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Clinical scenario




Patient’s profiles

» Name: +k(O3%

» Age: 75y/o

» Sex: female

» Chart number: 20757697

» Date of admission: 101/11/27




Brief history of case

» A 75-year-old female has the history of
> Hypertension without medicine control
> Type 2 diabetes mellitus without medicine control
who was admitted due to bilateral lower lung
pneumonia and urinary tract infection.

» She has just suffered from cerebrovascular accident in
this August, with sequela of right hemiplegia.

» To avolid of secondary stroke, anti-coagulant agent
was necessary.




Background questions



What kind of anti-coagulant agents is
used to prevent secondary stroke?

» Aspirin
> Inhibiting the enzyme cyclooxygenase
» Clopidogrel
> Inhibiting ADP-dependent platelet aggregation

» Dipyridamole
- Adenosine reuptake inhibitor

» Other agent:
> Ticlopidine

> Cilostazol

o Triflusal

I UploDate.
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What is the common side effect of anti-
coagulant agent?

» Aspirin
o Gastrointestinal upset, gastrointestinal bleeding
» Clopidogral
> Rash and diarrhea
> Lower frequent of gastric upset or gastrointestinal bleeding

» Dipyridamole
> Headache

I UploDate.




What is the common anti-coagulant
regimen to prevent secondary stroke?
» Aspirin monotherapy

» Clopidogral monotherapy

» Combined therapy
> Aspirin + dipyridamole

- I UploDate.



Foreground question



PICO

Patient

Comparison

Outcome

Patient suffering from
cerebrovascular accident

Intervention |Aspirin + dipyridamole

AspIrin

Rate of recurrent stroke
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Uptodate

» The beneficial effects of aspirin and dipyridamole for
secondary stroke prevention appear to be additive such
that the combination of aspirin-extended-release
dipyridamole is significantly more effective than
aspirin alone for stroke prevention.

I UploDate.
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Aspirin plus dipyridamole vs aspirin alone to prevent vascular
events after minor cerebral ischemia at mean 3.5 years}
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Dipyridamole for preventing stroke and other vascular events in patients
with vascular disease

Els LLM Ce En:hr'g.-'-xer‘?, Ale Algra1'x, Jan wan
Giin3 The Cochrane Library

» For patients who presented with arterial vascular
disease, there was no evidence that dipyridamole, in the
presence or absence of another antiplatelet drug
reduced the risk of vascular death, though it reduces the
risk of further vascular events. This benefit was found
only In patients presenting after cerebral ischaemia.
There was no evidence that dipyridamole alone was
more efficacious than aspirin.
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Objectives

» to systematically review randomized controlled trials
comparing aspirin plus dipyridamole with aspirin
alone In patients with minor stroke and TIA to
determine the efficacy of these agents in preventing
serious vascular events, including recurrent stroke




Criteria

» Randomized control trials
» Patients: with a history of stroke or TIA
» Outcome:

> Endpoint 1: prevention of stroke

> Endpoint 2: prevention of myocardial infarction and
vascular death or the composite end point




Results

Table 1. Aspirin and Dipyridamole: Total Daily Dose

and Formulation

ASA+DP

ASA
Caneschi et al*® 300 mg
Guiraud-Chaumell et al'? 990 mg
AICLA™® 990 mg
ACCSG' 1300 mg
ESPS-29 50 mg
ESPRIT® 75 mgt

ASA 150 mg+IR-DP 225 mg
ASA 990 mg-+IR-DP 150 mg
ASA 990 mg+IR-DP 225 mg
ASA 1300 mg-+IR-DP 300 mg
ASA 50 mg+ER-DP 400 mg
ASA 75 mgt-+DPt 400 mg

ASA Indicates aspirin; IR-DP, immediate-release dipyridamole; ER-DP,

extended-release dipyridamole.

$83% ER-DP, 17% IR DP.

i

tMedian dose. Allowable dose of ASA 30—-325 mg.



Results

composite outcome

of nonfatal stroke, nonfatal
myocardial infarction, and
vascular death

A nonfatal stroke B
Relatve Risk (95% CI) Relatve Risk (95% CI)

Caneschi’ —t 064 (015272)  GuraudeChaumel - 117 (053256)
Guiraud-Chaumell : 027(003237)  AICLA ' 0.95 (0.60-1.51)
AICLA e 0.98(0.501.91)  ACCSG — . 0.92 (0.70-1.21)
ACCSG e 083 (055+1.26)  ESPS2 n 085 (073098)
ESPS2 B 074(0604091)  ESPRIT " 0,78 (0/64-096)
ESPRIT : 0.79 (0611.01) |
Summary ‘' 077 (06709) | Summary ¢ 0.85 (0.76-0.94

Favors aspirin , Favors Favors aspirin ' Favors

+ dipyridamole | aspirin + dipyridamole | aspirin

|

0,01

| | I

003 010 032

Risk Ratio (95% Cl)

I
1,00

|
350

| | I | |

05 07 10 14 19 26

Risk Ratio (95% Cl)



Results

Table 2. Results for Stroke-Alone End Point and the Composite End Point

Study Aspirin+DP ~ Aspirin Stroke Stroke/MIVascular Death

Patients Patients ~ Aspirin+DP  Aspirin Events RR Aspirin+DP  Aspirin Events RR

(n) (n) Events (n) M (95% CI) Events (n) (n) (95% Cl)

Caneschi et ale° 22 14 3 3 0.64 (0.15-2.72) - -
Guiraud- 138 147 1 4 0.27 (0.03-2.37) 12 11 1.17(0.53-2.56)
Chaumell
et al'7
AICLAT® 202 198 16 16 0.98 (0.50-1.91) 30 3 0.95 (0.60-1.51)
ACCSG'™ 448 442 38 45 0.83 (0.55-1.26) 79 85 0.92 (0.70-1.21)
ESPS-29 1650 1649 137 186 0.74 (0.60-0.91) 212 321 0.85(0.73-0.98)
ESPRIT™ 1363 1376 99 127 0.79 (0.61-1.01) 149 192 0.78 (0.64-0.96)
Total Population 3623 3826 294 381 0.77 (0.67.-0.89) 542 640 0.85(0.76.-0.94)

n indicates the No. of patients or events in each subgroup; DP, dipyridamole; MI, myocardial infarction; RR, relative risk.

N



Results nonfatal stroke

immediate-release dipyridamole extended-release dipyridamole
A B
| !
| I
Caneschi - ESPS-2 i :
Guiraud-Chaumeil - ; ESPRIT B
AICLA +
ACCSG R

|
[
Overall RR0.83 | Overall RR0.76
(95% Cl,0.59-1.15) [ (95% Cl,0.65-0.89)
|
[

Summary i Summary ‘

-y N N N N O N O O - W W . .

Favors aspirin | Favors Favors aspirin
+ dipyridamole | aspirin + dipyridamole
I T T 1 1 1 I T T
0.01 0.03 0.10 0.32 1.00 3.50 0.60 0.71 0.85 .0

Risk Ratio (95% Cl) Risk Ratio (95% Cl)




Meta-analysis of composite outcome of nonfatal
Results stroke, nonfatal myocardial infarction, and
vascular death

A immediate-release dipyridamole B extended-release dipyridamole
I !

Guiraud=Chaumeil : - ESPS-2 + :
AICLA m ESPRIT ] |
ACCSG .
- .

I 1

1 1

Overall RR 0.95 : Overall RR 0.82 :

(95% Cl1,0.75-1.19) ] (95% CI,0.73-0.92) I

I )

I I

Summary i Summary ’ i
I !

Favors aspirin | Favors Favors aspirin j

+ dipyridamole j§ aspirin + dipyridamole i

I I T T T | r I I 1

0.5 0.7 1.0 14 19 26 0.60 0.71 0.85 1.0

Risk Ratio (95% CI) Risk Ratio (95% CI)




Conclusion

» The combination of aspirin plus dipyridamole is more
effective than aspirin alone in preventing stroke and
other serious vascular events in patients with minor
stroke and TIAs.

» Aspirin-extended-release dipyridamole is more
effecetive than aspirin monotherapy.
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Q1: What question did the systematic review
addressed? (¢t 2 LML B B BE Z AR RIRE AT 7)

» P: Patients with a history of stroke or TIA
» | 2 Aspirin plus dipyridamole
» C: Aspirin monotherapy
» O (end point):
> Endpoint 1: prevention of stroke

- Endpoint 2: prevention of myocardial infarction and vascular
death or the composite end point

FEL K T yes




Q2: Is it unlikely that important, relevant
studies were missed? (F A B BB T E 8 XEL?)
AR L TR AT RE ¢ 7

-£ & 93 L B 4-Medline, Cochrane, EMBASE ¥

Y 2= i 1
-A R AT < ”F.'\#i

-3 % w2 ¢ FLMESH term % text words

ARBAT L 5 3 Rk

- B SR Bul Y AT R 7

» Search from MEDLINE: Randomized, controlled trials
» Cochrane Database: Systematic of reviews

» Other: the reference lists of all relevant publications

FEL) & o Unclear




Q3:Were the criteria used to select articles for
inclusion appropriate? GE#HE X RReI E B :E 5 7?)

?H%ﬁrii%{ﬂirﬁ»J£rﬁ%Jéiﬁﬁm
(R ehdy @ oo 385 A FehdlE ~ A~ ipfh e 2 A k@

F|F s F BB TS R R AT S A 2 S g R

Item Inclusion criteria

Patient’s patients with previous noncardioembolic

characteristics stroke or TIA

Intervention: Immediate-release, extended-release
dipyridamole, or both formulations

Outcome Primary end point: prevention of stroke

Additional end points: myocardial infarction
(MI) and vascular death or the composite

Type of studies randomized controlled trials

gy FEL 2L yes




Q4: Were the included studies sufficiently valid for

the type of question asked? (GE £ &) Xk A L & & A7
f] & F] ")

FERRE L R T v R R 2R RT (FL ST

) uatﬂ xm Pﬁﬁ”&% RS F AT iosg e B

» Definition of high quality:
> Double blinded concealment of treatment allocation,

o provided assessment of compliance and completeness of
follow-up

> blinded outcome adjudication
» But lack of objective scale to evaluate quality...

FEZ A Cunclear




Q5: Were the results similar from study to study? %
m*%%%ﬁM?

- ‘ﬁ‘-’"‘%xkj;ﬂ m‘é:—%)a =

Pl F SR ALY

- P\?-B‘i:a,l,,ﬁ-étj‘j‘;}“;?‘fj»x

y & 3 meta analy3|s TR EE
FARE rwi ik ehh Fle 4R o

FEL)EE Cunclear




Apply




Apply to this case
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Other need to know~

» Dosage of Aspirin and Dipyridamole
» Side effect of Dipyridamole
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THE END

~ Thank you for your attention ~




