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Our patient . . .



A 63-year-old woman is brought to the ER after her husband found her 
this morning with new onset R- sided weakness and inability to speak. 
She was last seen feeling well and  functioning normally at 10 pm the 
night before.

According to her family, she has had no recent illnesses. Her appetite 
has been good. Her weight has been  stable. She has not complained of 
fevers, chills, chest discomfort, difficulty breathing, changes in bowel 
movements or urination. She has not complained of recent changes in 
vision, slurred speech, focal weakness, balance problems or headache. 
She has not fallen recently and has had no other trauma.



Medications:
• ASA 81 mg po daily
• Lisinopril 20 mg po daily
• HCTZ 25 mg po daily
• Metformin 1000 mg po daily
• Liraglutide 1.2 mg SQ daily
• Alendronate 70 mg  po weekly

PMH:
• HTN
• Type 2 diabetes mellitus
• Osteoporosis
• Osteoarthritis of the knees



Social history: She lives with her 
husband. She works at a local 
store. She smoked  1ppd x 20 
years but quit 10 years ago. There 
is no hx of alcohol or drug use. 
She walks for exercise for 20 
minutes three times weekly. 

Fam hx:
• Mother d. 89 stroke; hx HTN
• Father d. 90, COPD; hx type 2 

diabetes
• 1 brother age 60, HTN
• 1 sister age 56, HTN
• Three children, ages 38, 35, 

and 30, all healthy



On exam, the patient is a mildly overweight woman who is sleepy and aphasic. She 
opens her eyes briefly with verbal and tactile stimuli and follows some commands.

Vitals: bp 170/100 p 84 RR 20 temp afebrile O2 sat 93% on RA

HEENT: PERRL; eyes conjugate
  oropharynx: moist mucous membranes; no exudate
Neck:  supple; no anterior or posterior cervical adenopathy; 
  trachea midline; no thyromegaly
Car:  r/r/r without r/m/g; no JVD; there is a soft left  
  carotid bruit
Lungs:  CTA without w/r/r
Abd:  nondistended; soft, nontender; no organomegaly
Extr:  no edema; dp pulses 1+ symmetric
Skin:  no rashes or other skin lesions
 



Neuro:
Cranial nerves:
 II,III:  PERRL; eyes conjugate; she has a right visual field cut to 
   confrontational testing
 III, IV, VI: EOMI
 V:  facial sensation to light touch symmetric
 VII:  there is a R lower facial drop; strength is 5/5 over both 
   sides of the forehead
 VIII:  hearing adequate to finger rub
 IX, X:  soft palate elevates symmetrically with gag
 XI:  shoulder shrug 5/5 bilaterally
 XII:  tongue deviates to the L



Motor:
• Bulk: normal in all four extremities
• Tone:  R arm flaccid; R leg tone normal
• Strength: R arm 0/5 

R leg: hip flexion 4/5; leg extension 4/5; plantar flexion 4/5
L arm: 5/5 throughout
L leg: 5/5 throughout

Sensation: Withdraws to painful stimuli to L arm and L leg only
Cerebellar: L finger to nose and heel to shin testing intact; unable to 
  complete R finger to nose or heel to shin testing.
Reflexes:    
   Right  Left
 biceps  2+  2+
 triceps  2+  2+
 brachioradialis 2+  2+
 patellar 1+  1+
 ankle jerks 3+  1+
 Babinski present absent



EKG: shows a normal sinus rhythm, rate 80, normal axis, PR interval 156 
msec, QRS duration: 110 msec, QTc interval 450 msec. There are nonspecific 
ST and T wave changes

A Head CT is negative for hemorrhage or other acute changes . . .

A brain MRI is performed . . .
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If LEFT MCA infarct 
damages the LEFT 
optic radiations

Results in a RIGHT-sided 
visual field cut (ie. RIGHT 
homonymous hemianopia) 

RIGHT-sided 
field cut



The patient is diagnosed with an acute left middle cerebral artery 
distribution ischemic stroke. 

Per the report of the patient’s family, the patient has been compliant 
with her daily ASA. 

You ask your team if the patient should stop ASA and take clopidogrel 
daily OR continue ASA and add clopidogrel to decrease her risk of 
another ischemic CVA. However, you and the patient’s family a 
concerned about the risk of bleeding . . .



Clinical Question:
What are the efficacy and safety of clopidogrel plus aspirin compared to 
aspirin alone in  ischemic stroke and high-risk TIA?



Source: 
Johnston SC et al, Clopidogrel and Aspirin in Acute Ischemic Stroke and 
High-Risk TIA. N Engl J Med 2018; 379:215-25.



Critical Appraisal of a Single Therapeutic Trial: 
Is the Trial Valid?
Sackett, Richardson,Rosenberg and Haynes: Evidence-Based Medicine; How to Practice and Teach EBM, London: 
Churchill Livingstone, 1997

1. Was the assignment of patients to treatment randomized? And was 
the randomization list concealed?

2. Were all patients who entered the trial accounted for at its 
conclusion? And were they analyzed in the groups to which they 
were randomized?



Critical Appraisal of a Single Therapeutic Trial: 
Is the Trial Valid?
Sackett, Richardson,Rosenberg and Haynes: Evidence-Based Medicine; How to Practice and Teach EBM, London: 
Churchill Livingstone, 1997

1. Were the patients and clinicians kept “blind” to which treatment 
was being received?

2. Aside from the experimental treatment, were the groups treated 
equally?

3. Were the groups similar at the start of the trial?

If the study satisfies these criteria, then it has internal validity.



Critical Appraisal of a Single Therapeutic Trial: 
Can you apply the evidence in this trial to 
your patient?
Sackett, Richardson,Rosenberg and Haynes: Evidence-Based Medicine; How to Practice and Teach EBM, London: 
Churchill Livingstone, 1997

Do these results apply to your patient? 

(ie. Do the results have  external validity?)
• Is the patient so different from those in the trial that its results cannot help 

you?

• How great would the potential benefit of therapy actually be for your 
individual patient?



Critical Appraisal of a Single Therapeutic Trial: 
Can you apply the evidence in this trial to 
your patient?
Sackett, Richardson,Rosenberg and Haynes: Evidence-Based Medicine; How to Practice and Teach EBM, London: 
Churchill Livingstone, 1997

• Are your patient’s values and preferences satisfied by the regimen 
and its consequences?
• Do your patient and you have a clear assessment of their values and  

preferences?

• Are they met by this regimen and its consequences?



Clopidogrel plus ASA vs ASA Alone 
in Ischemic Stroke

Design: Randomized, double-blind, placebo-controlled trial

Setting: Clinical centers in the US 10 other countries in North America,
Europe, Australia and New Zealand 

Was the assignment of patients treatment randomized?
 And was the randomization list concealed?

Were the patients and clinicians kept “blind” to which 
treatment was being received?



Clopidogrel plus ASA vs ASA Alone 
in Ischemic Stroke: 
Patients included



Clopidogrel plus ASA vs ASA Alone 
in Ischemic Stroke: Patients included
• 18 years or older

• Randomized within 12 hours 
after an acute ischemic stroke

• NIHSS score of 3 or less OR

ABCD2 score of 4 or more

• Head CT or Brain MRI negative 
for intracranial hemorrhage or 
other condition explaining 
neurologic symptoms

• Written consent obtained
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Patients included in the trial had a NIHSS score of 3 or less 
(ie. not a severe stroke) 
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Patients in the trial had a ABCD2 
score of 4 or more (ie. high-risk TIA)



Clopidogrel plus ASA vs ASA alone in 
ischemic stroke: Patients excluded 



Clopidogrel plus ASA vs ASA alone in 
Ischemic Stroke: Patients excluded
• Isolated symptoms of TIA 

including one of the following
• Numbness

• Visual changes

• Dizziness

• Vertigo

• Received thrombolytic therapy 
within one week before the TIA

• At time of screening, candidate 
for:
• Thrombolysis

• Endovascular therapy

• Endarterectomy



Clopidogrel plus ASA vs ASA alone in 
Ischemic Stroke: Patients excluded
• Planned therapy with 

• Antiplatelet medication

• Anticoagulant medication

(ie. patients with documented or 
suspection atrial fib or CAD)

• Other contraindication to 
clopidogrel or ASA

• Anticipated use of NSAIDS for 
more than 7 days during trial 
period.



Clopidogrel plus ASA vs ASA alone in 
Ischemic Stroke: Interventions 



Platelet‐Oriented Inhibition in New TIA and Minor Ischemic Stroke 
(POINT) Trial: Rationale and design

International Journal of Stroke, 

Volume: 8, Issue: 6, 

Pages: 479-483, First published: 

23 July 2013, DOI: 

(10.1111/ijs.12129) 

That’s EIGHT 
75-mg clopidogrel 
tablets



Clopidogrel Plus ASA vs ASA Alone in Ischemic 
or High-Risk TIA: Interventions

• Intention-to-treat analysis: every subject included in data analysis 
once randomization has occurred.

Were all patients who entered the trial accounted for at its 
conclusion? And were they analyzed in the groups to which they 
were randomized?



Clopidogrel plus ASA vs ASA alone in 
Ischemic Stroke: Outcomes



Clopidogrel plus ASA vs ASA Alone in Ischemic 
Stroke: Primary Outcomes
• Primary efficacy outcome: composite of

• Ischemic stroke

• Myocardial infarction

• Death from ischemic vascular disease



Clopidogrel plus ASA vs ASA Alone in 
Ischemic Stroke: Primary Outcomes

• Primary safety outcome: major hemorrhage
• Symptomatic intracranial hemorrhage

• Intraocular bleeding causing vision loss

• Transfusion of two of more units or prbcs or whole blood

• Hospitalization due to bleeding

• Prolonging existing hospitalization due to bleeding



Clopidogrel plus ASA vs ASA alone in 
Ischemic Stroke: Secondary Outcomes

• Secondary efficacy outcomes: 
• Individual events

• Ischemic stroke

• Myocardial infarction

• Death from ischemic vascular disease

• Total number of ischemic and hemorrhagic strokes



Clopidogrel plus ASA vs ASA alone in 
Ischemic Stroke: Secondary Outcomes

• Secondary safety outcomes: 
• Hemorrhagic stroke

• Symptomatic intracerebral hemorrhage

• Other symptomatic intracranial hemorrhage

• Major hemorrhage other than  intracranial hemorrhage

• Minor hemorrhage (including asymptomatic intracranial hemorrhage)

• Death from any cause



Clopidogrel plus ASA vs ASA Alone in 
Ischemic Stroke: Study  Power 



Prespecified Interim Data Analyses

Interim 
Analysis

Date HR for primary 
efficacy endpoint

P value

First  March 2013 0.77 0.22

Second April 2016 0.70 0.012

Third November 2017 0.75 0.015



Clopidogrel Plus ASA vs ASA Alone in 
Ischemic Stroke: Study Power
• Assuming a primary outcome event rate in the ASA alone group of 

15%

• A sample of 4,150 patients would ensure:
• A Hazard ratio of 0.75 in the primary efficacy endpoint between the 

clopidogrel plus ASA vs ASA alone. (ie. A 25% difference in the primary 
outcome between the two groups.)

WITH

• 90% Power (ie. 90% probability of detecting an outcome difference)

AND WITH

• Alpha level (ie. p value of 0.05) (ie. a 5% probability that the outcome 
difference detected is not a true difference but occurred by chance alone)



First interim data analysis . . .

• A significantly lower rate of the primary endpoint was observed in the 
ASA only group  at first interim analysis (ie. only about 6.5% instead of 
15%)



First interim data analysis . . .

SO

• The target sample size was increased from 4,150 to 5,840 patients 
which was calculated to  ensure
• A Hazard ratio of 0.75 in the primary efficacy endpoint between the 

clopidogrel plus ASA vs ASA alone. (ie. A 25% difference in the primary 
outcome between the two groups.)

WITH

• 80% Power (ie. 80% probability of detecting an outcome difference)

AND WITH

• Alpha level (ie. p value of 0.05) (ie. a 5% probability that the outcome 
difference detected is not a true difference but occurred by chance alone)



Trial discontinuation . . .

• In August 2017, the prespecified minimum number of major 
hemorrhages was exceeded in trial. The trial patients were followed 
closely until . . .

• Data and safety monitoring board met in December 2017
• Findings: 

• Significant excess of patients with major hemorrhage in the combined 
clopidogrel plus ASA-treated patients AND

• Significant difference in the primary efficacy point between groups (ie. 
ischemic stroke, myocardial infarction, death from ischemic vascular 
disease)



Trial discontinuation . . .

• Data and safety monitoring board met in December 2017
• Recommended stopping enrollment in the trial . . . 



Trial discontinuation . . .

• At time of trial discontinuation:
• 4,881 patients enrolled (83.6% of target number of 5,840)

• 93.4% of enrolled patients had been followed through the 90-day trial or had 
died



Trial discontinuation . . .

Study Group Discontinuation of study 
medication 

(%)

Withdrawal from trial 
OR lost to follow up

(%)

Clopidogrel plus ASA 29.6 6.4

ASA Alone 27.5 6.8



Clopidogrel plus ASA vs ASA Alone in 
Ischemic Stroke: Main Results



Clopidogrel Plus ASA vs ASA Alone in 
Ischemic Stroke: 
Baseline Patient Characteristics 



Clopidogrel Plus ASA vs ASA Alone in Ischemic 
Stroke: Baseline Patient Characteristics: 

Characteristic Clopidogrel plus ASA
(N= 2432)

ASA Alone
(N=2449)

Median age (years) 65 65

Female sex (%) 45.1 44.8



Clopidogrel Plus ASA vs ASA Alone in Ischemic 
Stroke: Baseline Patient Characteristics 

Race (%) Clopidogrel plus ASA
(N= 2432)

ASA Alone
(N=2449)

White 75.2 74.9

Black 20.0 20.7

Hispanic 6.2 6.3

Asian 3.3 2.8

Other 1.5 1.6



Clopidogrel Plus ASA vs ASA Alone in Ischemic 
Stroke: Baseline Patient Characteristics: 

Region (%) Clopidogrel plus ASA
(N= 2432)

ASA Alone
(N=2449)

United States 82.8 82.9

Other countries 17.2 17.1



Clopidogrel Plus ASA vs ASA Alone in Ischemic 
Stroke: Baseline Patient Characteristics: 

Medical history (%) Clopidogrel plus ASA
(N= 2432)

ASA Alone
(N=2449)

Ischemic heart 
disease

10.6 9.8

HTN 69.9 68.9

Diabetes mellitus 28.0 27.1



Clopidogrel Plus ASA vs ASA Alone in Ischemic 
Stroke: Baseline Patient Characteristics: 

Medication use at 
presentation 

(%)

Clopidogrel plus ASA
(N= 2432)

ASA Alone
(N=2449)

ASA 58.3 57.0

Clopidogrel 2.0 1.7



Clopidogrel Plus ASA vs ASA Alone in Ischemic 
Stroke: Baseline Patient Characteristics: 

Time from 
presentation to 
randomization 

(hours)

Clopidogrel plus ASA
(N= 2432)

ASA Alone
(N=2449)

Mean 7.4 7.3



Clopidogrel Plus ASA vs ASA Alone in Ischemic 
Stroke: Baseline Patient Characteristics: 

Qualifying Event  
(%)

Clopidogrel plus ASA
(N= 2432)

ASA Alone
(N=2449)

TIA 43.4 43.0

Ischemic stroke 56.6 57.0



Clopidogrel Plus ASA vs ASA Alone in Ischemic 
Stroke: Baseline Patient Characteristics: 

Mean qualifying 
neurologic score

Clopidogrel plus ASA
(N= 2432)

ASA Alone
(N=2449)

ABCD2 for TIA 5.0 5.0

NIHSS for Ischemic 
Stroke

2.0 2.0

Aside from the experimental treatment, were the groups treated equally?

Were the groups similar at the start of the trial?



Clopidogrel Plus ASA vs ASA Alone in 
Ischemic Stroke or High-Risk TIA: 
Primary Outcomes



Clopidogrel Plus ASA vs ASA Alone in 
Ischemic Stroke or High-Risk TIA: 
Primary Efficacy Outcome



SC Johnston et al. N Engl J Med 2018;379:215-225.

Primary Efficacy and Safety Outcomes.Composite of:
• Ischemic stroke
• Myocardial 

infarction
• Death from 

ischemic vascular 
disease



Clopidogrel Plus ASA vs ASA Alone in 
Ischemic Stroke or High-Risk TIA: 
Primary Safety Outcome



Composite of:
• Symptomatic intracranial 

hemorrhage
• Intraocular bleeding 

causing vision loss
• Transfusion of two of 

more units or prbcs or 
whole blood

• Hospitalization due to 
bleeding

• Prolonging existing 
hospitalization due to 
bleeding



Clopidogrel Plus ASA vs ASA Alone in 
Ischemic Stroke or High-Risk TIA: 
Subgroup Analysis of Primary Safety 
Outcome



SC Johnston et al. N Engl J Med 2018;379:215-225.

Primary Efficacy Outcome, According to Predefined Subgroup.Hazard Ratio of Primary Efficacy Outcome--Composite of:
• Ischemic stroke
• Myocardial infarction
• Death from ischemic vascular disease

Subgroup analyses: Prior ASA. Prior statin, ASA dose during trial



Clopidogrel Plus ASA vs ASA Alone in 
Ischemic Stroke or High-Risk TIA: 
Secondary Outcomes



Clopidogrel Plus ASA vs ASA Alone in 
Ischemic Stroke or High-Risk TIA: 
Secondary Efficacy Outcomes



Clopidogrel Plus ASA vs ASA Alone in Ischemic 
Stroke: Secondary Efficacy Outcomes: 

Secondary 
Efficacy 

Outcome

Clopidogrel 
plus ASA
(N= 2432)

(%)

ASA Alone
(N=2449)

(%)

Hazard Ratio 
(95% CI)

P value

Ischemic 
Stroke

4.6 6.3 0.72(0.56-0.92) 0.01

MI 0.4 0.3 1.44 (0.55-3.78) 0.46



Clopidogrel Plus ASA vs ASA Alone in Ischemic 
Stroke: Secondary Efficacy Outcomes: 
Secondary Efficacy 

Outcome
Clopidogrel 

plus ASA
(N= 2432)

(%)

ASA Alone
(N=2449)

(%)

Hazard Ratio 
(95% CI)

P 
value

Death from 
ischemic vascular 
disease

0.2 0.2 1.51(0.43-5.35) 0.52

Ischemic or 
hemorrhagic 
stroke

4.8 6.4 0.74(0.58-0.94) 0.01



Clopidogrel Plus ASA vs ASA Alone in 
Ischemic Stroke or High-Risk TIA: 
Secondary Safety Outcomes



Clopidogrel Plus ASA vs ASA Alone in Ischemic 
Stroke: Secondary Safety Outcomes: 

Secondary 
Efficacy 

Outcome

Clopidogrel 
plus ASA
(N= 2432)

(%)

ASA Alone
(N=2449)

(%)

Hazard Ratio 
(95% CI)

P value

Hemorrhagic 
stroke

0.2 0.1 1.68(0.40-7.03) 0.47

Symptomatic 
intracerebral 
hemorrhage

0.1 0.1 1.01(0.14-7.14) 0.99



Clopidogrel Plus ASA vs ASA Alone in Ischemic 
Stroke: Secondary Efficacy Outcomes: 
Secondary Efficacy 

Outcome
Clopidogrel 

plus ASA
(N= 2432)

(%)

ASA Alone
(N=2449)

(%)

Hazard Ratio 
(95% CI)

P 
value

Other symptomatic 
intracranial 
hemorrhage

0.1 0 N/A 0.16

Major hemorrhage 
other than 
intracranial 
hemorrhage

0.7 0.3 2.45(1.01-5.90) 0.04



Clopidogrel Plus ASA vs ASA Alone in Ischemic 
Stroke: Secondary Efficacy Outcomes: 
Secondary 

Efficacy 
Outcome

Clopidogrel 
plus ASA
(N= 2432)

(%)

ASA Alone
(N=2449)

(%)

Hazard Ratio 
(95% CI)

P value

Minor 
hemorrhage

1.6 0.5 3.12(1.67-5.83) < 0.001

Death from 
any cause

0.7 0.5 1.51(0.73-3.13) 0.27



The bottom line . . . Benefits vs harms of 
clopidogrel plus ASA vs ASA alone in ischemic 
stroke or high-risk TIA . . . 



Clopidogrel Plus ASA vs ASA Alone in Ischemic 
Stroke or High-Risk TIA: Benefits vs Harms 

Outcome Clopidogrel 
plus ASA
(N= 2432)

(%)

ASA Alone
(N=2449)

(%)

ARR or 
AHI
(%)

Number needed 
to treat or harm

Ischemic 
stroke

4.6 6.3 ARR 1.7 1/0.017=
NNT of 59

Major 
hemorrhage

0.9 0.4 AHI 0.5 1/0.005=
NNH of 200

ANY 
intracranial 

bleeding

0.37 0.20 AHI 0.17 1/0.0017=
NNH 589



Clopidogrel plus ASA vs ASA Alone in 
Ischemic Stroke or High-Risk TIA: 
Main Conclusions



Clopidogrel plus ASA vs ASA Alone in Ischemic 
Stroke or High-Risk TIA: 
Favorable features of the trial

• Large, multinational

• Diverse ethnic backgrounds represented in the sample size, though 
most patients were white and most patients lived in the United States



Patients given clopidogrel plus ASA  compared 
to ASA alone for 90days after an ischemic 
stroke or high-risk TIA . . . .
• Had a lower risk of new ischemic stroke

• Had a lower risk of a composite outcome of ischemic stroke, MI  or 
death from ischemic vascular disease

BUT

• Had NO significant difference in the individual outcomes
• MI

• Death from ischemic vascular disease

• Hemorrhagic stroke (5 patients vs 3 patients, respectively)

• Death from any cause

• Had a higher risk of major hemorrhage



Problems with this trial and these results

• The event rates in the trial sample size were unexpectedly low. For 
the primary efficacy outcome (composite of ischemic stroke, MI or 
death from ischemic vascular causes): 5.0% and 6.5 % in the two 
treatment groups when an event rate of 15% was anticipated in the 
ASA-only group. Smaller numbers of events make it harder to draw 
definitive conclusions.



Problems with this trial and these results

• The patients included had very minor strokes. Patients we see in the 
community setting often present with strokes involving larger 
anatomic regions and more deficits on exam. If patients like those we 
see in practice were included in this trial, I suspect the risk of 
hemorrhagic stroke and major hemorrhage would have been much 
higher.

• The restrictive inclusion criteria call into question the trial’s external 
validity when using its results to care for patients presenting with 
stroke or TIA in the community.



Problems with this trial and these results

• Even with the restrictive inclusion criteria for minor strokes only,  the 
trial was stopped early anyway due to an excess number of major 
hemorrhages.

• The 600-mg loading dose of clopidogrel is the dose used when PCI is 
used for an acute coronary syndrome. The brain DOES NOT EQUAL 
the heart. I definitely have reservations about giving EIGHT 75-mg 
clopidogrel tablets to a patient who presents with acute ischemic 
stroke.



Back to our patient. . . 

Is the patient so different from those in the trial that its results 
cannot help you?



A 63-year-old woman is brought to the ER after her husband found her 
this morning with new onset R- sided weakness and inability to speak. 
She was last seen feeling well and  functioning normally at 10 pm the 
night before.

According to her family, she has had no recent illnesses. Her appetite 
has been good. Her weight has been  stable. She has not complained of 
fevers, chills, chest discomfort, difficulty breathing, changes in bowel 
movements or urination. She has not complained of recent changes in 
vision, slurred speech, focal weakness, balance problems or headache. 
She has not fallen recently and has had no other trauma.



Medications:
• ASA 81 mg po daily
• Lisinopril 20 mg po daily
• HCTZ 25 mg po daily
• Metformin 1000 mg po daily
• Liraglutide 1.2 mg SQ daily
• Alendronate 70 mg  po weekly

PMH:
• HTN
• Type 2 diabetes mellitus
• Osteoporosis
• Osteoarthritis of the knees



Social history: Lives with 
husband. She works at a local 
store. She smoked  1ppd x 20 
years but quit 10 years ago. There 
is no hx of alcohol or drug use. 
She walks for exercise for 20 
minutes three times weekly. 

Fam hx:
• Mother d. 89 Stroke; hx HTN
• Father d. 90, COPD; hx type 2 

diabetes
• 1 brother age 60, HTN
• 1 sister age 56, HTN
• Three children, ages 38, 35, 

and 30, all healthy



On exam, the patient is a mildly overweight woman who is sleepy and aphasic. She 
opens her eyes briefly with verbal and tactile stimuli and follows some commands.

Vitals: bp 170/100 p 84 RR 20 temp afebrile O2 sat 93% on RA

HEENT: PERRL; eyes conjugate
  oropharynx: moist mucous membranes; no exudate
Neck:  supple; no anterior or posterior cervical adenopathy; 
  trachea midline; no thyromegaly
Car:  r/r/r without r/m/g; no JVD; there is a soft left  
  carotid bruit
Lungs:  CTA without w/r/r
Abd:  nondistended; soft, nontender; no organomegaly
Extr:  no edema; dp pulses 1+ symmetric
Skin:  no rashes or other skin lesions
 



Neuro:
Cranial nerves:
 II,III:  PERRL; eyes conjugate; she has a right visual field cut to 
   confrontational testing
 III, IV, VI: EOMI
 V:  facial sensation to light touch symmetric
 VII:  there is a R lower facial drop; strength is 5/5 over both 
   sides of the forehead
 VIII:  hearing adequate to finger rub
 IX, X:  soft palate elevates symmetrically with gag
 XI:  shoulder shrug 5/5 bilaterally
 XII:  tongue deviates to the L



Motor:
• Bulk: normal in all four extremities
• Tone: R arm flaccid; R leg normal
• Strength: R arm 0/5

R leg: hip flexion 4/5; leg extension 4/5; plantar flexion 4/5
L arm: 5/5 throughout
L leg: 5/5 throughout

Sensation: Withdraws to painful stimuli to L arm and L leg only
Cerebellar: L finger to nose and heel to shin testing intact; unable to 
  complete R finger to nose or heel to shin testing.
Reflexes:    
   Right  Left
 biceps  2+  2+
 triceps  2+  2+
 brachioradialis 2+  2+
 patellar 1+  1+
 ankle jerks 3+  1+
 Babinski present absent



EKG: shows a normal sinus rhythm, rate 80, normal axis, PR interval 156 
msec, QRS duration: 110 msec, QTc interval 450 msec. There are nonspecific 
ST and T wave changes

A Head CT is negative for hemorrhage or other acute changes . . .

A brain MRI is performed . . .
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You discuss with your team that the available evidence of 
benefit for clopidogrel plus ASA in ischemic stroke is limited to 
patients with much milder stroke findings. 

Our patient’s NIHSS score is a about 22 and the trial studied 
patients with a mean NIHSS score of 2. 

The trial lacks external validity and its results cannot be used 
to guide the care of your patient. In addition, there was a 
significant increase in the risk of major hemorrhage in the 
trial. Lastly, you suspect that your patient’s risk of hemorrhagic  
transformation is much higher than that in the trial due to the 
large anatomic distribution of your patient’s  stroke.



Instead, you order to stop ASA and start clopidogrel 75-mg per 
NG tube daily instead of, rather than in addition to ASA. You 
also prescribe statin therapy and continue the patient’s 
evaluation and management.



Questions?



Thank you!
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