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Platelet activation is increased in peripheral arterial
discase

K. Cassar, MD, FRCS(E),* . Bachoo, FROSGen Surg),® 1 Ford, PhiD;: M. Greaves, MD, FROP,
FRCPaeh.* and 1. Briteenden, MI H + Al e, Scorlnm
(J Vasc Surg 2003;38:99-103.)

* Observational study: controls, claudicants,
criticals — 100 subjects

* P-selectin — marker of platelet activation
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Platelet activation- P-selectin
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Joint British recommendations:
1998

* Patients with PAD should be managed in
the same way as those with established

coronary heart disease




T = IO Anti-thrombotic Trialists’
Collaboration Meta-analyses
(2002)

Antiplatelet Therapy in Peripheral Arterial Disease. 1 3123 patlents Wlth Intermittent CIaUdlcatlon
Consensus Statement in 26 trials

Peripheral Arterial Diseases Antiplatelet Consensus Group
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Are National Cardiac Guidelines being Applied
by Vascular Surgeons?

K. Cassar.’ J. J. F. Belch® and J. Brittenden™

Wascular Surgical Unit, University of Aberdeen, Aberdeen; and *Peripheral Vascular Discase Research Unit,
University of Dundee, Dundee, Scotland, UK

Introduction. National candiac g uidelines recomamend that patients with in erpittent claudication should be managed in
the same way as those with established coronary heart disease. This survey ainted to determine the attifudes of wascular
comsultants f risk factar management in new patients attending their out patient clinic
Methods. An ananymous pastal questionnaire was sent to all 394 members of the Vascular Surgical Saciety in June 2002
Questions were asked about the. cs: serum cholesterol levels, the diabetes, antiplatelet therapy,
exrse rgimens, bloal presure,thrombopls, smoking and he availability of ocal guidelines and expertie
Results. A repon 5% d. Most (85%) coneultants would measure a random cholesterol, but 4%
ter than 5.5 ol Furthermore, 23% would inappropriatey use
7 garter of cnsultants would ot seren for dicbeesor mensure
% would recommend nicotine replacement therapy. Only
Horoafom The majority (56%) did nof hate local
nskjmw munup(x mrmuu ines, only 16% adcces 1o douco dar physician, and 65% would prefer to hae this expertise
avanlable for diffcult cases
Discussion. Managentent of major risk factors was found fo be sub-opfintal. Thus guidelines for the prevention of coronary
discase in clinical practice are not being appiied fo clnudicants.
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Management of secondary risk factors in patients with Management of secondary risk factors in patients with
intermittent claudication intermittent claudicati
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The CAVA Study

A randomised, double-blind, placebo
controlled trial of clopidogrel and aspirin
versus aspirin alone in patients undergoing
endovascular intervention for claudication

K Cassar, | Ford, M Greaves, P Bachoo, J Brittenden
Departments of Medicine and Therapeutics, and
Vascular Surgery, University of Aberdeen; Vascular
Unit, Aberdeen Royal Infirmary

Hypothesis

In patients undergoing PTA/stenting
clopidogrel and aspirin in combination reduce
platelet activation and platelet responsiveness
more effectively than aspirin alone

Power calculation: 100 patients p<0.05, a=0.8

(Moshfegh et al; 2000 J Am Coll Card 36:699-705)
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<myocardial inforction; PAD=periphéral arterial disease.

Restenosis and reocclusion

Patency after SFA/pop PTA

@ Immediate Success
Rate
O 1 year patency

94
74
W 2 year patency
¥ [ 3 year patency
@ 4 year patency

Karch LA et al. J Vasc Surg 2000; 31:880-7

STUDY DESIGN
(double blind RCT)

100 CLAUDICANTS

randomisation

Intervention 1

50 ASPIRIN+PLACEBO 50 ASPIRIN + CLOPIDOGREL

ANGIOPLASTY

Intervention 2




Outcome measures Blood Samples
* Primary
— Platelet activation ﬂ
* Platelet P-selectin expression N
« Platelet fibrinogen binding Baseline
— Platelet responsiveness to stimulation
» ADP-stimulated platelet fibrinogen binding

1hr pre PTA

1hr post PTA
24hr post PTA

*=administration of loading dose
of clopidogrel or placebo

30day postPTA

Statistical Analysis Results: flow of participants

SPSS Version 10.1 1 1

ANOVA:mixed factorial €5: 67:

P<0.05 statistically significant (75mg Aspirin + (75mg Aspirin +
. . , Placebo) 75mg Clopidogrel

Chi-squared test/Fisher’s exact test:

differences in adverse events between the 1 1

two groups 49 Angioplasty 54 Angioplasty

No patients were lost to follow-up

Characteristic Placebo Clopidogrel
(n=65) (n=67) . i
Males:females 50:15 52:15 P-selectin expression
Mean Agelyears (Range) 65.4 (46-80) |66.1 (43-80)
Smoking (%6) [ s
never 3 (46) |5 (7.5 5 © easeine
ex-smoker > lyear 27 (415) |28 (418) 4 ssci
ex-smoker < 1 year 13 (20.0) |11 (16.4) z o pTA
smoker 22 (33.8) |23 (34.3) £ [?i%c' .
Diabetes (%) 11 (16.9) |12 (17.9) 3 { :%:‘:‘
a © 26hvpostPTA
Mean Serum cholesterol 3.68 (2.23) |4.15 (2.02) s sss0ci Betweeen subjects
mmol/L (STD) Ealaia ANovA P=0.03

placebo clopidogrel

(Drop in clopidogrel
Ankle Brachial Pressure Index 0.63 |0.65 group group: 27-37%)
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[ st
@ Baseline
95% I
Ihrpre PTA
[ oscn
@ 1hrpostPTA
[ oswct
@ 240 postPTA
95%Cl Betweeen subjects
ESERE ANOVA P=0.026
(Drop in clopidogrel
group: 31-40%)

Adverse Events

 No difference in bleeding complications

* No patients required surgical intervention

for bleeding

Conclusion

¢ The combination of aspirin-clopidogrel may:
— reduce the risk of cardiovascular events

— reduce the incidence of restenosis and reocclusion after
peripheral angioplasty in claudicants

« Need for Randomised controlled trials with
clinical outcome measures

ADP-stimulated fibrinogen binding
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Results

[ oswci
@ Baseline
953 CI
1hr pre PTA
[ oswa
@ 1hrpostPTA

[ eswai

@ 24hi t PTA .
@ 24hrpos Between subjects

s cl ANOVA:
30day post PTA| P<0.001

(Clopidogrel group:
drop 49-57%)

« Clopidogrel-aspirin combination compared
to aspirin alone significantly reduces:

platelet activation and

platelet responsiveness to stimulation

Is the antiplatelet drug having an
antiplatelet effect in this patient?

Aspirin Resistance




Clopidogrel resistance? Future research

» Development of reliable simple point-of-
care test of platelet function:

— To allow correlation between platelet activation
and risk of vascular events

— to guide use of antiplatelet treatment
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