I Randomized Clinical Trials: the Holy Grail
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HR (95% CIFinteraction

Overall 0.84 (0.740.96)

ASA 0.69 (0.45 -1.05) 0.34
ASA + thienopyridine —— 0.86 (0.75 -0.98)

<65 Years —— 0.83 (0.700.99) 0.94
65 Years ——— 0.84 (0.701.01)

STEMI ——— 0.85 (0.701.03) 0.96

NSTEMI ——&—— 0.85 (0.681.06)

UA 0.82 (0.621.07)

Male 0.87 (0.751.01) 0.40

Female 0.77 (0.600.99)

Weight <60 kg 0.83 (0.561.25) 0.98

Weight 60 to <90 kg —— 0.85(0.720.99)

Weight 90 kg 0.83 (0.641.08)

Prior MI —e— 0.83 (0.681.01) 0.80

No Prior MI —>— 0.85 (0.721.01)

Diabetes Mellitus ———— 0.96 (0.771.20) 0.14

No Diabetes Mellitus . < — 0.78 (0.670.92)

CreatinineCl <50nL /min 0.88 (0.621.26) 0.82

CreatinineCl 550mL /min 0.84 (0.730.96)

North America 0.57 (0.330.97) 0.80

South America

Western Europe
Eastern Europe
Asia

Other

0.89 (0.591.34)
0.90 (0.591.37)
0.83 (0.691.00)
0.86 (0.631.17)
0.92 (0.601.39)

2.0




Study

CURE (3)

CURRENT OASIS 7(1)
TRITON TIMI (3)*
PLATO (7)
CAPRIE(3)
CHARISMA(3)

RE-LY (6)
ROCKET AF(1)
ARISTOTLE



The answer to a RCT that does not confirm
one’s beliefs is not the conduct of several
subanalyses until one can see what one
believes. Rather the answer is to re-examine
one’s beliefs carefully.

Subgroup analyses are particularly prone to
over interpretation, and one is tempted to
suggest “don’t do it (or at least don’t believe
it) for many trials, but this suggestion is
probably contrary to human nature.

Subgroup analysis is a machine for generating
false negatives



“. ..some investigators selectively report
only the more interesting subgroup
analyses, thereby leaving the reader (and
us) unaware of how many less exciting
subgroup analyses were looked at and not
mentioned”. Disappointingly, most trials
reporting subgroup analyses noted a
subgroup difference that was highlighted in
the conclusions—so much for cautious

Interpretation! Lancet 2000;355:1064



Usually small groups or excluded as

Elderly, Women , PVD, Stroke CABG, CKD,
Bleeding







Large RCT

How many subgroup analyses were performed?
The larger the number, the larger the possibility of a spurious finding.

Is the Magnitude of the Subgroup Difference
Large?
The larger the difference between the observed effects in particular subgroups,
the more plausible that the difference is real.

Is the Subgroup Difference Consistent Across

Studies?
Consult meta-analyses and systematic reviews

Is it a post hoc or an ad hoc analysis?

The credibility of any apparent subgroup difference that arises out
of post hoc rather than a priori hypotheses is questionable.

Hypothesis-generating vs. hypothesis testing
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CAPRIE: primary efficacy end-point.
Subgroup-analysis

Relative Risk Reduction (%)
|
" Stroke (p/ys=12033)
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CAPRIE Lancet 1996;348:1329-



fThe Charisma of Subgroups and the Subgroups of CHARISMA |

Marc A. Pfeffer, M.D., Ph.D., and John A. Jarcho, M.D.
Population RR (95% CI) p value

Documented AT 0.88 (0.77, 0.998)

bl

0.046
(n=12153)

i
Risk Factors Only 1.20 (0.91, 1.59) 0.20
(n=3284) %

Overall Population* , ; , | .‘ 44 0.93(0.83,1.05) 0.22
| | .

_ | | | | | |
(n=15603) 0.4 N0A NR 12 14 1.6
Clopidogrel + ASA Placebo + ASA

Better Better




CURRENT CURRENT-STEMI PCI

25,087 ACS Patients (UA/NSTEMI 70.8%, STEMI 29.2%)
v'Planned Early (<72 h) Invasive Management with intended PCI
v'Ischemic ECG A (80.8%) or tcardiac biomarker (42%)

Randomized to receive (2 X 2 factorial):

CLOPIDOGREL: Double-dose (600 mg then150 mg/d x 6d then 75 mg/d) vs Standard dose (300 mg
then 75 mg/d)

ASA: High Dose (300-325 mg/d) vs Low dose (75-100 mg/d)

Angio 24,769

1
STEMI PCI UA/NSTEMI

6,346 17,232 10,886

, '

Primary PCI| || Other PCI
5,362 084 Mehta SR. TCT2009
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CURRENT STEMI-PCI: Definite Stent Thrombosis

2
N
1]
L
'g
s
5
E
=
Q

Clopidogrel Standard 1.8%

Clopidogrel Double

HR 0.54
95% CI1 0.35-0.84
P=0.006

18 21 24 27 30

Mehta SR. TCT2009




Oral Antiplatelet Therapy

]

A loading dose of a P,Y,, receptor inhibitor
should be given to patients undergoing PCI
with stenting. Options include:

a. Clopidogrel 600 mg (ACS and non-ACS)
a2t b. Prasugrel 60 mg (ACS)
B l c. Ticagrelor 180 mg (ACS)

Levine GN, et al. JAm Coll Cardiol. 2011 Oct. 31 [Epub ahead of print]

7 Asute Coronary Hart., Medscape
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Most subgroup findings tend to
exaggerate reality.

Be especially suspicious of
investigators highlighting a subgroup
treatment effect in a trial with no
overall treatment effect.

They are usually superfluous subgroup
salvages of otherwise indeterminate
(negative) trials
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AYTRITON TiMI-38

TRITON-TIMI 38 STEMI

All ACS/PCI
patients

N=13,608

UA/NSTEMI ) .
patients 2 patients were missing data
N=10.074 ~for pnmary or secondary

STEMI patients
N=3,534

I I Within 14

STEMI Primary PCI Secondary PCl 9ays for

ongoing or
<12 hrs N=2,438 (69%) N=1,094 (31%)" recgurre?lt

I_I_I | ischemia

Clopidogrel | Rrasugrel Clopidonrel), |NEESHEIC

N=1,235 N=1,203 N=530 N=564
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CARDIOVASC ULAK KESEARCH Montalescot G et al. Lancet 2009;373:723-31  Newbsh Rrestytoriion
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Net Clinical Benefit
Bleeding Risk Subgroups
Post-hoc analysis

FNYTRITON TIMI-38

Risk (%)

. ® + 54
suoke i Avoid!!

>=75 .

<75

Dose modification?
< 60 kg -
>=60 kg I P, = 0.36

OVERALL -4

|
0.5 <

Wiviott SD et al. NEJM 2007

Prasugrel Better Clopidogrel Better




SLISIESS TRITON-TIMI 38 STEMI
CV Death, Ml or Stroke at 15 Months

15 7] .
Clopidogrel

== Prasugrel 124

p=0.02
10.0 | RRR=21%
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SLISNESS TRITON-TIMI 38 STEMI
Stent Thrombosis: ARC Definite/Probable

Clopidogrel
" Prasugrel 2.8%

2.4%
% .

T RRR=42%

' RRR=51% 1.6%

I
11.2%
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HR=0.58 (0.36-0.93)
NNT=83
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o / i o+
Dijzpeaies Melljitts
Study % of events Hazard Ratio [95% confidence interva
Standard NewDrug /Approach

TRITON-TIMI 38 17.0 122 e 0.70[0.58 - 0.85]
n:3146
PLATO 16.2 141 —— 0.88[0.76 - 1.03]
n:4662
CURRENT-OASIS 7 56 49 —f—t— () 87 [0.66 - 1.15]
(PC| COHORT)
n: 7647 05 1 15
New Drug/ Approach Standard Clopidogrel

Better Better




PLATO diabetes. ..

Ticagrelor (solid lines) and
clopidogrel (dotted lines) groups in
patients with levels of HbAlc at

baseline above median of 6% (blue

lines) and below median of 6% (red

lines).

HbA1c 6+
-
£
]
Q HbA1c <6
°
<
L
2
©
E
T
Q.
0 1 1 1 I 1 » 1
0 60 120 180 240 300 360
Number at risk Days after randomization
Ticagrelor 3912 3597 3512 3393 2825 2205 1797
- = = = Clopidogrel 3978 3597 3523 3409 2828 2209 1750
Ticagrelor 3666 3424 3368 3201 2661 1990 1584
= = == Clopidogrel 3594 3369 3312 3229 2614 1918 1552
B 15+
© HbA1c6+
HbA1c <6
=)
]
T
k1
o
A
2
[
=
0 N 1 1 I 1 1 1
0 60 120 180 240 300 360
Niirbaiatiiek Days after randomization
Ticagrelor 3912 3026 2844 2715 2149 1625 1494
- = = = Clopidogrel 3978 3103 2935 2813 2235 1683 1524
Ticagrelor 3666 2958 2788 2676 2073 1480 1350
- = = = Clopidogrel 3594 2949 2817 2730 2110 1492 1353

ames S et al. Eur Heart J 2010;eurheartj.ehq325



Not all trials provide perfect consistency




Subgroup analyses are an important part of the
analysis of a RCT. However, they are commonly
overinterpreted and can lead to further research
that is misguided or, worse, to suboptimal patient
care.

Consider a RCT designed to determine whether

a new treatment is more effective than an
established treatment and assessed with a test,
based on all randomized patients, of the

null hypothesis that the treatments have equal
efficacy, as measured in terms of the primary end
point.

Then, subgroup analyses are conducted to assess
whether different types of patients respond
differently to the new treatment. This sounds
simple enough, but there are several important
sources of confusion and uncertainty regarding

ciinrhh cintlhhararnm " hvieacs



Evpipara amré avaAuon UTro-ouadwyv

Baoikn apxn: Eav uttdpxel pia (METPIa) diagpopa
avaueoa og OUO Bepartreiec 6GOOV apopda KATTOI0 cUUBaua,
TOTE N OIO@OPA QUTI MTTOPEI va gival HeyaAuTePN N
UIKPOTEPN O€ OIOKPITEC UTTO-OMAOEC aoBevWY aAAA gival
atriBavo va €ival avTiBeTn




MpoTeIvVONEVES CUOTATEIG
OXETIKA ME TNV AVAAUON UTTO-ONAd WYV

[lepioplopoc avaAuoewyv o€ NPO-kaBopIouEVES UTTO-
OMAOEC PE YVWHova KATrola AoyiKr TTaBo@uaioAoyikn Baon
TTPONYOUUEVNG EPEUVAC
AvaAuon POVO OO0V UTTAPXEI OTATIOTIKI ONUAVTIKOTATO
OTO OUVOAIKO aTTOTEAEOUQ
A16pBwaon TIPAC P YIa TTOANATTAEC ouyKpioelc (0.05/n, 11X
eav yivouv 20 ouykpioeic va atraiteital p<0.05/20=0.0025)

Na Bewpeital 0TI Ta EUPHUATA ATTAITOUV TTEQAITEPW EPEUVA
KAl OTI OEV €ival ATTOOEIKTIKA

Na unv divetal utTepPOAIKA onuaagia



Medical research and patients

are best served when subgroup
analyses are well planed and
appropriately analyzed

and when conclusion and
recommendations about clinical
practice are guided by the strength
of the evidence.



Relatively with ticagrelor in PLATO may
be explained by

in the clopidogrel arm
in the ticagrelor arm

depend on , detection facilitated by

enrolled pts soon after

the index event, making early MI detection more difficult. Thus, any

apparent difference in Ml results between trials results from study
design rather than actual outcome.



High platelet reactivity in DM

may not be sufficient

o Tfa oroifirorrooiic corclition iz DV eonsiiitiias rriay raeltirs anti-thrombin or
other long-term anti-coagulation therapy for z rrora canaral aoravarijon of CY

avarirs, .



ACS Trials vs Community Practice

45

Chronic kidney disease, %

Age,y 63 68

Women, % 25 45

Acute Corona Lee PY, et al. JAMA. 2001;286:708-713. i
a SYNDROMES W CogaSG, et al. JAMA. 2005;296:1377-1384. héart., Medscape




Prasugrel and Ticagrelor Not Affected

HR for Efficacy Primary Risk
Creatinine Clearance (95% CI) TotalN  Endpoint (%) Reduction (%)
b
= Prasugrel
’g‘ < 60 ml/min - 1490 15.1 17.5 14
2 60 mUmin 1 9.0 11.1 -20°
E —.— 290
2 Ticagrelor
< 60 mL/min - 3237 173 220 23
O 260 miJjmin - 11,965 79 89 10
; < 60 mL/min? - 2562 164 224 29"
2 60 mU/mint 12,640 8S 96 -10
T MDRD estimation +-
| T | | 1 | 1 o :
0% 060 070 080090 100 1.20 Sogmhcant RRR or significant
interaction between subgroups
< >
New P2Y12 Inhibitor Better Clopidogre! Better

mm From Montalescot G, et al. Circuvlation. 2010,122:1049-1052 |
asmm Fepublished with permission L&t‘" MedscapeCME
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Rlvaroxaban in AF Pts with Moderate Renal Impairment

* 14264 acBeveig pe KM pe CHADS, score = 2 kal HETpia VEQPIKN duoAeiToupyia: rivaroxaban 20 mg/day
or 15 mg/day if CrCl 30—49 mL/min or dose-adjusted warfarin (INR: 2.0— 3.0)

- MeyaAUTepn ouxvoTnTa HEIOVWV Kal KAIVIKA ONHAVTIKOV dijoppayl®v o acBeveic pe NA, ave§aprnra
ano 1o €idog TnG Oepansiag

- Mapopola cuxvoTNTA AIopPPAYIRV HE HEIWHEVN doooAoyia rivaroxaban kal Oepaneiag pe warfarin

- NiyoTEPEG BavaTnPpopeg aipoppayieg Ye rivaroxaban (0.28 vs. 0.74% per 100 p-y; P = 0.047)

(ical Endpaint (130 - 49 ml/min (1 250 ml/min PVawm
Avarmaban 15mg  Warfarm HR(95% () Rivarcwaban 20mg  Warfann KR {95%Cl) Interaction
[N=1474)' N=1476 Rivaroxaban vs Warfarin (N=5637) N=5640 Rvaronaban vs Warfarin
Primary Saefety Endpoint 178) 16,28 098(0.64~1.14) 14,24 1167 L 1.04(0%~113) 045
Magor Bleeding 449 470 095(0.72 < 1.26) LR 307 & 1.07(09)«1.26) 048
Hematoerit or Hemegiehin Drop 376 3.28 1.14(0.81 - 1.58) 2.5¢ 203 |- 1.5(103-152) 065
Transhusion 14 2.00 117(0.77 = 1.76) 1.4 1.16 - 123099~ 1.65) on
-

(n (eICf-;!ﬂ 0’ 1.30 \\ 055(0.30- 100 0.8 ,’l 13 \\l— 0.74 (055 -099) 039
faral Eaeding 02 074 \ 0.39(0.15-099) 0.23 043 —0—\- 055(032-093) 053

\ ! \ !

\ / \ /
Inteacraniil Hemerhage on 038 081041150 0.4 L S ¢o— 062 (042 - 0.92) 051
[ L T L | v v Li 1 1 LE
0. | 10 0.1 | 10
* These data are from the safety papefation on treatmest, which included patients who seeived at least 1 dose of study dneg and were followed
reqardiess of adharence to progocol for events while on study drug oo within 2 days of last dose

" Event rates per 100 ptiyrs of follow-up

Tox R, eLal: cur neart s 2011, 32: o 2300



Characteristic

Percentage of Patients With Event

No. of Clopidogrel +  Placebo
Patients ASA + ASA

;ssoaate; ;;;; ;;;; ;;; ;;;

No associated Ml

Male sex

Female sex

<65 yrold

> 65 yrold

ST-segment deviation

No ST-segment deviation

Enzymes elevated at entry
Enzymes not elevated at entry

9279 8.6 10.6
7726 9.1 119
4836 9.5 10.7
6354 5.4 7.6
6208 13.3 15.3
6275 11.5 14.3
6287 7.0 8.6
3176 10.7 13.0
9386 8.8 10.9

L — . e—.—_

Low risk
Intermediate risk
High risk

History of revascularization

No history of revascularization

Revascularization after randomization
No revascularization after randomization

4187 5.1 6.7
4185 6.5 9.4
4184 16.3 18.0
2246 8.4 14.4
10,316 9.5 10.7
4577 115 13.9
7985 8.1 10.0

4

1es With Clopidogrel
Various Subgu‘@ups

Relative Risk (95% Cl)

o
P

o
(22}
o
o0

1.0 1.2
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The Canadian
Cooperative Study
Group. NEJM
1978;,299:53-59.

Adjusted % of patients (+150)

"HIGH RISK" trials: absolute alfects on VASCULAR EVENTS

.

subdivided by AGE and SEX

Antiplatelet Trialists” Collaboration.
BMJ. 1994,308:81-106.
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Is There External Evidence That Supports
the Hypothesized Subgroup Difference?

Does the subgroup effect make sense?
Different populations (including animal studies)

Similar interventions (drug-class effect)

Similar outcomes (surrogate outcomes)



% excessive dose

CRUSADE: Excessive dosing of
anticoagulants by age

70
60
50
40
30
20
10

<65 yrs m65-75yrs (1>75 yrs

16.5

12.5 12.5l/

LMW heparin

UF heparin GP lib/llla

Alexander et al JAMA 2005.294:3108-3116



Stroke, MI, VD, hospitalization for ischemic events/bleeding
Events prevented / 1000 patients per year over ASA

Overall benefit: p = 0.001; multivariate analysis




CAPRIE: Clopidogrel Provided Amplified
Benefit in Patients with Diabetes

.- .

p=0.106

21.5% \
i AsA

17.7%
& I Clopidogrel

g
g
2
o
=
et
=
g
w

Patients without Patients with Patients treated
diabetes (n=15,233) diabetes (n=3866) with insulin (n=1134)

*MI, stroke, vascular death or rehospitalization for ischemic events/bleeding
TNumber of events prevented per 1000 patients per year compared with ASA

Bhatt DL et al. Am J Cardiol 2002; 90: 625-628.




£YTRITON TiMI-38 TRITON—TIMI—38
1° Endpoint: CV Death, Ml or Stroke at 15 Months

Clopidogrel I Prasugrel

HR(95%CI) = HR(95%CI) = HR(95%CI) =
0.68 (0.54-0.87 0.80 (0.60-1.08) 12.3 0.50 (0.34-0.76
P=0.002 P=0.14 } P=0.0008
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All pts (n=3534) Primary PCI (n=2438) Secondary PCI
(n=1094)
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CARDAOVASCULAR RESEARCH Montalescot G et al. Lancet 2009;373:723-31  NewVisk estyfbecion
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ymptomatic Conort.
Primary Outcome (MI/Stroke/CV Death)' by

Entry Criteria*

9 Coronary (n=5835) PAD

2 (n=2838)

E 12 RRR: 13.9% I}gr}_:o/ K?[Sebo-l-
€ 100 p=0.130 1% e
§ Rlsa‘febo y p=0.285

v 8 (7.4%)

Q

£

S 1 Clopidogre

§ 4 + ASA

> (8.1%)

a 0%

0 6 12 18 24 30
Months since randomization

0 6 12 18 24 30
Months since randomization

TMI(fatal or non-fatal), stroke (fatal or non-fatal), or cardiovascular death
*Patients may have met more than one inclusion criteria
All patients received ASA 75-162 mg/day

Bhatt DL. Presented ateeting - March 2006



CUF’RENT 25,087 pts with ACS
(UA!NSTEMI 70.8%, STEMI 29.2%) undergoing early

Invasive management randomized to clopidogrel

double-dose (600 mg then150 mg/d x 7d then 75 mg/d)
vs standard dose (300 mg then 75 mg/d) for 30 days

30 d adverse events (%)

0o

o

o

M2

o

¥ Standard dose ¥ Double dose
P=0.37 P=0.63 P=0.10 P=0.95
4.4 42
2.2 2.1 22 19
- - 05 05
cv CV death M Stroke

death/Ml/stroke

Mehta S. ESC 2009 and TCT 2009



Diabetic Subgroup

HYTRITON TIMI
N=3146
18 - .
Clopidogrel =170
16- e
CV Death / Ml / Stroke _, assm®"""*

~ 147 o
s . 12.2
- 12- ""l’
£ - HR 0.70
o | P<0.001
a 10 rd Prasugrel
o NNT = 46
| =
w 8-

ﬁ-.

4 TIMI Major Clopidogrel 26

NonCABG Bleeds
2 Prasugrel 2.3
[} 1 1 1 I 1 ! I I I I
0 30 60 90 180 270 360 450

Wiwiott SD, Circulation 2008



TRITON-TIMI 38 Diabetes Subgroup: Efficacy

m Clopidogrel W Prasugrel
® P <.001
= 20 - 17
'g P nteeaction 09
-
v
—
E 10 4
£
.
o
v
o
«
0 g
No Diabetes Patients With Diabetes
n = 10,462 n=3146
HR, 0.86 HR, 0.70
(0.76-0.98) (0.58-0.85)

TRITON-TIMI 38 Diabetes Subgroup: Safety

Acute Corona
ava'mOMEs Y Wiviott SO, et al. Circw/anion. 2008;118:1626-1636 |

% ® Clopidogrel = Prasugrel
3
o
=
b~
@
=2
@ 25 4
~—
=
=
=
=
—
0 .
No Diabetes Patients With diabetes
n=10,462 n=3146
HR, 1.43 HR, 1.06
(1.07-1.91) (0.66-1.69)

Acute Corona ro i
asvhoccomts Y Wiviott SD, et al. Circulation. 2008:118:1626-1636. heart., .P‘i".{f‘ L A



Clopidogrel Less Effective in Renal
Dysfunction

HR for Efficacy Primary Risk
Creatinine Clearance (95% C1) Total N Endpoint (%) Reduction {%)
Clopidogrel
< 60 mil/min 7 95 178 131 a4
g 60-90 mi/min .4 672 10.3 128 20
& >90mi/min  Ht—r 331 44 104 58
w <64 mi/min ——t 4087 134 149 -11
o 64812 mi/min LB 4075 75 108 32¢
2 81.2 ml/min o 4091 66 85 -26°
L ) 1 4 | | | | | | |
0S50 060 070 080090 100 120
« > 3 :
Clopidogre! Better Placebo Better Significant RRR or significant
interaction between subgroups
mm From Montalescot G, et al. Circvlation. 2010,122:1049-1052
a SYNDROMES Fepublished with permiassion L&t"' MedscapeCME



e — ——

TIMI Major Bleeding (%)

%"

. Ll
o - Y i WV VR eser Y Bl |3 Swail iy _" 71 "‘:}
G TIMI Major Bleeding by CKD

PLATO N = 15,202 ACS patients
(3237 with CKD) ® NoCKD
7 with C =

Clopidogrel Ticagrelor

Clopidogrel = 300- to 600-mg loading dose (LD), 75-mg
maintenance dose

Ticagrelor = 180-mg LD, 90 mg twice daily
Ticagreloris an investigational agent

James S, et ol Circulation. 2010;122:1056-1067. h&arte, MadscapeCME




Risk of Major Bleeding in RE-LY Trial: Age

Dabigatran 110 mg vs warfarin Dabigatran 150 mg vs warfarin
P foter) P imter)
Age < 65 - Age<65 ~B—
Age 65-74 . Age 65-74 —i
Age2 75 0003  Age275 —&— 0001
050 100 150 050 1.00 150
Dabigatran Better  Warfarin Better Dabigatran Better  Warfarin Better
hp:/fspal pradaa. comycontent/dam/internet/che/pradaxa/co
m_COPY/documents/SmPC%20E nglish%20version%20anx_1040
49_en_O4Aug2011.pdf
kamnia&v Eikelboom IW, et al. Circulation. 2011;123:2363-2372 heart., Medscape

Risk of Major Bleeding in RE-LY Trial:

Creatinine Clearance

Dabigatran 110 mg vs warfarin Dabigatran 150 mg vs warfarin
P porer) P fiter)
CrCl< 50 —— CrCl< 50 —
CrC150 =79 - crcl -
CrC180+ D 12 CrC180+ —— 68
0.50 1.00 1.50 0.50 1.00 1.50
Dabigatran Better  Warfarin Better Dabigatran Better ~ Warfarin Better
http//spat. pradaxa comfcontent/dam/internet/che/pradaxa/c
om_COPY/documents/SmPCH20English%20verson’ 20anx_10
.mmn- 4049 _en_04Aug2011 pdf o .
Q b Eikelboom JW, et al, Circulotion, 2011;123:2363-2372 @t"v Medscape




TRITON-TIMI 38: Post-hoc Analysis in
Patients Who Underwent CABG

N = 346 patients who underwent CABG at some stage during 15-

month follow-up
85% elective, nearly all resumed drug < 7 days post-op

B Clopidogrel
W Prasugrel
6
6/85
Oorn
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PLATO: Outcomes in CABG Patients
(N =1261; Drug discontinued < 7 days)

@ Clopidogrel
HR: 0,84 (0.60-1.16) B Ticagrelor
P=29
HR: 0.49 (0.32:0.77)
8 131 P<.01
L
B 9.7
8
2 5
g
04

CV Death/MI/Stroke Death

Clopidogrel = 300 to 600-mg load, 75 mg daily
Ticagrelor = 180-mg load, 90 mg twice daily

yamm Maddsc asmms " Held C, ot alJ A Coll Cordll. 2010;57:672.684 % Makscape

CABG and P2Y12 Inhibitors seccation




E - . { o 5 3

09

11 0521

HW Herman CR, et al. Ann Thovae Surg. 2010:89:397.402,  iGiartey Madscape




Elderly - Women
Diabetes mellitus
Stroke (history or not)
PVD

CABG

C KD (patients with CKD were excluded from75%
of published CAD trials) Kidney Intern 2006
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There is understandable desire on the part of
both practitioners and investigators for refine-
ment of the overall findings of any randomized
trial. For practitioners, there is the desire to know
more about risks and benefits for their specific
patients. For investigators, the massive effort of
a major international clinical trial seems to war-
rant more than one hypothesis-testing P value.
Unfortunately, this exploration of the data, gen-
erally termed subgroup analyvsis, is notoriously
fraught with multiple hazards, especially the play
of chance and uncontrollable confounders.** '3
Indeed, there are numerous examples from ran-
domized trials in which an apparently important
differential response to therapv suggested by a
subgroup analysis generated a hypothesis that
was subsequently refuted in a trial designed to
test that hypothesis.*?



