RESPECT Trial

* Randomized, event-driven, open-label trial
with blinded endpoint adjudication

* Cryptogenic stroke + PFO, 18-60 years

* Patients randomized 1:1 to AMPLATZER PFO
Occluder (device) vs. guideline-directed
medical management (MM)

* 980 subjects enrolled from 2003 to 2011
* 69 sites in U.S. and Canada
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Baseline Characteristics Balanced
Between Groups

AMPLATZER™ Medical
Characteristic PFO Occluder Management
(N=499) (N=481)
Age (yr), mean £ SD 48 + 10 46 + 10
Male 54% 56%
Hypercholesterolemia 39% 41%
Family h/o CAD 33% 33%
Hypertension 32% 32%
COPD 0.8% 1.5%
Congestive heart failure 0.6% 0%
History of DVT 4.0% 3.1%
Atrial septal aneurysm 36% 35%
Substantial shunt 50% 48%
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RESPECT Final Results

Freedom from Recurrent Ischemic Stroke
(Intention to Treat)
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(# strokes = 28)

0.851 Risk Reduction: 45%
~ HR: 0.55 (95% CI: 0.305, 0.999)
Log-rank 2-sided p-value=0.046
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(KM Estimates) Time from Randomization (Years)
AMPLATZER  499(0%) 476(1.4%) 464 (1.6%) 447 (1.6%) 421 (1.9%) 352(2.6%) 262(3.3%) 197 (4.5%) 128(5.0%) 77(5.0%) #1(5.0%)
MM 481(0%) 433(1.8%)394(3.2%) 380 (3.7%) 354 (£.7%) 282 (5.0%) 218 (5.0%) 150 (5.6%) 104(7.3%) 59(8.5%) 31 (12.5%)
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RESPECT Final Results

Freedom from Recurrent Ischemic Stroke of Unknown Mechanism
(Intention to Treat)
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0.83 71 Risk Reduction: 62%
4 HR: 0.38 (95% CI: 0.18, 0.79)
Log-rank 2-sided p-value=0.007
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AMPLATZER  499(0%) 476(1.2%) 464 (1.2%) 447 (1.2%) 421 (1.5%) 352(2.0%) 262(2.3%) 197 (2.3%) 128(2.3%) T7(2.3%) 41(2.3%)
MM 484 (0%) 433 (1.3%) 394 (2.79%) 380 (3.5%) 354 (4.0%) 282 (4.0%) 218 (4.0%) 150 (5.1%) 104(5.8%) 59(7.0%) 31 (11.1%)
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RESPECT Final Results

Freedom from Recurrent Ischemic Stroke
(Intention to Treat — Patients censored at age 60 years)
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B (# strokes = 12)
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(# strokes = 25)

0.85 1 Risk Reduction: 58%
r HR: 0.42 (95% CI: 0.21, 0.83)
1 Log-rank 2-sided p-value=0.010

n.ﬂn 1 1 1 | | 1 | 1 | 1 1 1
o 0 1 2 3 4 5 6 7 8 9 10
(KM Estimates) Time from Randomization (Years)
AMPLATZER 475(0%) 443(1.3%) 418 (1.8%) 383 (1.8%) 345 (2.0%) 285(2.6%) 203(3.0%) 150(3.0%) 97 (3.0%) 55(3.0%) 29(3.0%)
MM 463 (0%) 402(1.8%) 353 (3.4%) 321 (3.9%) 289 (4.9%) 220 (5.2%) 159 (5.2%) 109 (6.7%) 76 (7.7%) 44(7.7%) 22(13.2%)
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Interpretation

* These analyses support the hypothesis
that PFO closure is preventing PFO-
related recurrent strokes

* PFO-closure cannot prevent strokes

from non-PFO related causes
HR (95% CI) Risk Reduction P-value
Ischemic stroke 0.55 (0.305-0.999 45% 0.046
Stroke without 0.38 (0.18-0.79) 62% 0.007
known mechanism
Age-censored 0.42 (0.21-0.83) 58% 0.01
analysis (<60y)
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Conclusions

* Inthe RESPECT trial, PFO closure with the
AMPLATZER™ PFO Occluder was more beneficial
than medical management alone

* Collaboration between a cardiologist and neurologist
IS Important for proper patient selection

* For patients with cryptogenic stroke and PFO, closure
with the AMPLATZER™ PFO Occluder is an
appropriate treatment option that reduces the risk of
recurrent stroke
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