Phase 3 Trial to Evaluate AbobotulinumtoxinA (Dysport®) Injections in Child
Upper Limb Spasticity due to Cerebral Palsy: A Study Design
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Introduction

 Upper 50%t0 70%
source of disability - particularly in children with hemiparesis.* Functional improvement of the upper
limb can impact education, daily iving and tivi

@ Common upper limb impaitments in CP include weakness, spasticity, spastic contracture, dystonia,

icit and learned > Shoulder

‘adduction and intenal rotation, elbow flexion, forearm pronation, wrist and finger flexion, and thumb
adduction and flexion.*

 Children with CP
objects

® Although botulinum toxin-A (BONT-A) has been used in the management of upper limb spasticity in CP
for many years, most clinical trials have been small, without an adequate comparator and limited in
duration.

palsy (CP), and is an important

diffculties in reaching, pointi

releasing and manipulating

i assess b0BONT-A)
at doses of 8 U/kg and 16 U/kg vs. aboBoNT-A 2 U/kg (control group) for the treatment of upper limb.
spasticity due to CP.

Objective

® The primary study objective is to assess the efficacy of two doses of aboBoNT-A (8 U/kg and 16 U/kg)
compared to aboBoNT-A.2 U/kg used inthe treatment o upperlimb spasticityin children vith CP
following a single treatment.

 The secondary study biective i to assess the long term safety of multiple reatments of aboBoNTA
used inths study population.

Study Design

o Prospective, multicenter, double
over 1year) study.

o Patients il be randomized (
16 U/kg in cycle 1, using a
avidance.

® Atstudy entry, a primary targeted muscle group (PTMG), either the elbow flexors or wrist flexors, will be
selected The PTHG can be cha atments, from elbor to wist
flexors or

, randomized, controlled, multiple treatment (4 treatment cycles

) to injections of aboBoNT-A 2 U/kg, aboBONT-A 8 U/kg o aboBONT-A
protocol under electr

o elbow flexors, as long as re-treatment crteria are met.

@ Control patients (aboBoNT-A 2U/kg in cycle 1) will be re-randomized to either aboBoNT-A 8 U/kg or
aboBONT-A 16 U/kg in subsequent cycles; the double-blind will be maintained. Eligibility to move to the
next cycle will be assessed at Week 16 of each cycle.

Figure 1. Study Design
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Patients
. il ith uppe P will be ited by specialist centers.
f “Table 1. Patient characteristics and medication exposure
Key Inclusion Criera Key Exclusion Crteria
Diagnosis of C? Fixed contractur in the PTMG (Tardieu Scale X,, 40%)

Severe choreo-athetoid/dystonic movements

Previous or planned surgery of PTMG.

least one upper imb>

 Patients will perform der trained p
chose h

ith the
" h the baseline visit and
the exercises will be adapted based on the subject’s need through the study.
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score
22 in the primary targeted muscle group
(PTMG; elbow or wrist flexors)

Gross Motor Function Classification
System Level LIV

injections into PTMG within the past
year

Likelihood of requiring lower limb injection or injection
into the non-study upper limb before Cycle 2

Previous BoNT-A treatment <6 months in the study limb
&3 months in other body parts

Treatment with any drug that interferes either

i parent/
guardian, and child licabl

( b neuroblocking
‘agent used during surgery within prior 30 days

Treatment with baclofen within prior 30 days.

History of aspiration or conditions which put them at
risk of aspiration, such as dysphagia
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Table 2. 3boBONT-A doses per muscle

Injection Number of
Volume  Injection
(mi) Sites

Muscles

Elbow flexors.

Dose per Muscle U/kg/Maximum U

Low2 U/kg

Medium 8U/kg® High 16 U/kg"

Brachialis 06 2 ozsUkg/0U 3Ulks/zoU  6Ukel2doU
Brachioradialis* 03 1 0375 Ufkg/1sU 15U/kg/60U  3U/kg/120U
Wist lexors

flexor carp radials 04 12 osUks/oU  2UMke/SoU  4U/ks/i6oU
Flexor carpi ulnaris® 03 1 0375 Ufkg/1sU 15U/kg/60U  3U/kg/120U
Other Muscles

Biceps optional muscle) 0.6 2 075U/ke/30U  3U/kghoU  6U/kg/240U
Pronator teres 0.2 1 0.25U/kg/10U  1U/kg/40 U 2U/kg/8o U
Pronator quadratus 01 1 oxmsUkgioU osUks/20U  1UkelioU
Fleror digioun 02 1 oasUlghoU iUlkgloU  2UNglsoU
e 03 24 oxsUlkg/isU 1sUfke/éol  3U/kg/izoU
Flexor pollicis longus. 0.2 1 0.25U/kg/10U  1U/kg/40 U 2U/kg/80 U
Poorpolidsbie™ a1 oasUlkelsU osUlkglaoU  1UkelioU
Adductor pollicis. 01 1 0.12U/kg/s/sU o.5U/kg/20U  1U/kg/40U
Pectoralis major 0.5 12 0.625U/kg/25U 2.5U/kg/100U 5 U/kg/200U
Pectoralis minor 05 12 o6asUlkef2sU 25Ufkgfoo 5 U/kel200U
i 6 2U/kg/8oU  8U/kg/320U 16 U/ke/64o U
ForTreatments 2, 3and 4

T indidual
muscle. e
the 16 U/kg soup.
th both brachialis lialis h

t0 be injected at the dose and volume specified.
“fwristflexors ae chosen i
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Assessments

o Tained will

Primary endpoint is change from bas
muscle tone, as assessed by Modi

e to Weeké of cycle 1 in
d Ashworth Scale (MAS) in the PTMG

Secondary measures

Goal Attainment Scaling.
Tardieu Scale

Physicians Global.
Assessment

Assisting Hand

rms Pain Scale
Pediatric Quality of Life

Assessment
(patients with hemiparesis)

® An “independent” assessor il perform the MAS, Tardieu and passive range of motion assessments and
wil be different from the evaluator performing the Physician Global Assessment (PGA).
‘@ Safety will be reviewed by an independent Data Safety Monitoring Board

Results
® The study is ongoing and first results are expected in 2017.
® Instrumentation of the MAS and Tardieu Scale has been standardized to limit inter and intra rater
P atient dto
ensure the velocity of strelch movements are consistent. Each assessor has been trained using real
cases and competency has been certified. Regular trainings are also ongoing.

Conclusions

® This will be one of the largest studies to simultaneously evaluate the effects of aboBoNT-A on
muscle tone, spasticity and function in pedatric upper limb spasicity due to CP.
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