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m Guidance

Injector With Navigation Syste

» Implantation by MDs (most often Neurologists) GuideView (GV)

i Navigation System (Versions 1-3)
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Pilot study in humans (vascular dementia)?
1. Low intensity: CBF increases before perceived sensations
2.Medium intensity: CBF further increases with mild, non-noxious sensation

s Awownions 3. Highintensity: Avoid due to painful sensation (and likely CBF decrease)
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Dpiscomfort

Level (CTH)

Minimum Sensation Level (MSL)

o Per Prot0CO

1. Start low and escalate in steps

2. Reach minimal sensation level - continue escalation

3.Reach mild discomfort level — lower in steps

4.Reach comfortable tolerance level ~ treat at this intensity
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[MpACT-24A (2009-2011)
stroke within 24h

“""’ Safety & effcacy, anterior circulation
F » Randomized 2:1, Double-Blind, sham-controlled
mRS 90d improvement above expectations (

east one active/sham SPG stimulation )
egion

sliding dichotomy)

———
CT-24A

+ miTT - all patients receiving atl
+ Confirmed Cortical Involvement

(CC1)- NIHSS 2 10, at least one cortical ASPECTS r

Analysis
Populations

I;ty endpoints IMortality, SAE

Iaollment ] 7 Countries, 41 Sites, 300 patients

. Sliding
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pUiation i R chotomy Mortality

SAEs

Signals of potential benefit
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Study Design
& efficacy in anterior circulation stroke i
sham-controlled

n 24hrs window

Randomized, Double-Blind,

t beyond expectations at 3 months (sliding dicho!

=
ﬂ Primary Endpoint I mRS improvemen

« miTT - all patientsreceiving at I
« Confirmed Cortical Involvement

tomy)

east one active/sham SPG stimulation
(ccr) - NIHSS 2 10, at least one cortical ASPECTS region

Adjustment
I;mple Size IBEtween 450-1000 (prespecified sample size adjustment rule at interim analysis of 350 patients)

',Mum Jici ; ,
] , Hochberg multistep procedure*: requires p<0.05 in both populations, or p<0.025 in one

‘ Fnrollrnent 118 countries, 73 sites, 1,000 mITT patients, June 2011 — March 2018
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Activity

«1:1 dynam’ic-randomization

 Neurostimulator / sham implantation

+ 15t SPG / Sham stimulation

+ Daily SPG / Sham stimulation
« Implant / Sham removal

« Day 5 mRS, NIHSS

Follow Up

* Day 30, 60 mRS, NIHSS
» Day 90 mRS, NIHSS, SIS-16

»mRS - Local blinded and centrally reviewed
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: Two Impla

[Enrolled (n)

Features
Robust structure

L]
. Easie

. Stimulation i

| Active Arm (n)
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e , Expectations at 3 months
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¢ Brain side
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patjent Features = CCl vs Non-CCl patients
All (n=1000)
| o010
0-14
l—————]
<0-0001
s
0-35
0-69

0-67

W-ﬂroke mRS>0
_I—Hamension
0-06
<0-0001

Diabetes
<0-0001

Ty

Atrial Fibrillation
Onset (LKW) to 1st Tx 0-53

Non-CCl ("=430)

- 13(11-15)

G_——/M‘W‘ p— -,
~ Efficacy Results — e =
el gt 1T P~ Threshold
oy Analysls  Tre: R value i
: , , [089-146) | 031 | 005 [ S8

“3o0% | 9% | [105-2.10) | 00258 [ 0025 |

148

primary and Secondary Efficacy Endpoints
miTT OddsRatio ~__ Odds Ratio _p-Value
pmfme—rt 031
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mRS Distribution

mirT

sosimzereies et

ca

s0s1n283Bi8586

mnlantation IMPrey ement
7 l AL T 24N (UL

AL R

|
l
n
l
|
l
I
l r

1\\
New limplant
WV Vit

ey

New lygMant
W\ Ve
(AL

Bt aygsant
U\
W in

Pt gt
Vel
el

e AL L0 S T w@s AT i winaints

+ Misplacement reduced dramatically

« Procedure Time < SMin
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Evolution of pelivered Stimulation intensity and Outcome

Reduction after DSMB notificdtion

100
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Implant Type 0:28
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elation Be
. -’CFCI population (n=520)
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Dose Responsé
p-value
Improved Above Expected 0.0006
(mRS Sliding Dichotomy)

Wependence (mRS 0-2) 0.0007

Iglf-Care or Better (mRS 0-3)

0.0006

<0.0001 J

l SIS-16 QoL

Inverted U-Shaped Dose Effect Curve (IUSDEC)
» Medium stim (25% of SPG pts): Absolute diff 29%, OR 3.34 [1.84-6.04], p<0.0001

2) Wmm:mmmmrm.s“m
(3) Siding dichotomy partially adjusts for NIHSS, Sde, Age
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o enhance ipsilateral collateral

Discussion
and showed strong evidence of

within 24h of onset, SPG stimulation t

across all patient groups,

"« Among AlS patients
s. Neutral efficacy was seen in the

flow and stabilize the BBB Was safe
benefit among patients with confirmed cortical infarct

other co-primary, mITT population.

» Beneficial effect among patients with confirmed cortical infarcts further supported by

+ Consistent beneficial effects on all secondary efficacy endpoints

« Strong dose-response relationship, with inverted U-shaped dose-effect curve (JUSDEC)

+ Preceding pilot ImpACT 24A trial finding of similar effect
+ Increased and robust statistical significance in individual patient data pooled meta-analysis

[ ussion
d rapidly, generally by

3

. Neurostimulator placement was performed accurately an

: neurologists
« Differential benefit in CCl population accords with known greater physiologic importance

of leptomeningeal collaterals to cortical vascular territories

= Benefit magnitude - for every 100 patients treated with SPG stimulation:

« 10 more will have a long-term disability level lower than expected; 11 more will perform bodily self-

care or better
¢ Atoptimal stimulation levels, potentially 29 more will have long-term disability level lower than

expected; 27 more will be functionally independent
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Conclusions
;-gn

in acute ischemic stroke patients with

+ Based on the totality of evidence,
n started within 24h reduces post-

confirmed cortical infarcts, SpG stimulatio
ortion of

ity over the entire outcome range and increases the prop

stroke disabil
patients who are alive and independent 3 months after stroke
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