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Summary of recommendations

1 - Clopidogrel plus aspirin versus aspirin alone for minor ischemic stroke or high-risk TIA

Strong Recommendation

In patients with high risk TIA and minor ischemic stroke, we recommend starting dual antiplatelet therapy using aspirin and clopidogrel as

compared with single agent therapy within 24 hours of the index event.

Strong Recommendation

In patients with high risk TIA and minor ischaemic stroke, we recommend administering dual antiplatelet therapy for 10-21 after the

index event rather than continuing for longer than 21 days.

2 -
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1 - Clopidogrel plus aspirin versus aspirin alone for minor ischemic stroke or high-risk TIA

Strong Recommendation

In patients with high risk TIA and minor ischemic stroke, we recommend starting dual antiplatelet therapy using aspirin and clopidogrel as

compared with single agent therapy within 24 hours of the index event.

Practical Info

Brain imaging
All patients in the trials underwent imaging of the head with either CT or MRI to rule out haemorrhage prior to initiating dual antiplatelet
therapy. Wherever possible, this should be performed. In patients who have not had intracranial hemorrhage ruled out, the dual
antiplatelet therapy will cause more harm and have less benefit than stated in the evidence profile. In situations where brain imaging is not
available, we believe that dual antiplatelet therapy should generally not be used.

Stroke severity
Patients with more severe strokes (ie., NIH Stroke Scale score >3) have a greater chance of haemorrhagic transformation and
complications. The balance of benefits and harms in patients with more severe strokes are uncertain, but the harms are probably greater
in patients with very severe strokes.

Key Info

Rationale

The benefits of clopidogrel in addition to ASA appear to outweigh the harms and inconveniences for almost all patients: almost all patients
would find the reduction in risk of stroke very important.

Benefits and harms

ASA plus clopidogrel reduces non-fatal recurrent stroke in the first 90 days by approximately 1.9%, and probably the risk of moderate
or severe functional disability by approximately 1.4%, and of poor quality of life by approximately 1.3%.

ASA plus clopidogrel results in small (0.2%) increase in moderate to major extracranial bleeding events and a small increase in the risk
of minor extracranial bleeding events by approximately 0.7%.

Substantial net benefits of the recommended alternative

Quality of evidence

The quality of evidence across outcomes is moderate to high. Some outcomes were rated down from high to moderate for
imprecision.

Moderate

Preference and values

The panel believed that most patients would consider a stroke considerably worse than an extracranial bleed.

No substantial variability expected

Resources and other considerations

Clopidogrel is typically inexpensive, especially when used for a very short time. Clopidogrel and ASA are almost certainly cost
effective compared to ASA alone.

No important issues with the recommended alternative

Clinical Question/ PICO

Population: Patients with minor ischemic strokes or high-risk TIA
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Intervention: Clopidogrel and aspirin

Comparator: Aspirin alone

Outcome
Timeframe

Study results and
measurements

Absolute effect estimates

Aspirin alone Clopidogrel and
aspirin

Certainty in
effect

estimates
(Quality of
evidence)

Plain text summary

All non-fatal
recurrent stroke

Relative risk 0.7
(CI 95% 0.61 - 0.8)

Based on data from
10,301 patients in 3

studies. 1 (Randomized
controlled)

Follow up 90 days

Difference: 19 fewer per 1000
( CI 95% 25 fewer - 13 fewer )

63
per 1000

44
per 1000

High

Dual antiplatelet therapy
has a small but important

benefit in reducing
recurrent strokes

All-cause
mortality

Relative risk 1.27
(CI 95% 0.73 - 2.23)

Based on data from 9,690

patients in 2 studies. 2

(Randomized controlled)
Follow up 90 days

Difference: 1 more per 1000
( CI 95% 2 fewer - 4 more )

5
per 1000

6
per 1000 Moderate

Due to serious

imprecision 3

Dual antiplatelet therapy
probably has little or no

impact on all-cause
mortality

Moderate or
major

extracranial
hemorrhage

defined by
individual study

(no-fatal)

Relative risk 1.71
(CI 95% 0.92 - 3.2)

Based on data from
10,075 patients in 3

studies. 4 (Randomized
controlled)

Follow up 90 days

Difference: 2 more per 1000
( CI 95% 0 fewer - 7 more )

3
per 1000

5
per 1000

Moderate
Due to serious risk

of bias and some

inconsistency. 5

Dual antiplatelet therapy
probably results in a very
small, possibly important
increase in moderate or

major extracranial
bleeding.

Functional
disability

measure by
modified Rankin
Scale (mRS: 2-5)

(Non-fatal)

Relative risk 0.9
(CI 95% 0.81 - 1.01)

Based on data from 9,690

patients in 2 studies. 6

(Randomized controlled)
Follow up 90 days

Difference: 14 fewer per 1000
( CI 95% 27 fewer - 1 more )

142
per 1000

128
per 1000 Moderate

Due to serious

imprecision 7

Dual antiplatelet therapy
possibly has a small but

important benefit on
patient function.

Poor quality of
life measured by

EQ-5D index
score of 0.5 or

less

Relative risk 0.81
(CI 95% 0.66 - 1.01)

Based on data from 5,131

patients in 1 studies. 8

(Randomized controlled)
Difference: 13 fewer per 1000

( CI 95% 23 fewer - 1 more )

68
per 1000

55
per 1000 Moderate

Due to serious

imprecision 9

Dual antiplatelet therapy
probably has a s mall
important benefit on

quality of life.
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Practical issues Aspirin alone Clopidogrel and aspirin Both

Recurrent TIA
Relative risk 0.9

(CI 95% 0.71 - 1.14)
Based on data from 9,916

patients in 2 studies. 10

(Randomized controlled)
Follow up 90 days

Difference: 4 fewer per 1000
( CI 95% 12 fewer - 6 more )

40
per 1000

36
per 1000 Moderate

Due to serious

imprecision 11

Dual antiplatelet therapy
probably has little or no
impact on recurrent TIA.

Mild/minor
extracranial

bleeding events

Relative risk 2.22
(CI 95% 1.6 - 3.08)

Based on data from
10,075 patients in 3

studies. 12 (Randomized
controlled)

Follow up 90 days

Difference: 7 more per 1000
( CI 95% 4 more - 12 more )

6
per 1000

13
per 1000 High

13

Dual antiplatelet therapy
results in a small and

possibly important
increase in mild

extracranial bleeding.

Medication routine

Two different tablets taken once
daily at same time, important to

take them regularly.

Aspirin tablet should be
swallowed whole. Clopidogrel
tablet can be crushed or split.

Tests and visits Not necessary to take regular
blood samples due to medication.

Recovery and
adaptation

Follow-up necessary from family
physician/GP after discharge from

hospital

Adverse effects,
interactions and
antidote

Gastrointestinal symptoms such
as diarrhoea, dyspepsia and

bleeding. Clopidogrel should not
be used with proton pump

inhibitors.
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1. Systematic review [1] with included studies: POINT 2018, FASTER 2007, CHANCE 2013. Baseline/comparator:: Primary study .

2. Systematic review [1] with included studies: POINT 2018, CHANCE 2013. Baseline/comparator:: Primary study .

3. Inconsistency: No serious . Indirectness: No serious . Imprecision: Serious . Wide confidence intervals ; Publication bias: No

serious .

4. Systematic review [1] with included studies: FASTER 2007, CHANCE 2013, POINT 2018. Baseline/comparator:: Primary study .

5. Risk of bias: Serious . Trials stopping earlier than scheduled, resulting in potential for overestimating benefits ; Inconsistency: No

Physical well-being Clopidogrel contains lactose

Emotional well-
being

Emotional stress related to
starting new medication

Pregnancy and
nursing

Clopidogrel cannot be used during
pregnancy and nursing

Costs and access Cost depends on health policy and
health insurance

Food and drinks

Clopidogrel can be taken with or
without food and aspirin should

be taken without food.
Moderation in alcohol

consumption is advised.

Exercise and
activities

Participation in high risk activities
may increase risk of bleeding

Work and
education

Participation in high risk activities
and work may increase risk of

bleeding
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Strong Recommendation

In patients with high risk TIA and minor ischaemic stroke, we recommend administering dual antiplatelet therapy for 10-21 after the

index event rather than continuing for longer than 21 days.

Practical Info

ASA after dual antiplatelet therapy
Patients should continue on ASA alone after clopidogrel is stopped. Generally, ASA should be continued indefinitely unless there are other
extenuated circumstances such as severe bleeding or another contra-indication to ASA.

Key Info

References

[1] Dural ASA+Clod versus alone for stroke or TIA.

[3] Dural ASA+Clod versus alone for stroke or TIA.

serious . Indirectness: No serious . Imprecision: No serious . Wide confidence intervals ; Publication bias: No serious .

6. Systematic review [3] with included studies: POINT 2018, CHANCE 2013. Baseline/comparator:: Primary study .

7. Inconsistency: No serious . Indirectness: No serious . Imprecision: Serious . Wide confidence intervals ; Publication bias: No

serious .

8. Systematic review [1] with included studies: CHANCE 2013. Baseline/comparator:: Control arm of reference used for

intervention .

9. Inconsistency: No serious . Indirectness: No serious . Imprecision: Very Serious . Wide confidence intervals ; Publication bias: No

serious .

10. Systematic review [1] with included studies: POINT 2018, CHANCE 2013. Baseline/comparator:: Primary study .

11. Inconsistency: No serious . Indirectness: No serious . Imprecision: Serious . Wide confidence intervals ; Publication bias: No

serious .

12. Systematic review [1] with included studies: POINT 2018, FASTER 2007, CHANCE 2013. Baseline/comparator:: Primary study .

13. Inconsistency: No serious . Indirectness: No serious . Imprecision: No serious . Wide confidence intervals ; Publication bias: No

serious .

Benefits and harms

A duration longer than 90 days probably increases the risk of bleeding by a small amount without any important reduction in the risk
of stroke.

Substantial net benefits of the recommended alternative

Quality of evidence

The quality of the evidence is moderate because of indirectness.

Moderate

Preference and values No substantial variability expected
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Rationale

There is probably not any benefit to continuing clopidogrel beyond 21 days, but a longer duration increases the risk of bleeding,
inconvenience, and costs.

The panel believes that most people would place a modest value on avoiding a small risk of extracranial hemorrhages, and that most
would find the burden of a longer duration only a minor inconvenience.

Resources and other considerations

A longer duration of clopidogrel with ASA will probably increase costs by a small amount through direct cost of clopidogrel and
indirect costs of treatment for extracranial bleeds.

No important issues with the recommended alternative

Clinical Question/ PICO

Population: Patients with high risk TIA or low risk stroke

Intervention: Dual antiplatelet therapy for 22-90 days

Comparator: Dual antiplatelet therapy for 10-21 days

Outcome
Timeframe

Study results and
measurements

Absolute effect estimates

DAPT for 10-21 days DAPT 22-90 days

Certainty in
effect

estimates
(Quality of
evidence)

Plain text summary

1. Inconsistency: No serious . Indirectness: Serious . Direct comparisons not available ; Imprecision: No serious . Publication bias:

No serious .

2. Inconsistency: No serious . Indirectness: No serious . Imprecision: Serious . Confidence interval includes no difference. ;

Publication bias: No serious . Upgrade: Clear dose-response gradient . Bleeding risk is consistently higher with DAPT than aspirin

alone at all time points. ;

Ischaemic stroke

90 days

Odds Ratio 1.47
(CI 95% 0.84 - 2.56)

Based on data from 4,406
patients in 1 studies.

(Randomized controlled)
Follow up 90 days

Difference: 4 more per 1000
( CI 95% 2 fewer - 11 more )

10
per 1000

14
per 1000 Moderate

Due to serious

indirectness 1

A longer duration of
DAPT does not result in

an important reduction in
risk of ischaemic stroke.

Moderate or
severe bleeding

90 days

Odds Ratio 2.2
(CI 95% 0.83 - 5.78)

Based on data from 4,599
patients in 1 studies.

(Randomized controlled)
Follow up 90 days

Difference: 3 more per 1000
( CI 95% 1 fewer - 7 more )

3
per 1000

6
per 1000

High
Downgraded due

to imprecision and
upgraded due to a

dose-response

gradient 2

A longer duration of
DAPT increases the risk

of moderate or major
bleeding by a small

amount.
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