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PICO1

P Middle-aged man, ischemic stroke,
UGI bleeding

I Other treatment (aspirin + antiulcerant)

Clopidogrel

Benefit : Stroke prevention (2nd prevention)
Harm : UGI bleeding, economic
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PICO2

P Middle-aged man, suspected osteoporosis

| Calcium supplement

Placebo, Other Tx

Benefit : prevent osteoporosis and fructure
Harm : prostate cancer risk
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EfTﬂDate-.
Background knowledge

Antiplatelet therapy for secondary prevention of str oke(2009)

So far therapeutic strategy:
»Aspirin -, clopidogrel , and the combination of aspirin plus
extended-release dipyrudamole  (ER-DP) (Aggrenox) are all
acceptable options for preventing recurrent noncardioembolic
ischemic stroke.
»>using either clopidogre | (75 mg daily) as monotherapy, or the
combination of aspirin plus ER-DP (25 mg/200 mg twice a day),
rather than aspirin (Grade 2A).
»Aggrenox contains aspirin and should not be used in patients
who cannot tolerate aspirin. Clopidogrel (75 mg/day) is an obvious
alternative for patients who cannot tolerate aspirin.
Ticlopidine should be reserved for patients intolerant of aspirin and
clopidogrel.
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Focused PICO

P Middle-aged man, ischemic
stroke, UGI bleeding

I Treatment (Aspirin, anticoagulant...) il U
+ antiulcerant (antacid, PPI...)
e A
r ~ Antiplatelet drug W R
ad Clopidogrel, Ticlopidine
(Clopidog P ) SR/MA/RCTs

Benefit : Stroke prevention (secondary
prevention), prevent cardiovascular risk
Harm : UGI bleeding, economic
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Middle-aged man, ischemic Middle-aged man, ischemic
P stroke, UGI bleeding cerebrovascular disease,
gastrointestinal hemorrhage
Treatment + antiulcerant Aspirin, anticoagulant + Anti-Ulcer
| Agents, antacid, proton pump inhibitor
Antiplatelet drug Platelet Aggregation Inhibitors,
C Clopidogrel, Ticlopidine
Benefit : Stroke prevention (2nd | Benefit: recurrent stroke
O | prevention), prevent Harm: Gastrointestinal Hemorrhage,
cardiovascular risk cost

Harm : UGI bleeding, economic

oy, : :
r’;;}:ﬂTafchung Velterans General Hospital



L AR 2
R

B Database:
B Cochrane for SR
B PubMed for potential SR/MA/RCTs

M Boolean searching
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P b d YOV
“"me . PubMed Search

ational I'" itutes f—:: t

3drch ost Recent Queries
729 Search {{(1(((#5) OR #21) OR#17) OR &#7) OR| OR (#26 OR #15)) AND -w' nalysis, Randomized Controlled Trial, [iddle Aged: 4564 22

years, published in the last 5 years Field: Title/Abstract
228 Search {({(((1#5) OR#21) OR#17) OR#T) OR) OR (#26 D
726 3earch ("Proton Pump Inhibitors"[Mesh] OR "Praton Pump Inhibitors " [Pharmacological Action])

724 Search ("Antacids"[Mesh] OR "Antacids “[Pharmacological Action] OR "Anti-Ulcer Agents"[Mesh])

721 Search "Platelet Aggregation Inhibitors"[Mesh] OR Platelet Aggregation Inhibitors OR Antiplatelet

#17 Search "clopidogrel "[Substance Name]OR CLOPIDOGREL

#13 Search "Gastrointestingl Hemorrhage"[Mesh] OR Gastrointestinl Hemaorrhage OR Gastrointestinal BLEEDING
#11 Search Ischemia, brain[MULTI] AND STROKE

#1 5earch ("Anticoagulants”[Mesh] OR "Anticoagulants "[Pharmacological Action] OR "Coumarins"[Mesh] OR "Antithrombins" [Mesh]) OR
ANTICOAGULANT

2 Search (“Aspiin"[Mesh] OR Jaspirin, dipyridamole drug combination "[Substance Name]) OR ASPIRIN
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gE2 AP * £ PICOJ; ¥
¢ PICO s ReT PG -
Cochrane 39 38 1 0 0 1
PubMed 73 71 0 2 0 2

Esomeprazole With Aspirin Versus Clopidogrel for Prevention of
Recurrent Gastrointestinal Ulcer Complications. KAM—CHUEN LAl, et al.
Clinical Gastroenterology and hepatology 2006;4:860—-865

Clopidogrel plus omeprazole compared with aspirin plus omeprazole

for aspirin-induced symptomatic peptic ulcers/erosions with low to

moderate bleeding/re-bleeding risk — a single-blind, randomized

controlled study. NG FH et al Aliment Pharmacol Ther 2004; 19: 359-365.

IQ_LQLMMVEI*SUS antiplatelet therapy for preventing
further vascular events after transient ischaemic attack or

minor stroke of presumed arterial origin (Review)

Algra A, De Schryver ELLM, van Gijn J, Kappelle L], Koudstaal ]
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Middle-aged man, ischemic

stroke, UGI bleeding

Treatment + antiulcerant

Antiplatelet dru

C P g

0 Benefit : Stroke prevention
(2nd prevention)
Harm : UGI bleeding,
economic

T
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18.8-53.6 y/o, GU, DU

Aspirin 100mgday

20mg esomeprazole
Plavix 75mg/day

Recurrent ulcer
complication

8 wks later UGI scope
(after HP eradication

RCT (double blind)

r’;;ﬂ?’afchung Velterans General Hospital

18-85 y/o, 2nd prevention
for CAD, PAOD, ischemic
stroke, TIA

GU, DU, Aspirin 100mgday
Plavix 75mg/day
20mg omeprazole/day

Placebo

Treatment success rate

8 wks later UGI scope

RCT (single blind)
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=z 1 E 1 NHI Critical Appraisal Skills Programme (CASP) - RCT

sz & (validity) 4 47 Kam-  NGFH
Kuenm 2004
2006
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=z 1 E 1 NHI Critical Appraisal Skills Programme (CASP) - RCT

Clopidogrel 94% (62/66)
AE: No adverse

sz & (Impact) 4 +7 Kam-Kuenm 2006 NG FH 2004
= % Hodg R A Ulcer treatment success rates Recur_rent_ ulcer
Aspirin were 95% (57/60) complication

Aspirin were 0% (0/100)

Clopidogrel 14% (14/100)
AE: No adverse

A FER

i

OR: 0.03, 95% CI 0.03-0.50, P=(
.039).

) OR: 0.013, 95% CI 6.3%-
20.9%; P=0 .0019).

NNT (Kam-Kuenm 2006) —

NNT (NG FH 2004) — 7.14

100 Placeb
L ]
{control)

Hearing a
improve

Hearing C

no

improve

Relative risk reductio

B ﬂTafchunq Veterans General Hospital | Senfidence Intervals

Interventi
o
[{experime
nt)

b Control event
rate
(CER)=af(atc)=

d Experiment
event rate
(EER)=bfih+d)=

n (RRR) = (CER-EER)/(CER)

Absolute risk reduction (ARR) = CER-EER =
MNMumber needed to treat (NNT)= 1/ARR =
Relative risk (RR) = EER/CER =

on the ARR:

L




Recurrent ulcer complication -
Aspirin+PPI vs clopidogrel+PPI

c/c+d a/la+b OR = a/a+b =+ c/c+d

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Fvents  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
kam-Chuem 20086 0 100 4 100 79.9%  0.03([0.00, 0.480]
Mg FH 2004 3 Al 4 BE 201%  0.82[017, 3.80] —
Total (95% CIy 160 166 100.0% 0.19[0.06, 0.59] ".'
Total events 3 18 | | |

Heterogeneity: Chi*=513, df=1(F=0.02) F=81%

Testfor overall effect Z= 287 (P = 0.004) Qooz o1 110 500

Favor Aspirin + PPI Favor clopidogrel + PPI
Weighting (wi) = 1/ variance
Overall estimate: log (RR) = Z W*log (RR)/ Z W;

Review Manage 5
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Systematic review
- Anticoagulant vs antiplatelet
2nd prevention

Oral anticoagulants versus antiplatelet therapy for preventing
further vascular events after transient ischaemic attack or
minor stroke of presumed arterial origin (Review)

Algra A, De Schryver ELLM, van Gijn J, Kappelle L], Koudstaal PJ
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Bote 7%

P Previous transient ischaemic attack or
minor stroke of presumed arterial origin

| Oral anticoagulant
Antiplatelet drug

Recurrent stroke, death, bleeding

> 6 month

w =400
< < << =< <

Meta-analysis
#HEHF2 T & LRCT
#&F FH R % Cochrane/medline/EBMbase ( 3% # & B+ & 2005/02 )

225 5HRCT (% 4076:*"”‘4%i )
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}Ecurrem Ischaemic stroke

Study or subgroup Anticoagulation Antiplatelet Risk Ratio Weight Risk Ratio
n/M n/M M-H,Fixed,25% Cl M-H,Fixed,35% Cl

| INR 2.1 - 3.6

Garde 1983 7/ 14 6127 = 252 % .30 [ 045, 3.75 ]

Qlsson 1980 | /68 367 " 134 % 033 [0.04, 3.08]
Subtotal (95% CI) 182 194 ————— 38.6 % 0.96 [ 0.38, 2.42 |
Total events: 8 (Anticoagulation), 2 (Antiplatelet)
Heterogensity: ChiZ = 1.19,df = | (P =027); 2 =16%
Test for overall effect: Z = 0.08 (P = 0.93)
2INR 30 -45

SPIRIT 1997 |4/651 I 4/665 23 614 % 1.O2]049, 213 ]
Subtotal (95% CI) 651 665 —L 61.4 % 1.02 [ 0.49, 2.13 ]

Total events: 14 {Anticoagulation), 14 (Antiplatelet)
Heterogeneity: not applicable

Test for overall effect: Z = 0.06 (P = 0.95)

Total (95% CI) 833 859 - 100.0 % 1.00 [ 0.56, 1.77 ]

Total events: 22 (Anticoagulation), 23 (Antiplatelet)
Heterogeneity: ChiZ = 1.19, df = 2 (P = 0.55); 12 =00%
Test for overall effect; 2 = 0.00 (P = 1.0)

ol 02 05 | 2 b Q0
Oiral anticoagulants’  antiplatelet theraoy
Anticoagulantstp #&*+antiplateletirecurrent ischaemic strokie ' RR=1.00
(95% CI. 0.56-1.77)



major bleeding complication

/4
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Study or subgroup Anticoagulation Antiplatelet Risk Ratio Weight Fisk Ratio
i /M M-H Fixed 5% O M-H Fixed 35% O

| IMNR 1.4 - 2.8 concealed randomisation

WWARSS 2001 381103 30/1103 T 1000 % |27 [ 079,203 ]
Subtotal (95% CI) 1103 1103 100.0 % 1.27 [ 0.79, 2.03 |
Total events: 3B (Anticoapulation), 30 (Antiplatalst)
Heterogenerty not applicable
Test for overall effec: £ = 098 (P = 033)

gl 02 Q% | 2 5 10

Favours AC Favours Antiplatelet

Oral anticoagulants  antiplatelet therapy

Anticoagulantstp #& >+ antiplatelet: Major bleeding complication. *4 RR=1.27

(95% Cl: 0.79-2.03)
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#P2KG FH 2004 . ﬁéﬁ’»AIgra 2009
o 3 Aspirin+ PPI « % 3#mAnticoagulants
clopidogrel+PPI antiplatelet
— % 0% 3 ,g—}; 1B F4F — Recurrent ischaemic
(OR: 0.03, 95% CI 0.03-0.50, stroke & *& RR=1.00 (0.56-

1.77)

— Major bleeding
complication & *&
RR=1.27(0.79-2.03)

_ ‘E‘b .;EL.' é‘i‘—;.l. I %:_ﬂ

P=0.039)
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EBCPGE H v ;5 2 b ik

Aspirin 100mg QD 521 +
Clopidogrel 75 mg QD %1200
Warfarin 5mg QD %100
PPI QD %1200
P& ST PR A€ 4% p UpToDate
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Aspirin+ PPI T BRI H- X
clopidogrel+PPl *% 14 § 34 o

#5414 4 (OR: 0.03,

95% CI 0.03-0.50,

P=0 .039)
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Thank you for
your attention @
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