiovascular events in
women with 30-47% relative reductions in the risks for death/MI/UA, unstable angina, heart
failure, and the combination of primary endpoint with heart failure.

When the five individual components of the primary endpoint were analyzed separately, we
did not observe a significant difference in all-cause mortality between the statin groups in
women (or men), which has been reinforced by the meta-analysis of four trials of intensive
vs. standard dose statin therapy.27 While not powered to analyze the individual endpoints
separately, this subanalysis provides some insight on the driving forces behind the favorable
response of intensive statin therapy over standard dose statin therapy in the reduction of the
primary endpoint. Reassuring is that neither the softer endpoints of revascularization or
stroke were the driving forces, and that UA and MI were the predominant factors leading to
our primary results. Although we lacked power for the analysis, the benefit of intensive
statin therapy appeared to be similar in pre- and post-menopausal women with suggestion
towards greater reduction in the primary endpoint in the pre-menopausal group.

Interestingly, these clinical benefits of intensive statin therapy were seen in women despite
less favorable achieved LDL levels. Fewer women on intensive statin therapy reached
targeted LDL levels of <100 mg/dL and <70 mg/dL as recommended by the National
Cholesterol Education Program Adult Treatment Panel III (ATP-III)28 when compared to
men. With regards to the effect of the two statin treatment strategies on HDL levels, more
women reached their HDL target level of >50 mg/dL than men. This small advantage for
women in reaching HDL targets might have contributed to the modestly greater risk
reduction in the primary endpoint in women. We also observe a reduction in triglyceride
levels for both women and men on intensive therapy over standard dose therapy.
Furthermore, for both women and men, the LDL and hs-CRP levels achieved were lower in
the high-dose atorvastatin treated group than the standard-dose pravastatin group. This
improvement in both lipid and inflammatory profiles in conjunction with lower event rates
confirm prior reports that reduction in both LDL and hs-CRP levels are predictors to therapy
response and outcomes.29-33
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The dramatic benefit of intensive statin therapy in women in our study of a 25% relative
reduction in the primary endpoint, 37% reduction in death/MI/UA, and 43% reduction in
unstable angina is supported by other trials.34 In the Treating to New Targets (TNT) study,
1902 women with stable coronary heart disease with median follow-up of 4.9 years had a
relative reduction of 27% in cardiovascular events when treated with intensive-dose
atorvastatin 80 mg as compared to low-dose atorvastatin 10 mg (HR 0.73, p=0.049), while
men had relative reduction of 21% (HR 0.79, p=0.001) a pattern which was similar to our
study.15 Multiple trials have demonstrated efficacy of statins, in both primary and secondary
prevention of coronary events and death in women with both elevated and normal levels of
cholesterol.7-8, 15 It seems appropriate to continue to apply to women preventive strategies
shown to be successful in men, while recognizing that optimal classification and
management of women with dyslipidemia and encouraging the enrollment of more women
in lipid lowering trials.

Heart failure is common in women.2 An additional finding in this analysis was a benefit in
reducing the risk of hospitalization for heart failure in women (and men). We found a
striking benefit of intensive statin therapy for reducing not only the primary endpoint of
cardiovascular events but also of heart failure, and the greatest relative risk reduction in
women for any outcome was for heart failure, with a 47% reduction.

Limitations
Several limitations are noteworthy of this analysis. Despite the lack of interaction found in
our analysis, each subgroup was significant on its own, thus demonstrating the benefit of
intensive statin therapy in both gender groups. While we cannot conclude that women
benefit more than men, our results may be constrained by power, as it is uncertain what
constitutes a meaningful power for subgroup analysis of interaction term with survival
analytical data. The seemingly paradoxical effect of less LDL lowering in women vs. men
with high-dose atorvastatin, yet with a trend to greater absolute reduction in cardiovascular
events in women over men is intriguing. However the LDL reductions with intensive statin
therapy were large in both men and women. Our analysis is underpowered for the
comparison between pre- and post-menopausal women, although trends were seen for the
reduction of cardiovascular events in premenopausal women. Future randomized trials
should include more women, both pre-and post-menopausal and in numbers robust enough
to assess the effects of interventions on clinical outcomes, including not only primary and
secondary prevention, but all levels of risk along the cardiovascular continuum.

Conclusions
Despite having less significant LDL lowering with intensive compared to standard lipid
lowering therapy than men, women had dramatic and significant reductions in clinical
events. Both women and men post-ACS benefit from high-dose statin therapy and they
should be treated with intensive regimens.
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Figure 1.
Changes in LDL levels in women (A) and men (B) as stratified by randomization treatment
group from baseline to 30-days, 4-, 8-, 16-months, and final visit. A greater percent
reduction in LDL was observed in the high-dose atorvastatin group as compared to the
standard-dose pravastatin group at all follow-up time points (all p<0.0001). Changes in hs-
CRP levels in women (C) and men (D) as stratified by randomization treatment group from
baseline to 30-days, 4-month, and final visit. The hs-CRP levels were significantly lower in
the high-dose atorvastatin than standard-dose pravastatin arm at all follow-up time points
(all p≤0.003).
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Figure 2.
Percentage of patients with (A) achieved LDL target levels of <100 mg/dL and <70 mg/dL
and with (B) achieved hs-CRP <2 mg/L and/or LDL <70 mg/dL by randomized treatment
group as stratified by gender at 30 days and at final visit.
A. All p-values <0.001 when comparing proportion of patients with achieved target LDL
levels with atorvastatin versus pravastatin as stratified by women and men. More proportion
of men reached their target LDL levels with atorvastatin than women (all p-values <0.001).
In patients on pravastatin, the proportion of men and women who achieved target LDL
levels were not different (all p-values ≥0.13). B. All p-values ≤0.015 when comparing
proportions of patients with achieved hs-CRP +/- LDL levels with treatment group as
stratified by gender.
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Figure 3.
Kaplan Meier Curves of Primary Endpoint by study termination in women (A) and men (B).
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Figure 4.
Hazard ratios between intensive-dose Atorvastatin versus standard-dose Pravastatin therapy
in women and men. All p-interactions were non-significant.
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Figure 5.
Hazard ratios of the primary endpoint in women subgroup treated with intensive lipid
therapy (Atorvastatin 80) as compared to standard lipid lowering therapy (Pravastatin 40mg)
therapy. ERT denotes estrogen replacement therapy. P-interaction=0.27 for menopausal
status and lipid therapy; p-interaction=0.75 for ERT and lipid therapy.
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Table 1

Baseline Characteristics of Patients by Gender

Women (n=911) Men (n=3251) p-value

Age (mean ± SD) 60.2 ± 11.7 57.6 ± 11 <0.001

White (%) 776 (85.2%) 3000 (92.3%) <0.001

Diabetes (%) 212 (23.3%) 522 (16.1%) <0.001

Smoking

 Current (%) 357 (39.2%) 1172 (36.1%) 0.08

 Past (%) 236 (25.9%) 1312 (40.4%) <0.001

Hypertension (%) 557 (61.1%) 1534 (47.2%) <0.001

Prior MI (%) 133 (14.6%) 636 (19.6%) 0.001

Prior PCI (%) 129 (14.2%) 513 (15.8%) 0.23

Prior CABG (%) 77 (8.5%) 377 (11.6%) 0.007

Peripheral Vascular Disease (%) 56 (6.2%) 185 (5.7%) 0.60

History of CHF (%) 50 (5.5%) 87 (2.7%) <0.001

History of Angina (%) 203 (22.3%) 703 (22.0%) 0.65

Type of ACS

 UA (%) 312 (34.2%) 906 (27.9%) <0.001

 Non STEMI (%) 325 (35.7%) 1179 (36.3%) 0.73

 STEMI (%) 274 (30.1%) 1164 (35.8%) 0.001

PCI for index event (%) 596 (65.4%) 2272 (68.9%) 0.01

TIMI Risk Score for UA/NSTEMI

 0-2 (%) 264 (41.4%) 1047 (50.2%)

 3-4 (%) 332 (52.1%) 926 (44.4%) <0.001

 5-7 (%) 41 (6.4%) 112 (5.4%)

TIMI Risk Score for STEMI

 0-2 (%) 156 (56.9%) 827 (71.1%)

 3-4 (%) 81 (29.6%) 270 (23.2%) <0.001

 ≥5 (%) 37 (13.5%) 67 (5.8%)

Medications Prior to ACS Event

 Statins (%) 240 (26.3%) 809 (24.9%) 0.37

 Beta blockers (%) 236 (25.9%) 769 (23.7%) 0.16

 Calcium channel blockers (%) 189 (20.8%) 505 (15.5%) <0.001

 ACEI/AII antagonists (%) 261 (28.7%) 736 (22.7%) <0.001

 ASA (%) 314 (34.5%) 1137 (35%) 0.78

Medications At Randomization

 Beta blockers (%) 763 (83.8%) 2679 (82.4%) 0.35

 Calcium channel blockers (%) 192 (21.1%) 612 (18.8%) 0.13

 ACEI or AII antagonists (%) 521 (57.2%) 1867 (57.5%) 0.89

 ASA (%) 829 (91.0%) 2961 (91.1%) 0.94

Circ Cardiovasc Qual Outcomes. Author manuscript; available in PMC 2012 May 1.



N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

Truong et al. Page 17

Ta
bl

e 
2

R
at

e 
of

 p
re

m
at

ur
e 

di
sc

on
tin

ua
tio

n 
of

 st
at

in
 th

er
ap

y 
an

d 
si

de
 e

ff
ec

ts
 o

f h
ig

h 
ve

rs
us

 st
an

da
rd

-d
os

e 
st

at
in

 a
s s

tra
tif

ie
d 

by
 g

en
de

r.

A
to

rv
as

ta
tin

Pr
av

as
ta

tin
P-

va
lu

e
P-

in
te

ra
ct

io
n

Pr
em

at
ur

e 
di

sc
on

tin
ua

tio
n 

of
 st

at
in

 th
er

ap
y

 
W

om
en

17
9 

(3
8.

9%
)

19
1 

(4
3.

0%
)

0.
21

0.
77

 
M

en
50

9 
(3

1.
3%

)
54

8 
(3

4.
0%

)
0.

10

In
cr

ea
se

 in
 A

L
T

 o
r 

A
ST

 >
 3

x 
no

rm
al

 
W

om
en

18
 (4

.1
%

)
2 

(0
.5

%
)

<0
.0

01
0.

11
 

M
en

51
 (3

.3
%

)
23

 (1
.4

%
)

<0
.0

01

E
le

va
te

d 
C

K
 >

 3
x 

U
L

N

 
W

om
en

3 
(0

.7
%

)
3 

(0
.7

%
)

0.
94

0.
62

 
M

en
29

 (1
.9

%
)

20
 (1

.3
%

)
0.

20

M
ya

lg
ia

s/
m

yo
si

tis

 
W

om
en

15
 (3

.3
%

)
16

 (3
.6

%
)

0.
78

0.
63

 
M

en
48

 (3
.0

%
)

43
 (2

.7
%

)
0.

63

Circ Cardiovasc Qual Outcomes. Author manuscript; available in PMC 2012 May 1.


