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Antiplatelet treatment compared with anticoagulation

treatment for cervical artery dissection (CADISS):

a randomised trial
http:/ /www.thelancet.com/journals/laneur/article /PlIS1474-4422 (15) 70018-9/abstract
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Spontaneous cerebral and cervical artery dissection: Treatment and prognosis

Endovascular methods or surgical repair have been used to treat dissection, mainly
for patients who have recurrent ischemia despite antithrombotic therapy
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ANTITHROMBOTIC THERAPY — Antithrombotic therapy, with either anticoagulation or
antiplatelet drugs, has been used as treatment for ischemic stroke and transient
ischemic attack (TIA) caused by cervical arterial dissection
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«Choosing therapy for primary and secondary prevention of ischemia

Choosing therapy for primary and secondary prevention of ischemia — Our
recommendations for the prevention of new and recurrent ischemia in the setting of
dissection are based upon currently available evidence, published guidelines, and our
clinical experience
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Beyond the hyperacute period, antithrombotic therapy with either anticoagulation
or antiplatelet drugs is accepted treatment for ischemic stroke and transient
ischemic attack (TIA) caused by extracranial artery dissection, although there
is controversy regarding the choice between the two

(SUMMARY AND RECOMMENDATIONS&H))
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Spontaneous cerebral and cervical artery dissection: Treatment and prognosis

ANTITHROMBOTIC THERAPY ®IFH

In an open-label, assessor-blind pilot trial (CADISS), 250 subjects with extracranial carotid
and vertebral dissection were randomly assigned to antiplatelet
or anticoagulant treatment for three months [9].
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http://www.uptodate.com/contents/spontaneous-cerebral-and-cervical-artery-dissection-treatment-and-prognosis/abstract/9
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Antiplatelet treatment compared with anticoagulation
treatment for cervical artery dissection (CADISS):
a randomised trial

The CADISS trial investigators®

Lancet Neurol2015:;14:361-67
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1) Cervical-artery dissections: predisposing factors, diagnosis, and outcome.
Lancet Neurol.2009 Jul;8(7):668-78.

2) Time course of symptoms in extracranial carotid artery dissections.
A series of 80 patients. Stroke. 1995 Feb;26(2):235-9.
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Patient:Inclusion criteria
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Patient:exclusion criteria
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Outcome

<Primary outcome>
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<secondary outcome >
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1) Schulman S, et al: J Thromb Haemost 3: 692-694, 2005



Statistical Analysis

To assess the feasibility of a phase 3 trial, we did power
calculations with the per-protocol data, and the composite
outcome of stroke, death, or major bleeding (2-08%,
95% CI 0-25-7-32 in the anticoagulant group and
2-97%, 0-62-8-44 in the antiplatelet group). We
calculated that a study with a power of 0-8 and
significance level of 0-05 would require a sample size of
4876 in each group.
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Table $1. Events during follow-up

Intention to Treat analysis Per Protocol analysis
Antiplatelets, n=126 Anticoagulants, n=124 Antiplatelets, n=101 Anticoagulants, n=96
n n n n
Ischemic stroke
Ipsilateral 3 1 3 1
Other 0 0 0 0
TIA
Ipsilateral 1 4 1 3
Other 1 0 1 0
Major bleeding 0 1 0 1
Death 0 0 0 0
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Randomisation and masking

Patients were randomly assigned (1:1) to either
antiplatelet treatment or anticoagulation treatment by an
automated telephone randomisation service provided by
the University of Aberdeen (Aberdeen, UK). Both
patients and clinicians were aware of treatment allo-
cation, but an adjudication committee that assessed all
primary and secondary endpoints were masked to
treatment allocation.
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Intention-to-treat population Per-protocol population

Antiplatelet Anticoagulant Antiplatelet Anticoagulant
group (N=126) group (N=124) group (N=101) group (N=96)
Age (years) 49-3 (12) 492 (12) A8-5 (12) 48-1 (11)
Men B7 (69%) 87 (FO%) 69 (68%) 66 (B9w%)
Site of dissection
Internal carotid artery 58 (46%) 60 (48%) 51 (50%) 47 (49%)
WVertebral arteny 68 (54%) 64 (529%) S0 (50%) 49 (51%)
Presenting signs and symptoms
Amaurosis fugax 4 (3%) S [A%) ENFELS 4 (4%)
Retinal infarction O (O%) 1 (1%) O (03) 1 (1%)
Transient ischaemic attack 27 (21%) 20 (169) 20 (20%) 15 (16%)
Ischaemic stroke 93 (F4%) 101 (819:) Tl (F3%) 77 (Bow)
Headache B4 (67%) 83 (67%) 68 (67%) 68 (71%)
Meck pain 57 (45%) 63 (51%) 41 (41%) 51 (53%)
Horner's syndrome 26 {21%) 34 (27 %) 24 (24%) 29 (30%:)
Time between symptoms and 32-9 (1-8) 34 (2-0) 3-8 (1-8) 22 (2-1)
randomisation (days)
Modified Rankin score 2-1(1-5) 21 (1-5) 2-1(1-5) 2-2(1-5)
Received stroke thrombolysis 12 (109%:) 10 (B2:) 10 (109%:) B (B%)
Risk factors
Treated hypertension 29 (239%) 26 (21%) 21 (21%) 19 (20%)
Diabetes 5 (49%) 5 (49) 3 (3%) 3 (3%)
Treated hyperlipidasmia 16 (13%) 19 (15%) A2 (12%) 11 {(12%)
Ewver smoked 63 (50%:) 66 (539%) 52 (52%) 51 (53%)
Migraine 20 (16%) 25 (209%) 15 (15%) 22 (23%)
Histony of travma to head or neck 32 (25%) 21 (17%) 26 (269%) 16 (17 %)
within past 28 days
Systolic blood pressure (nmm Hg) 137-7 (20-9) 135-9 (19-9) 13778 (20-3) 135-1 (195}
Diastolic blood pressure (mm Hg) 81.9(12-2) 84-0(15-1) B2-2 (12-1) 84-2 (15-0)
Cholesterol concentration (mmol/L)™ 5.-22 (1-14) 5-16 (1-32) 5-21 (1-19) 5-18 (1-28)
Diagnostic imaging
cT 110 (B7%) 105 (859%) Br (B7w) 82 (Bs9e)
MR 103 (B2%) 93 (75%) B0 (79%) 7O (73%)
Angiographny
Aurny 122 (97 %) 120 (979%) 99 (98%) 95 (99%)
Magnetic resonance angiography 94 (75%) 83 (67%) T3 (72%) 566 (69%)
CT angiography 54 (43%) S8 (479%) AT (A7) 46 (48%)
Digital subtraction angiography 1 (1%) 3 (2%) 1 (1%:) 3 (3%)

Data are mean (S0 or n (%). “Measured for 101 participamts in the antiplatelet group and 108 participants in the
anticoagulant group.

Table 1: Baseline characteristics

EIMFEAFISE
RICITL =D =base
lineldFEH

d®

INRIBLDTHDIEE
DIESDOEII I EFH
RNEEADE., EE5H
DOEHEERICHREL
ICEHLNEERD



MREDETELHICFRONT AR EIFEND
HREBEOERTRIESNA T D — X

Randomisation and masking

Patients were randomly assigned (1:1) to either
antiplatelet treatment or anticoagulation treatment by an
automated telephone randomisation service provided by
the University of Aberdeen (Aberdeen, UK). Both
patients and clinicians were aware of treatment allo-
cation, but an adjudication committee that assessed all
primary and secondary endpoints were masked to
treatment allocation.
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250 patients enrolled

¥
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126 assigned to

antiplatelets

124 assigned to

anticoagulants

h 4

¥

126 received

antiplatelets

124 received

anticoagulants

h 4

¥

126 included in

intention-to-
treat analysis

124 included in

intention-to-
treat analysis

25 did not meet

imaging
criteria
1delayed

inclusion criteria
24 did not meet

randomisation

¥

28 did not mest

inclusion criteria

28 did not mest
imaging
criteria

101 included in
per-protocol
analysis

96 included in
per-protocol
analysis

Figure: Trial profile
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Primary outcome

Intention-to-treat population Per-protocol population
Antiplatelet Anticoagulant OR (95% CI)* p value Antiplatelet Anticoagulant  OR (95% CI)* p value
group (n=126)  group (n=124) group (n=101)  group (n=96)
m;' atecalstroke or death 2[00y 1180 0,220 (0006 4,222 062 2 (205) 116 02400006 4.200) 066
Secondary endpoints
Any stroke or death 3(2%) 1(1%) 0-335 (0-006-4-233) 0-63 3(3%) 1(1%) 0-346 (0-006-4-390) 0-66
Any stroke, death, or major bleed 3(3%) 2 (2%) 0-673 (0-055- 5:983) 1.00 3 (3%) 2 (2%) 0.696 (0-057-6:220) 1.00
Any stroke 3(2%) 1(1%) 0-335 (0-006-4-233) 0-63 3(3%) 1(1%) 0-346 (0-006-4-390) 0-66
Ipsilateral stroke, TIA, or death 4(3%) 5 (4%) 1-280 (0268-6-614) 0-98 4(4%) 4(4%) 1-054 (0-190-5-835) 1.00
Any stroke or TIA 5 (4%) 5 (4%) 1.017 (0-228-4-540) 1-00 5 (5%) 4(4%) 0-836 (0-161-4-015) 1.00
Major bleeding 0 (0%) 1(1%) - 0 (0%) 1(1%) “
Death 0 (0%) 0(0%) 0 (0%) 0(0%)
Data for presence of residual stenosis (>50%) at 3 months have not yet been analysed. OR=odds ratio. TIA=transient ischaemic attack. *Tested with exact logistic regression.
Table 2: Outcomes within 3 months
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Secondary outcome

Intention-to-treat population Per-protocol population
Antiplatelet Anticoagulant OR (95% CI)* pvalue Antiplatelet Anticoagulant ~ OR (95% CI)* p value
group (n=126)  group (n=124) group (n=101)  group (N=96)
Ipsilateral stroke or death 3(2%) 1(1%) 0-335 (0-006-4-233) 0-63 3(3%) 1(1%) 0-346 (0-006-4-390) 0-66
Secondary endpoints
Any stroke or death 3 (2%) 1(1%) 0-335 (0-006-4-233) 0-63 3(3%) 1(1%) 0-346 (0-006-4-390) 066
Any stroke, death, or major bleed 3 (3%) 2 (2%) 0-673 (0-055-5-983) 1.00 3 (3%) 2 (2%) 0-696 (0-057-6-220) 1.00
Any stroke 3 (2%) 1(1%) 0-335 (0-006-4-233) 0-63 3(3%) 1(1%) 0-346 (0-006-4-390) 0-66
Ipsilateral stroke, TIA, or death 4 (3%) 5 (4%) 1280 (0-268-6-614) 0-98 4 (4%) 4 (4%) 1.054 (0-190-5-835) 1.00
Any stroke or TIA 5 (4%) 5 (4%) 1-017 (0-228-4-540) 1.00 5 (5%) 4 (4%) 0-836 (0-161-4-015) 1.00
Major bleeding 0 (0%) 1(1%) 0(0%) 1(1%)
Death 0 (0%) 0 (0%) 0 (0%) 0 (0%)
Data for presence of residual stenosis (>50%) at 3 months have notyet been analysed. OR=odds ratio. TIA=transient ischaemic attack. *Tested with exact logistic regression.
Table 2: Outcomes within 3 months
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Intention-to-treat population

Per-protocol population

Antiplatelet Anticoagulant OR (95% CI)* p value Antiplatelet Anticoagulant | OR (95% CI)* p value
group (n=126)  group (n=124) group (n=101)  group (n=96)
Ipsilateral stroke or death 3 (2%) 1(1%) 0-335 (0-006-4-233) 063 3 (3%) 1(1%) 0-346 (0-006-4-390) 0-66
Secondary endpoints
Any stroke or death 3(2%) 1(1%) 0-335 (0-006-4-233) 063 3(3%) 1(1%) 0-346 (0-006-4-390) 0-66
Any stroke, death, or major bleed 3 (3%) 2 (2%) 0-673 (0-055-5-983) 1-00 3 (3%) 2 (2%) 0-696 (0-057-6-220) 1-00
Any stroke 3(2%) 1 (1%) 0-335 (0-006-4-233) 063 3 (3%) 1(1%) 0-346 (0-006-4-390) 0-66
Ipsilateral stroke, TIA, or death 4(3%) 5 (4%) 1.280 (0-268-6-614) 0-98 4 (4%) 4 (4%) 1-054 (0-190-5-835) 1-00
Any stroke or TIA 5 (4%) 5 (4%) 1.017 (0-228-4-540) 1.00 5 (5%) 4 (4%) 0-836 (0-161-4-015) 1.00
Major bleeding 0 (0%) 1(1%) 0 (0%) 1(1%)
Death 0 (0%) 0 (0%) 0 (0%) 0 (0%)

Data for presence of residual stenosis (>50%) at 3 months have not yet been analysed. OR=odds ratio. TIA=transient ischaemic attack. *Tested with exact logistic regression.

Table 2: Outcomes within 3 months
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Adverse events

Antiplatelet Anticoagulant

b EEREEE Major bleed
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Abnormal liver function test

N
2 B

Allergic reaction

Chest pain

2
=

Diplopia

o

Dizziness

]
2

Haematuria
Haemoptysis
Headache

Hip pain

Myocardial infarction 0%

Nausea or vomiting

5
=

Neck pain

2
=

Numbness

=

%,

)
)
)
)
)
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Y Minor bleed
)
)
)
)
)

Ophthalmic nerve neuralgia

o

Pneumonia

2
=

Seizure

%]

%

/MR ERH0R. MAEREERF28 X
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Subarachnoid haemorrhage 1%

Vision loss

2
=

Worsening of ataxia

0
0
1
0
1
0
0
0
4
0

Hydrocephalus 0
1
3
0
0
1
1
0
0
0
1 0%
0

(0%)
(0%)
(1%)
(0%)
(1%)
(0%)
(0%)
(0%)
(3%)
(0%)
(0%)
(1%)
(2%)
(0%)
(0%)
(1%)
(1%)
(0%)
(0%)
(0%)
(1%)
(0%)

R O R RN R O R R R O R P W R B R O R O R R
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Worsening of Horner's syndrome

=

%

Four patients (two in each treatment group) had two adverse events; no patient
had more than two adverse events.

Table 3: Adverse events
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