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Clinical Outcomes in Patients With the Concomitant Use of
Clopidogrel and Proton Pump Inhibitors After Percutaneous
Coronary Intervention

An Analysis From the Guthrie Health Off-Label Stent
(GHOST) Investigators

Kishore J. Harjai, MD; Chetan Shenoy, MBBS; Pam Orshaw, RN; Samer Usmani, MBBS;
Judy Boura, MS; Rajendra H. Mehta, MD, MS, FACC

Background—The concomitant use of proton pump inhibitors (PPIs) with clopidogrel is suspected to be associated with
an adverse impact on clinical outcomes in patients with coronary artery disease. We sought to evaluate whether the use
of PPIs with clopidogrel was associated with worse clinical outcomes after percutaneous coronary intervention (PCI)

compared with the use of clopidogrel alone.

Methods and Results—We studied 2651 consecutive patients discharged alive after coronary stenting for stable or unstable
coronary artery disease between 2001 and 2007. All patients received aspirin indefinitely and a thienopyridine for 1 to
12 months. Patients were categorized into 2 groups: those taking a PPI [PPI (+), n=751] and those not taking a PPI
[PPI (—), n=1900] at discharge. The primary end points were the 6-month incidence of major adverse cardiovascular
events (MACE) (composite of death, myocardial infarction, target vessel revascularization, and stent thrombosis) and
net adverse clinical events (NACE) (composite of MACE and thrombolysis in myocardial infarction major or minor
bleeding), which were evaluated using propensity-adjusted Cox regression analysis. In addition, propensity-matched
analysis was performed in 685 pairs of patients. The PPI (+) group was older and had more comorbid conditions than
the PPI (—) group. In propensity-adjusted as well as propensity-matched analyses, the use of PPIs was not associated

with an increased risk of MACE or NACE.

Conclusions—The use of PPIs with dual antiplatelet therapy was not associated with any adverse influence on MACE or
NACE after PCI. (Circ Cardiovasc Interv. 2011;4:162-170.)
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he American College of Cardiology/American College

of Gastroenterology/American Heart Association expert
consensus document recommends prophylactic treatment with
a proton pump inhibitor (PPI) for patients on dual antiplatelet
therapy who are at high risk for gastrointestinal injury.! How-
ever, recent concerns have been raised regarding the concomi-
tant use of clopidogrel and PPIs in patients with coronary artery
disease. These concerns are based on reports of attenuation of
platelet inhibition due to an interaction between clopidogrel and
PPIs related to their metabolism by the cytochrome P450 2C19
(CYP2C19) pathway.>* Further, some clinical studies>® have
demonstrated worse cardiovascular outcomes in patients taking
clopidogrel with PPIs compared with clopidogrel alone. How-
ever, other studies, including a large, randomized placebo-
controlled trial, did not show worse outcomes with the
clopidogrel-PPI combination.'®-!2 The merits of the recent US
Food and Drug Administration warning against the use of PPI
with clopidogrel, based largely on observational data, has been
intensely debated.!3

Clinical Perspective on p 170

Previous studies assessed the impact of concurrent dual
antiplatelet agents and PPI use on major adverse cardiac
events (MACE) but not on net adverse clinical events
(NACE), a composite of MACE and post-percutaneous cor-
onary intervention (PCI) bleeding. We evaluated the impact
of concurrent use of dual antiplatelet agents and PPI on
MACE and NACE in patients after PCI.

Methods

Guthrie PCI Registry

The Guthrie PCI Registry is a prospective, observational registry
initiated in July 2001 that includes all patients who undergo PCI at
the Guthrie Health System (Sayre, PA). The details of the design of
this registry have been described previously.'* Demographic, clini-
cal, and procedural data are collected in accordance with the
American College of Cardiology National Cardiovascular Data
Registry definitions and entered in an Excel spreadsheet. After
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N =4421 PCI
|

No prior PCI during study period
N=3445

No shock
N=3307

} Unsuccessful PCI, N=165

Successful PCI
N=3142

[ > Suffered death, MI, TVR, or stroke during hospitalization, N=63

Survived hospitalization without MI, TVR, or stroke
N=3079

Not enrolled in randomized trials of oral anti-platelet therapy
N=3052

l

| not available
PPI data available, dual anti-platelet therapy used at discharge
N=2688

l Cardiogenic shock at presentation, N=138

[ Enrolled in randomized trials of oral anti-platelet therapy*, N=27
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‘ » Prior PCI at our institution during study period, N=976

Figure 1. Study patients. Arrows indi-
cate the number of patients excluded
and the reasons for exclusion. Random-
ized, double-blind clinical studies of oral
antiplatelet agents active at our site dur-
ing the period of this registry included
PLATO (A Study of Platelet Inhibition
and Patient Outcomes), TIMI-38 (Throm-
bolysis in Myocardial Infarction-38), and
TIMI-46. MACE indicates major adverse
cardiovascular events; MI, myocardial
infarction; PCI, percutaneous coronary
intervention; TVR, target vessel
revascularization.

Discharge data on PPI use (n=7) or dual anti-platelet therapy (n=57)

‘l Six-month MACE follow not available, n=37

Study group
N=2651

discharge from the hospital, all patients are prescribed aspirin to be
continued indefinitely. Clopidogrel 75 mg/d is recommended for up
to 1 year but left to the discretion of the treating cardiologist.
Similarly, guidelines-recommended strategies for secondary preven-
tion!s are strongly endorsed. Patients are scheduled for follow-up
with a cardiologist at 1 and 12 months and with the primary-care
physician at 1 to 2 months; additional visits are scheduled as
necessary. The occurrence of death, myocardial infarction (MI), or
target vessel revascularization (TVR) is evaluated annually (for up to
5 years) from patients’ medical records, discussion with the primary-
care provider, or by a telephone interview with the patient or family.
Data on readmissions occurring at our hospital up to 365 days and
the reason for readmission are collected. We also obtain mortality
follow-up using the Social Security Death Index. Inconsistencies
between the Social Security Death Index and clinical follow-up are
resolved by additional review of medical records and telephone
interview with the family. Data collection is supervised by an
experienced nurse committed to the database. The registry is funded
entirely by the Guthrie Health System and receives no external
funding.

Study Population

This analysis is based on 4421 PCI procedures performed between
July 2001 and December 2007. Patients were included if they
underwent successful PCI of a native coronary artery or bypass graft
for stable or unstable coronary artery disease (excluding cardiogenic
shock) and were discharged from the hospital alive without MI,
TVR, or stroke. In patients who had undergone multiple PCIs during
the study period, only the first PCI was included. Patients were
excluded if they were enrolled in a randomized trial of antiplatelet
therapy, if discharge data on the use of PPI or dual antiplatelet
therapy were not available, or if the patients did not complete the
6-month follow-up. Based on these criteria, 2651 patients comprised
the study group (Figure 1). The local institutional review board
approved the study.

Study Groups and Outcomes

We classified patients into 2 groups: those who were prescribed PPI
at the time of discharge from the hospital [PPI (+) group, n=751,
28%] and those who were not [PPI (—) group, n=1900, 72%]. We
assessed the self-reported compliance of patients with PPIs at 6
months.

We studied 2 primary end points: 6-month MACE (defined as
composite of death, MI, TVR, and stent thrombosis) and 6-month
NACE (the composite of MACE or hospitalization for thrombolysis
in MI [TIMI] major or minor bleeding). Secondary outcomes of
interest included rates of each of the following events up to 6
months: death, MI, death or MI, TVR, stent thrombosis, and TIMI
(major or minor) bleeding. We estimated the occurrence of definite
or probable stent thrombosis defined per Academic Research Con-
sortium criteria.'® TIMI major bleeding was defined as intracranial
hemorrhage or a =5-g/dL decrease in hemoglobin concentration or
a =15% absolute decrease in hematocrit level. TIMI minor bleeding
was defined as an observed blood loss with a =3-g/dL decrease in
hemoglobin concentration or a =10% decrease in hematocrit level or
no observed blood loss with a =4-g/dL decrease in hemoglobin
concentration or a =12% decrease in hematocrit level. Evaluation of
the occurrence of bleeding was performed by review of patient
records and assessment of nadir hemoglobin concentration and use of
blood transfusions after PCI. Blood transfusions were accounted for
while defining TIMI bleeding so that hemoglobin and hematocrit
values were adjusted by 1 g/dL and 3%, respectively, for each unit
of blood transfused.!”

Statistical Analysis

Baseline characteristics are described as mean*=1 SD (median) for
continuous variables and as percentages for categorical variables.
Missing values were not defaulted to negative, and denominators
represent cases with complete information. Differences in baseline
characteristics between PPI (+) and PPI (—) groups were compared
using the x* test or Fisher exact test (where appropriate) for
categorical variables. Continuous variables were examined using
unpaired ¢ tests or nonparametric Wilcoxon rank tests. The crude
incidences of study end points between the PPI (+) and PPI (—)
groups were compared using the y? test. The time to occurrence of
each end point was compared between the PPI (+) and PPI (—)
groups using actuarial life table survival analysis. Cumulative hazard
curves were constructed and log-rank P values estimated. In selected
subsets, we assessed the univariable association of PPI use with
MACE and NACE using Cox proportional hazards regression.

To estimate the propensity of a patient to receive PPI at discharge,
we performed a step-down multiple logistic regression analysis using
all the variables that showed a univariable relation (P<<0.10) with
PPI use. The final multivariable model included all variables that
showed an independent association with PPI use (P<<0.05). Using
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Table 1. Baseline Differences Between Patients Who Received
PPIs After PCI and Those Who Did Not

Table 2. Medications Used at the Time of Discharge From
the Hospital

PPI (—) Group PPI (+) Group PPI (—) Group PPI (+) Group
(n=1902) (n=751) P (n=1902) (n=751) P
Clinical Aspirin 1873 (99) 732 (98) 0.08
characteristics Aspirin dose, mg/d 298+77 28888 0.0082
Male sex 1368 (72) 463 (62) <0.0001 Warfarin 160 (8.4) 63 (8.4) 0.98
Age, years 6412 (64) 6611 (67) <0.0001 Statin 1724 (91) 666 (89) 0.13
BSA, m” 202x0.24(202)  1.99+0.24(1.99)  0.002 Calcium channel blocker 216 (1) 120 (16) 0.0013
Base!lng serum 1.122070(1.0) 1.220.86 (1.1) <0.0001 Data are presented as mean=SD or n (%). ACE-I indicates angiotensin-
creatinine, mg/dL converting enzyme inhibitor; ARB, angiotensin receptor blocker; PPI, proton
Baseline GFR, 10375 (93) 10272 (92) 0.25 pump inhibitor.
mL/min
Urgency of the To perform propensity-matched analysis, we created subsets of
procedure PPI (+) and PPI (—) patients matched within 3 decimal places of the
Urgent 789 (42) 314 (42) 0.88 propensity score. Ma_tchﬁng idenFified 685 pgir§ of .patients. The
matched groups had similar baseline characteristics with the excep-
Emergent 390 (21) 109(19) 0.0004 tion of higher baseline serum creatinine level and greater prevalence
NSTEMI or STEMI 790 (42) 238 (32 <0.0001 of peripheral arterial disease in the PPI (+) group. All clinical
Diabetes mellitus 505 (27) 225 (30) 0.077 outcomes were corppared betwc?en the mgtched groups usi‘ng Xz‘ test
(unadjusted analysis) and multiple logistic regression (with adjust-
C.erebrovascular 142(7.9) 81(11) 0.0055 ment for serum creatinine level and peripheral arterial disease). To
disease further eliminate the possibility of residual bias, we performed
Peripheral arterial 210 (11) 123 (16) 0.0002 sensitivity analyses by classifying patients into quartiles of the
disease propensity score. Within each propensity score quartile, we com-
Current smoker 494 (26) 160 (21) 0.012 par.ed clinical outhmes between the PPI (+) and thc? PPI ‘(*)
. patients. On the basis of the suspected stronger antagonism of the
Hypertension 1237 (85) 548 (73) <0.0001 antiplatelet effect of clopidogrel by omeprazole and esomeprazole, '8
Dyslipidemia 1335 (70) 591 (79) <0.0001 additional sensitivity analyses were performed comparing primary
Prior PCI 347 (18) 165 (22) 0.028 and secondary outcomes of interest in pa.tients who received either
. omeprazole or esomeprazole (n=312) with the PPI (—) group. A
Prior CABG 294 (16) 163 (22) 0.0001 separate propensity score was calculated to estimate the propensity
Prior MI 399 (21) 168 (22) 0.43 of patients to receive either omeprazole or esomeprazole and was
Chronic lung 279 (15) 167 (22) <0.0001 used as a continuous variable in Cox propprtional hazar'ds regression
disease models. All analyses were performed using SAS version 9.2 (SAS
) ) Institute Inc; Cary, NC) statistical software.
Angiographic
characteristics Results
Multivessel PCI 228 (12) 82 (11) 0.44 Baseline Ch teristi
aseline aracteristics
Stent used 1827 (96 700 (93 0.0019 . . .
.en use (96) ©3) Compared with the PPI (—) group, patients in the PPI (+)
+ + .
Final vessel 32=05030) 3105630 0.07 group were older, more likely to be women, had a lower body
diameter . . ..
Left ventricul 48512 (50 18512 (50 0.95 surface area, and had higher baseline serum creatinine levels.
eji:ct;I:: fr:;lcjtzn +12(0 +12(0 : They were less likely to have emergent PCI, to have experi-
enced an MI before PCI, or to be current smokers but were
Use of IABP 72(3.8) 27 (3.6) 0.82

during PCI

Continuous variables are expressed as mean+SD (median). Categorical
variables are expressed counts (percentages). BSA indicates body surface area;
CABG, coronary artery bypass graft; GFR, glomerular filtration rate; IABP,
intra-aortic balloon pump; MI, myocardial infarction; NSTEMI, non-ST-elevation
myocardial infarction; PCI, percutaneous coronary intervention; PPI, proton
pump inhibitor; STEMI, ST-elevation myocardial infarction.

this model, a propensity score for PPI use was calculated for each
patient. To estimate the independent effect of PPI use on the study
outcomes, we performed Cox proportional hazards regression anal-
ysis. In addition to PPI use and the propensity score (expressed as a
continuous score), those variables with a univariable relation with
the study outcome (P<<0.10) were included in the first step of the
model. PPl use was kept in the final models irrespective of its
statistical significance. Hazards ratios (HRs) and 95% Cls were
estimated for each variable in the final models.

more likely to have underlying cerebrovascular disease,
peripheral arterial disease, hypertension, dyslipidemia, prior
PCI, prior coronary artery bypass graft surgery, and chronic
lung disease (Table 1). Angiographic characteristics of the 2
groups were similar except for lower use of stents and
marginally lower final vessel diameter in the PPI (+) group.
At the time of discharge from the hospital, the PPI (+)
patients tended to be taking a lower daily dose of aspirin,
were less likely to receive (3-blockers, and were more likely
to receive calcium channel blockers. The use of warfarin at
discharge was similar between the groups (Table 2).

Use of PPI at 6 Months
Data on use of PPI at 6 months was available in 2604 (98.2%)
patients, including 707 (94.2%) in the PPI (+) group and
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W PPI+ (I PPI-

Figure 2. Crude incidence of the primary
and secondary study outcomes in the
proton pump inhibitor (PPI) (+) and PPI
(=) groups. MACE indicates major
adverse cardiovascular event; NACE, net
adverse clinical events; MI, myocardial
infarction; TVR, target vessel revascular-
ization; ST, stent thrombosis; TIMI, throm-
bolysis in myocardial infarction.
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Figure 3. Kaplan-Meier survival curves representing the estimated cumulative incidence of MACE (A), NACE (B), and TIMI bleeding (C)
in the PPI (+) and PPI (—) groups. MACE indicates major adverse cardiovascular event; PPI, proton pump inhibitor; PCI, percutaneous coronary
intervention; NACE, net adverse clinical events; TIMI, thrombolysis in myocardial infarction.
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Figure 4. The association of PPl use on MACE (A) and NACE (B) in selected subgroups. PPI indicates proton pump inhibitor; MACE,
major adverse cardiovascular event; NACE, net adverse clinical events; MI, myocardial infarction; BMS, bare metal stents; DES, drug-

eluting stents.

1897 (99.8%) in the PPI (—) group. In the PPI (+) group, 666
(94%) patients reported taking PPI agents at 6 months. In the
PPI (—) group, 1631 (86%) reported not taking PPI agents at
6 months. In the entire study group, concordance between use
of PPI agents at hospital discharge and at 6 months was noted
in 2297 (88.2%) patients, whereas crossover was noted in 307
(11.8%).

Study Outcomes

The crude incidence of the primary and secondary study
outcomes was similar in the PPI (+) and PPI (—) groups
(Figure 2). In survival analysis, no differences were seen
between the groups with respect to time to first occurrence of
MACE, NACE, TIMI (major or minor) bleeding (Figure 3),
death, MI, death or MI, TVR, or stent thrombosis. In selected
subsets, the incidence of MACE and NACE was similar
between PPI (+) and PPI (—) patients (Figure 4).

The propensity to receive a PPI was directly related to
female sex (adjusted odds ratio [OR], 1.67; 95% CI, 1.39 to
2.0), renal insufficiency (OR, 2.02; 95% CI, 1.36 to 3.01),
chronic lung disease (OR, 1.65; 95% CI, 1.32 to 2.05),
dyslipidemia (OR, 1.41; 95% CI, 1.14 to 1.74), and prior
coronary artery bypass graft surgery (OR, 1.37; 95% CI, 1.09
to 1.71) and inversely related to presentation with MI (OR,
0.71; 95% CI, 0.59 to 0.86), use of stents (OR, 0.58; 95% CI,
0.40 to 0.85), and aspirin dose at discharge from the hospital
(OR, 0.999; 95% CI, 0.998 to 1.000). The C statistic for the
final propensity model was 0.63. In multivariable analyses
using the propensity score as a continuous variable, the use of
PPIs had no impact on any of the study outcomes (Table 3).

Propensity matching yielded 685 pairs of patients. The
baseline clinical and angiographic characteristics of matched
patients were similar with the exception of higher baseline
serum creatinine levels (1.16*=0.66 versus 1.10+0.55 mg/dL,
P=0.0012) and greater prevalence of peripheral arterial
disease (16% versus 12%, P=0.051) in the PPI (+) subset.
Clinical outcomes were similar between the PPI (+) and PPI
(—) patients in the propensity-matched cohorts in unadjusted
and adjusted analyses (Table 4).

The frequency of use of any PPI agent among the propen-
sity score quartiles was 17%, 25%, 30%, and 41%, respec-
tively. Comparison of the study outcomes between the PPI
(+) and the PPI (—) patients within each quartile of propen-
sity score revealed no significant differences except for a
lower incidence of MI in the PPI (+) patients in the highest
quartile of propensity score (Table 5). After adjustment for
baseline difference, PPI use was associated with a lower
incidence of MI (adjusted HR, 0.34; 95% CI, 0.13 to 0.91) in
the PPI (+) patients in this quartile.

Comparison of Outcomes in Patients Treated

With Either Omeprazole or Esomeprazole Versus
PPI (—) Group

The crude incidence of study outcomes in the patients taking
omeprazole or esomeprazole versus the PPI (—) patients is
shown in Figure 5. In survival analysis, the cumulative hazard
of TVR (P=0.048) was lower among patients who received
omeprazole or esomeprazole. No significant differences were
seen between groups with respect to time to first occurrence
of MACE (P=0.09), NACE (P=0.10), death (P=0.35), MI
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Table 3. Propensity-Adjusted Multivariable Impact of PPl Use
Versus No PPl Use on Study Outcomes

Adjusted Hazard Ratio

Study Outcome (95% Cl) P

MACE 0.89 (0.63-1.27) 0.40
NACE 0.84 (0.60-1.16) 0.28
Death 0.95 (0.56-1.63) 0.86
Mi 1.04 (0.64-1.69) 0.89
Death or MI 0.99 (0.68-1.44) 0.94
TVR 0.74 (0.42-1.29) 0.28
Stent thrombosis 1.32 (0.67-2.58) 0.42

)

TIMI (major or minor) bleeding 0.67 (0.31-1.47 0.32

Multivariable correlates of MACE included history of heart failure, peripheral
arterial disease, prior coronary artery bypass graft (CABG), multivessel percutane-
ous coronary intervention (PCI), lower left ventricular ejection fraction, and lack of
stent implantation. Multivariable correlates of NACE included lack of stent
implantation, lower left ventricular ejection fraction, history of heart failure, prior
CABG, peripheral arterial disease, multivessel PCI, and older age. Multivariable
correlates of death included older age, history of heart failure, diabetes mellitus,
cerebrovascular disease, lack of stent implantation, lower left ventricular ejection
fraction, and use of warfarin at the time of discharge from the hospital.
Multivariable correlates of MI included prior MI, prior CABG, and lower left
ventricular ejection fraction; use of intra-aortic balloon pump during PCI; and use of
B-blockers at discharge. Multivariable correlates of the composite of death or M
included older age, history of heart failure, diabetes mellitus, prior M, prior CABG,
lower left ventricular ejection fraction, use of IABP during PCl, and use of
B-blockers at the time of discharge from the hospital. Multivariable correlates of
TVR included prior Ml and multivessel PCl. Multivariable correlates of stent
thrombosis included current smoking, dyslipidemia, prior MI, multivessel PCI, and
lower left ventricular ejection fraction. Multivariable correlates of TIMI (major or
minor) bleeding included age, current or former smoking, use of warfarin at the
time of discharge from the hospital, and diabetes mellitus. PPI indicates proton
pump inhibitor; MACE, major adverse cardiovascular event; NACE, net adverse
clinical events; MI, myocardial infarction; TVR, target vessel revascularization; TIMI,
thrombolysis in myocardial infarction.

(P=0.49), death or MI (P=0.15), stent thrombosis (P=0.48),
or TIMI (major or minor) bleeding (P=0.46). In multivari-
able analysis, use of omeprazole or esomeprazole was asso-
ciated with significantly lower rates of MACE, a trend toward

Table 4. Comparison of Study Outcomes in
Propensity-Matched Patients

PPI (=) PPI (+) P P

Outcome (n=685) (n=685)  (Unadjusted) (Adjusted)*
MACE 42 (6.1) 40 (5.8) 0.82 0.60
NACE 51 (7.5) 47 (6.9) 0.68 0.48
Death 20 (2.9) 17 (2.5) 0.62 0.46
M 20/665 (3.0) 20/667 (3.0) 0.99 0.73
Death or MI 37 (5.4) 35(5.1) 0.81 0.58
TVR 15(2.3) 14 (2.1) 0.85 0.66
Stent thrombosis 11(1.7) 11(1.7) 0.99 0.56
TIMI (major or minor) 15(2.2) 7(1.0) 0.09 0.12
bleeding

Data are presented as n (%). PPI indicates proton pump inhibitor; MACE,
major adverse cardiovascular event; NACE, net adverse clinical events; MI,
myocardial infarction; TVR, target vessel revascularization; TIMI, thrombolysis
in myocardial infarction.

*Adjusted for baseline serum creatinine level and history of peripheral
arterial disease.
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lower rates of NACE, death or MI, and TVR (Table 6), with
no differences between the groups in other events.

Discussion

We found that use of PPI agents in conjunction with clopi-
dogrel and aspirin was not associated with worse cardiovas-
cular outcomes after PCI. Specifically, the incidence of
MACE and NACE as well as the individual components of
these end points did not differ significantly in patients who
received PPIs versus those who did not, despite the fact that
the PPI (+) group had more comorbid conditions and was
expected to have higher adjusted event rates at 6 months. In
propensity-adjusted as well as propensity-matched analyses,
PPI use did not confer worse 6-month outcomes. Further-
more, contrary to prior experience,>%8 patients who were
prescribed either omeprazole or esomeprazole did not have
higher adjusted MACE, NACE, death or MI, and TVR rates
than PPI (—) patients. Unlike prior observational analyses,
our study assessed not only ischemic end points after PCI, but
also safety (TIMI bleeding) and the composite NACE end
point.

Comparisons With Prior Studies

PPIs have been shown to reduce both aspirin- and
clopidogrel-related gastrointestinal bleeding.?!° PPIs are me-
tabolized predominantly by the CYPP450 enzymes—primar-
ily CYP2C19—and can inhibit the enzyme by competition
for its catalytic site.?° Clopidogrel is a prodrug metabolized in
the liver to its active metabolite by several CYPP450 isoen-
zymes, including CYP2C19.2! Because PPIs can be substrates
as well as inhibitors of CYP2C109, patients taking PPIs are at
risk for decreased clopidogrel efficacy from lower levels of
active metabolite. Such drug-drug interactions have been
reported to be the highest for omeprazole and esomeprazole.'$

The first reports of an interaction between clopidogrel and
PPIs were platelet aggregation studies by Gilard et al.3#
Additional platelet aggregation studies observed consistent
findings with omeprazole but not with esomeprazole or
pantoprazole.?22-24 Subsequently, observational studies®—°
and a post hoc analysis of the CREDO (Clopidogrel for the
Reduction of Events During Observation) trial> demonstrated
that use of a PPI in combination with clopidogrel was
associated with an increase in the risk of acute MI, death, or
rehospitalization for acute coronary syndromes. Interestingly,
PPI use alone, without concomitant clopidogrel use, may not
be associated with an increase in adverse events.”® In
contrast, other observational studies'®!! and post hoc analy-
ses of 2 large, randomized clinical trials>>?7 showed no
impact on cardiovascular outcomes with concomitant use of
clopidogrel and PPIs.

The only randomized placebo-controlled trial—
COGENT-1 (The Clopidogrel and the Optimization of Gas-
trointestinal Events)—was terminated prematurely before
enrollment of the planned 5000 patients.'> In 3627 patients
with an acute coronary syndrome who received aspirin and
clopidogrel, COGENT-1 assessed the safety and efficacy of
concomitant omeprazole. The omeprazole group had a sig-
nificantly lower risk of achieving the primary end point,
which was a composite of gastroduodenal bleeding; symp-
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Table 5. Comparison of Unadjusted Six-Month Study Outcomes in the Propensity Score Quartiles

PS Quartile 1 PS Quartile 2 PS Quartile 3 PS Quartile 4
(n=694) (n=632) (n=656) (n=667)

PPI (—) PPI (+) PPI (=) PPI (+) PPI (=) PPI (+) PPI (—) PPI (+)
Outcome n=578 n=116 n=471 n=161 n=458 n=198 n=391 n=276
MACE 4.0 43 6.4 5.6 6.1 8.6 9.5 6.2
NACE 5.0 6.0 6.8 5.6 7.6 9.1 11 8.0
Death 0.9 2.6 2.3 0.6 2.2 35 4.6 3.6
M 1.9 2.7 3.0 44 2.9 47 4.8* 1.9%
Death or MI 2.8 43 4.7 5.0 5.0 8.1 8.4 47
TVR 2.3 1.8 37 3.1 2.7 1.6 35 2.3
Stent thrombosis 1.2 1.8 1.1 25 1.3 1.6 2.7 15
TIMI (major or minor) bleeding 1.4 1.7 0.9 0 2.0 0.5 1.8 1.8

Within each quartile, no significant differences were seen between the PPI (+) and PPI (—) patients, except for a higher incidence
of Ml in the PPI (—) patients in quartile 4. PS indicates propensity score; PPI, proton pump inhibitor; MACE, major adverse
cardiovascular event; NACE, net adverse clinical events; MI, myocardial infarction; TVR, target vessel revascularization; TIMI,

thrombolysis in myocardial infarction.
*P=0.049.

tomatic gastroduodenal ulcer; and persistent pain with mul-
tiple gastric erosions, obstruction, or perforation (HR, 0.55;
95% (I, 0.36 to 0.85; P=0.007). There was no increase in the
risk of cardiovascular events from use of omeprazole (HR,
1.02; 95% CI, 0.70 to 1.51).

Furthermore, in contrast to the findings of prior observational
studies, the present study suggests that use of either omeprazole
or esomeprazole may be associated with lower rates of MACE,
NACE, and TVR. These data should be regarded as hypothesis
generating, and the exact mechanism by which omeprazole or
esomeprazole could potentially confer protection from cardio-
vascular events only can be speculated. It is possible that
potentially fewer gastrointestinal events from PPI use resulted in
lower rates of temporary or permanent discontinuation of clopi-
dogrel therapy and, consequently, fewer cardiovascular events.
This hypothesis was supported in our data by the fact that the use
of clopidogrel at 6 months was higher in the omeprazole or

B Omeprazole or esomeprazole [ PPI-

esomeprazole group than in the PPI (—) group (78% versus
70%, P=0.0085). Among patients taking other PPI agents, the
use of clopidogrel at 6 months was not significantly different
than among patients in the PPI (—) group (72% versus 70%).

Clinical Implications

We did not detect a clinically relevant interaction between
clopidogrel and PPIs. Gastrointestinal side effects are a
common reason for premature discontinuation of antiplatelet
therapy after PCL' which is associated with increased risk of
adverse clinical cardiovascular events. Use of PPIs decreases
gastrointestinal side effects related to antiplatelet agents. Our
findings are reassuring and support the recent endorsement
for PPI use in combination with dual antiplatelet therapy in
high-risk patients.! Future randomized clinical trials remain
the best way of resolving the issue of the safety of dual
antiplatelet therapy with PPIs.

74
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Figure 5. Crude incidence of the primary
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Table 6. Propensity-Adjusted Multivariable Impact of Omeprazole or
Esomeprazole Use Versus No PPl use on Study Outcomes

Adjusted Hazard Ratio

Study Outcome (95% CI) P
MACE 0.51(0.28-0.92) 0.026
NACE 0.59 (0.35-1.01) 0.052
Death 0.49 (0.17-1.37) 0.17
Ml 0.65 (0.29-1.43) 0.28
Death or MI 0.52 (0.26-1.03) 0.062
TVR 0.32 (0.10-1.03) 0.056
Stent thrombosis 0.59 (0.18-1.97) 0.39

TIMI (major or minor) bleeding 0.59 (0.18-1.94) 0.38

Multivariable correlates of MACE included history of heart failure, diabetes
mellitus, peripheral arterial disease, and prior coronary artery bypass graft
(CABG). Multivariable correlates of NACE included diabetes mellitus, peripheral
arterial disease, history of heart failure, body surface area, and use of warfarin
at the time of discharge from the hospital. Multivariable correlates of death
included history of heart failure, diabetes mellitus, peripheral arterial disease,
current smoking, and lower left ventricular ejection fraction. Multivariable
correlates of MI included prior MI, prior CABG, ST-elevation myocardial
infarction, or non-ST-elevation as the reason for percutaneous coronary
intervention (PCI), diabetes mellitus, and peripheral arterial disease. Multivari-
able correlates of the composite of death or Ml included diabetes mellitus, prior
CABG, lower left ventricular ejection fraction, peripheral arterial disease, and
use of warfarin at the time of discharge from the hospital. Multivariable
correlates of TVR included prior MI, multivessel PCI, and peripheral arterial
disease. Multivariable correlates of stent thrombosis included dyslipidemia,
peripheral arterial disease, and lower left ventricular ejection fraction. Multi-
variable correlates of TIMI (major or minor) bleeding included emergent PCI,
use of warfarin at the time of discharge from the hospital, diabetes mellitus,
hypertension, body weight, and prior CABG. PPl indicates proton pump
inhibitor; MACE, major adverse cardiovascular event; NACE, net adverse clinical
events; MI, myocardial infarction; TVR, target vessel revascularization; TIMI,
thrombolysis in myocardial infarction.

Limitations

Because of the observational nature of our study, the possi-
bility of residual confounding remains despite multivariable
adjustment and the use of a propensity-matched cohort. Our
registry includes predominantly (99%) white patients who are
less likely to have CYP2C19 loss-of-function alleles?® and,
therefore, may be less likely to exhibit any adverse impact
from PPI use. Thus, our results may not be generalized to
other ethnic populations. Our study population is relatively
small; hence, our analysis may lack the statistical power to
detect smaller differences in outcomes between the PPI (+)
and the PPI (—) groups. Concomitant drug therapy was not
assessed, which could well confound a possible PPI-
clopidogrel interaction. Finally, the duration of PPI use
before PCI was not assessed in the present study and could
possibly have an impact on the degree of a possible PPI-
clopidogrel interaction.

Conclusions

The use of PPIs with dual antiplatelet agents was not
associated with any adverse influence on 6-month cardiovas-
cular outcomes after PCI. Our findings do not support the
avoidance of concomitant use of clopidogrel and PPIs when
clinically indicated.

Clopidogrel and PPIs—The GHOST Experience

169

Acknowledgments

We thank Mr Neil Harjai for his help with data collection.

Disclosures

None.

12.

13.

15.

References

. Abraham NS, Hlatky MA, Antman EM, Bhatt DL, Bjorkman DJ, Clark

CB, Furberg CD, Johnson DA, Kahi CJ, Laine L, Mahatfey KW, Quigley
EM, Scheiman J, Sperling LS, Tomaselli GF. ACCF/ACG/AHA 2010
expert consensus document on the concomitant use of proton pump
inhibitors and thienopyridines: a focused update of the ACCF/ACG/AHA
2008 expert consensus document on reducing the gastrointestinal risks of
antiplatelet therapy and NSAID use: a report of the American College of
Cardiology Foundation Task Force on Expert Consensus Documents.
Circulation. 2010;122:2619-2633.

. Cuisset T, Frere C, Quilici J, Poyet R, Gaborit B, Bali L, Brissy O,

Morange PE, Alessi MC, Bonnet JL. Comparison of omeprazole and
pantoprazole influence on a high 150-mg clopidogrel maintenance dose
the PACA (Proton Pump Inhibitors And Clopidogrel Association) pro-
spective randomized study. J Am Coll Cardiol. 2009;54:1149-1153.

. Gilard M, Arnaud B, Cornily JC, Le Gal G, Lacut K, Le Calvez G,

Mansourati J, Mottier D, Abgrall JF, Boschat J. Influence of omeprazole
on the antiplatelet action of clopidogrel associated with aspirin: the
randomized, double-blind OCLA (Omeprazole Clopidogrel Aspirin)
study. J Am Coll Cardiol. 2008;51:256-260.

. Gilard M, Arnaud B, Le Gal G, Abgrall JF, Boschat J. Influence of

omeprazol on the antiplatelet action of clopidogrel associated to aspirin.
J Thromb Haemost. 2006;4:2508 -2509.

. Dunn SP, Macaulay TE, Brennan DM, Campbell CL, Charnigo RJ,

Smyth SS, Berger PB, Steinhubl SR, Topol EJ. Baseline proton pump
inhibitor use is associated with increased cardiovascular events with and
without the use of clopidogrel in the CREDO trial [Abstract]. Circulation.
2008;118:S_815.

. Kreutz RP, Stanek EJ, Aubert R, Yao J, Breall JA, Desta Z, Skaar TC,

Teagarden JR, Frueh FW, Epstein RS, Flockhart DA. Impact of proton
pump inhibitors on the effectiveness of clopidogrel after coronary stent
placement: The clopidogrel medco outcomes study. Pharmacotherapy.
2010:30:787-796.

. Ho PM, Maddox TM, Wang L, Fihn SD, Jesse RL, Peterson ED,

Rumsfeld JS. Risk of adverse outcomes associated with concomitant use
of clopidogrel and proton pump inhibitors following acute coronary
syndrome. JAMA. 2009;301:937-944.

. Juurlink DN, Gomes T, Ko DT, Szmitko PE, Austin PC, Tu JV, Henry

DA, Kopp A, Mamdani MM. A population-based study of the drug
interaction between proton pump inhibitors and clopidogrel. CMAJ. 2009;
180:713-718.

. Pezalla E, Day D, Pulliadath I. Initial assessment of clinical impact of a

drug interaction between clopidogrel and proton pump inhibitors. J Am
Coll Cardiol. 2008;52:1038-1039; author reply 1039.

. Rassen JA, Choudhry NK, Avorn J, Schneeweiss S. Cardiovascular

outcomes and mortality in patients using clopidogrel with proton pump
inhibitors after percutaneous coronary intervention or acute coronary
syndrome. Circulation. 2009;120:2322-2329.

. Ramirez J, Selzer F, Chakaprani R, Anderson W, Lee J, Smith C,

Mulukutla S, Kip K, Kelsey S, Marroquin O. Proton pump inhibitor and
clopidogrel combination is not associated with adverse clinical outcomes
after PCI: The NHLBI Dynamic Registry [Abstract]. J Am Coll Cardiol.
2009;53:A1-A99.

Bhatt DL, Cryer BL, Contant CF, Cohen M, Lanas A, Schnitzer TJ,
Shook TL, Lapuerta P, Goldsmith MA, Laine L, Scirica BM, Murphy SA,
Cannon CP. Clopidogrel with or without omeprazole in coronary artery
disease. N Engl J Med. 2010;363:1909-1917.

U.S. Food and Drug Administration. Early communication about an ongoing
safety review of clopidogrel bisulfate (marketed as Plavix). http:/www.fda.
gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandPro
viders/DrugSafetyInformationforHeathcareProfessionals/ucm079520.htm.
Updated November 17, 2009. Accessed November 21, 2010.

. Harjai KJ, Shenoy C, Orshaw P, Boura J. Dual antiplatelet therapy for

more than 12 months after percutaneous coronary intervention: insights
from the Guthrie PCI Registry. Heart. 2009;95:1579-1586.

King SB III, Smith SC Jr, Hirshfeld JW Jr, Jacobs AK, Morrison DA,
Williams DO, Feldman TE, Kern MJ, O’Neill WW, Schaff HV, Whitlow
PL, Adams CD, Anderson JL, Buller CE, Creager MA, Ettinger SM,

Downloaded from circinterventions.ahajournals.org by guest on June 11, 2011


http://circinterventions.ahajournals.org/

170

20.

21.

22.

Circ Cardiovasc Interv April 2011

Halperin JL, Hunt SA, Krumholz HM, Kushner FG, Lytle BW,
Nishimura R, Page RL, Riegel B, Tarkington LG, Yancy CW. 2007
focused update of the ACC/AHA/SCAI 2005 guideline update for
percutaneous coronary intervention: a report of the American College
of Cardiology/American Heart Association Task Force on Practice
Guidelines: 2007 Writing Group To Review New Evidence and
Update the ACC/AHA/SCAI 2005 Guideline Update for Percutaneous
Coronary Intervention, Writing on Behalf of the 2005 Writing Com-
mittee. Circulation. 2008;117:261-295.

. Mauri L, Hsieh WH, Massaro JM, Ho KK, D’Agostino R, Cutlip DE.

Stent thrombosis in randomized clinical trials of drug-eluting stents.
N Engl J Med. 2007;356:1020—-1029.

. Chesebro JH, Knatterud G, Roberts R, Borer J, Cohen LS, Dalen J, Dodge

HT, Francis CK, Hillis D, Ludbrook P. Thrombolysis in myocardial
infarction (TIMI) trial, Phase I: a comparison between intravenous tissue
plasminogen activator and intravenous streptokinase. Clinical findings
through hospital discharge. Circulation. 1987;76:142—-154.

. Norgard NB, Mathews KD, Wall GC. Drug-drug interaction between

clopidogrel and the proton pump inhibitors. Ann Pharmacother. 2009;43:
1266-1274.

. Lanas A, Garcia-Rodriguez LA, Arroyo MT, Bujanda L, Gomollon F, Forne

M, Aleman S, Nicolas D, Feu F, Gonzalez-Perez A, Borda A, Castro M,
Poveda MJ, Arenas J. Effect of antisecretory drugs and nitrates on the risk
of ulcer bleeding associated with nonsteroidal anti-inflammatory drugs,
antiplatelet agents, and anticoagulants. Am J Gastroenterol. 2007;102:
507-515.

Blume H, Donath F, Warnke A, Schug BS. Pharmacokinetic drug inter-
action profiles of proton pump inhibitors. Drug Saf. 2006;29:769-784.
Simon T, Verstuyft C, Mary-Krause M, Quteineh L, Drouet E, Meneveau
N, Steg PG, Ferrieres J, Danchin N, Becquemont L. Genetic determinants
of response to clopidogrel and cardiovascular events. N Engl J Med.
2009;360:363-375.

Zuern CS, Geisler T, Lutilsky N, Winter S, Schwab M, Gawaz M. Effect
of comedication with proton pump inhibitors (PPIs) on post-

23.

24.

25.

26.

27.

28.

interventional residual platelet aggregation in patients undergoing
coronary stenting treated by dual antiplatelet therapy. Thromb Res. 2010;
125:e51-e54.

Sibbing D, Morath T, Stegherr J, Braun S, Vogt W, Hadamitzky M,
Schomig A, Kastrati A, von Beckerath N. Impact of proton pump inhib-
itors on the antiplatelet effects of clopidogrel. Thromb Haemost. 2009;
101:714-719.

Siller-Matula JM, Spiel AO, Lang IM, Kreiner G, Christ G, Jilma B.
Effects of pantoprazole and esomeprazole on platelet inhibition by clopi-
dogrel. Am Heart J. 2009;157:148.e141-148.e145.

Wiviott SD, Braunwald E, McCabe CH, Montalescot G, Ruzyllo W,
Gottlieb S, Neumann FJ, Ardissino D, De Servi S, Murphy SA,
Riesmeyer J, Weerakkody G, Gibson CM, Antman EM. Prasugrel versus
clopidogrel in patients with acute coronary syndromes. N Engl J Med.
2007;357:2001-2015.

Wiviott SD, Trenk D, Frelinger AL, O’Donoghue M, Neumann FJ,
Michelson AD, Angiolillo DJ, Hod H, Montalescot G, Miller DL,
Jakubowski JA, Cairns R, Murphy SA, McCabe CH, Antman EM,
Braunwald E. Prasugrel compared with high loading- and mainte-
nance-dose clopidogrel in patients with planned percutaneous coronary
intervention: the Prasugrel in Comparison to Clopidogrel for Inhibition of
Platelet Activation and Aggregation-Thrombolysis in Myocardial
Infarction 44 trial. Circulation. 2007;116:2923-2932.

O’Donoghue ML, Braunwald E, Antman EM, Murphy SA, Bates ER,
Rozenman Y, Michelson AD, Hautvast RW, Ver Lee PN, Close SL, Shen L,
Mega JL, Sabatine MS, Wiviott SD. Pharmacodynamic effect and clinical
efficacy of clopidogrel and prasugrel with or without a proton-pump inhib-
itor: an analysis of two randomised trials. Lancet. 2009;374:989-997.
Shuldiner AR, O’Connell JR, Bliden KP, Gandhi A, Ryan K, Horenstein
RB, Damcott CM, Pakyz R, Tantry US, Gibson Q, Pollin TI, Post W,
Parsa A, Mitchell BD, Faraday N, Herzog W, Gurbel PA. Association of
cytochrome p450 2c19 genotype with the antiplatelet effect and clinical
efficacy of clopidogrel therapy. JAMA. 2009;302:849—-857.

CLINICAL PERSPECTIVE

Some observational studies have demonstrated higher adverse cardiovascular outcomes in patients taking clopidogrel with
proton pump inhibitors (PPIs) compared with clopidogrel alone. However, other studies, including a large, randomized
placebo-controlled trial, have failed to demonstrate any increase in the risk of adverse clinical events with the combination.
In 2651 consecutive patients discharged from the hospital alive after coronary stenting, we found no difference in the
6-month incidence of major adverse cardiovascular events or net adverse clinical events (a composite of major adverse
clinical events and thrombolysis in myocardial infarction major or minor bleeding) in patients who received PPI at
discharge versus those who did not. Thus, the present study does not suggest a clinically relevant interaction between
clopidogrel and PPIs. Gastrointestinal side effects are a common reason for premature discontinuation of antiplatelet
therapy after percutaneous coronary intervention, which is associated with an increased risk of adverse clinical
cardiovascular events. Use of PPIs decreases gastrointestinal side effects related to antiplatelet agents. Our findings are
reassuring and support the recent endorsement for PPI use in combination with dual antiplatelet therapy in high-risk
patients.
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