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Background and Objectives MoveDMD Trial Part B: MoveDMD Trial Part B Results: MoveDMD Trial Part B Results
Three-Part Phase 1/2 MoveDMD Trial Design Baseline Demographics and Values 4-Stair Climb Pediatric Outcomes Data Collection Instrument
» In Duchenne muscular dystrophy (DMD), NF-kB is activated from infancy, driving Study Population: All DMD mutations, ages 4 - 7, steroid naive or off steroids for 26 months
inflammation, muscle degeneration and inhibiting muscle regeneration Treatment Group Placebo e s e el Placebo-Controlled Crossover
' & & g ' —— —— - 67 mg/kg/day 100 mg/kg/day Edasalonexent Placebo-Controlled Crossover
: TR : 7-day, open-label 12-week, randomized, double-blind 60-week, open-label Change in PODCI Transfer & Mobilit Change in Rate of Change
' Edasa|0ne_xent IS an Ora|_5ma|| mC)_'eCU'e that lnhlblts NF-kB an_d lmpr(_)v_es muscle dose-ranging trial placebo-controlled trial treatment period (n=11) (n =10) (n=10) (n=20) Change in 4-Stair Climb Speed Change in Rate of Change Scogre from Baseline to Week 12 y PODCI Transfer & Mobility Score
degeneration, regeneration, function and exercise endurance in preclinical models. N - 6 per arm N - 10 per arm N - 10 per arm Age at Week 0 (years) 63 - - 60 from Baseline to Week 12 4-Stair Climb Speed °
- . . - 5 ~
» In Phase 1 trials in adults, edasalonexent was generally well tolerated without safety Age at Symptom Onset (years) 3.7 3.0 2.0 2.5 008 p NS rost o2 p N5 - 5. pN5 Better vs. A 06 p =0.01
. . - . . 04 aster vs. 002 i o
signals and inhibited NF-kB after single and multiple doses. _ : : Age at Diagnosis (years) 46 35 3.0 33 il baseline gg o — & baseline 8=
Edasalonexent 100 mg/kg/day Edasalonexent 100 mg/kg/day ) o bt g I (2 g 0.0014 o E ] 0.4
Weight at randomization (kg) 21.4 221 22.0 221 gy o =2 54 0 -
» Objectives of the three-part MoveDMD study: — 10-meter walk/run (TOMWR in seconds) 6.9 6.3 6.8 6.6 .= 5 < ooord o 5 _::‘:U <
— Assess safety and efficacy of edasalonexent (CAT-1004) in boys with DMD not yet » Assessthe safety » Assess the safety and efficacy of ~ + Measure the same safety and efficacy 4-stair climb (45C in seconds) 5.0 4.5 6.3 54 Z29 ool 2= 5 ‘-;'_‘u 007
t id and PK of edasalonexent versus placebo parameters as in Part B of the trial Time to stand (TTS i d 6.5 70 12.0 9.4 v @ 000 S =
on steroids ) ) ) edasalonex.entin + MRI as an early biomarker + Assessing treatment effects over a longer ime to stand (TTS in seconds) . . . . 0.04 . . =L o, 10 g 027
— Assess MRI T2 as primary endpoint, selected as an early biomarker at 12 weeks ~18 boys with  Trial powered only for primary time Values shown are means Placebo  Edasalonexent Off-treatment  Edasalonexent P(';:ﬁ':;’ Eda(ﬁl‘;gf“"t Off-treatment  Edasalonexent
(Part B) D;Jcher;ne endpoint: change from » Focus on functional changes to plan future trials Patients were all male and steroid-naive and predominantly Caucasian (n=11) {n=20) (n=12) (n=12) (n=12) (n=12)
. . . . + Showed positive PK, baseline in MRI T2 it ; ; ; ; ; < dai i
— Perform additional assessments in Parts B and C (open-label extension) to provide NF-kB biomarker O?ff@';?,‘;‘g useles PO » Patientrandomizationwas stratified for baseline age and 10-meter walk/run ' _FFgESC]le'rS :nféugggifémggﬁifo;EgrrgTg;ggi::Esesz#ttholgiirg?m?essgﬁgse'g\feor“tisrg;'('gn?[C)t(')‘;’]'glzs-201 0
key information about dose, duration and functional endpoints for future trials fﬁeast;_f_i‘;ew and , secondary measures: . On average, patientsin the edasalonexent 100 mg/kg/day group were symptomatic at a younger » Placebo-Controlled v '
olerabilf v Ti ; o' o , , — Thechangein 4-stair climb speed was numerically better for edasalonexent than placebho - -
Eg}'ﬁ?gﬁ”jtﬁ;:ifﬁg ?i_r?::ttir age and did not perform as well on the 4-stair climb and the time to stand function tests at 8 P y P ' Pfa;ebo ant:lfgﬂed.  for the treatment d with olaceb
stand) ' ' baseline; characteristics consistent with more advanced disease » Crossover - humericalimprovement for the treatment groups compared with pfacebo
* NSAA Study conducted at 5 sites in US v All 31 patients completed Part B and wereincludedin the per protocol population. — Therateof change was negative inthe off-treatment period but was neutral on edasalonexent + Crossover: : : :
» PODCI — Adecline in score was observed off treatment while an improvement in score was observed on
+ Muscle strength treatment
: Error bars in chart denote SEM )
» MRI fat fraction Error bars in chart denote SEM
Background: Edasalonexent Increases Dystrophin Analysis Plan: MoveDMD Trial Part B Results MoveDMD Trial Part B Results: MoveDMD Trial Part B Results
Expression in Combination with Exon-Skipping Change from Baseline and Rate of Change Analyses Primary Efficacy Endpoint Time to Stand Adverse Events
» Dystrophin production in exon-skipping models is inhibited by several miRNA, the Pant A - omesk. oace B ed oeriod Change in MRI T2 from Baseline to Week + Well tolerated with majority of adverse events being mild in nature
. . . . . . g g -days SWEeEK, gacelo-controlle erig . .
levels of which are increased by TNFa. This increase is blocked by inhibition of NF- g i - 12 in Composite of 5 Lower Leg Muscles Placebo-Controlled Crossover » No discontinuations or dose reductions
KB (Fiorillo, 2015), suggesting that NF-kB inhibition could enhance production of Off-treatment Edasalonexentvs PBEO . 4 4 h . Rate of Ch e ool ;
i i in. i Change in Time to Stand Spee angein Rate of Lhange Edasalonexent Edasalonexent Overa
dystrophin with dystrophin-focused therapies. . Prespecified analyses: o from Baseline to Week 12 Time to Stand Treatment Group Placebo 67 mg/kg/day 100 mg/kg/day Edasalonexent
. : -~ ) . . al Smallerincrease in MRI T2 Ad ts in >10% of edasal £ - _ - -
» madx mice were treated for 4 weeks with an exon-skipping agent, edasalonexent or — Placebo-controlled: Comparison Ofchange from Baseline between : Pa:fe":fse"e“ In >10% of edasalonexen (n=11) (n=10) (n=10) (n =20)
the combination . ~ correlateswith less 002 - Faster vs. 0.000-
: treatments and placebo during 12-week placebo-controlled Part B ~= 08 muscle inflammation - baseline Bz Subjects with any TEAES 10 (90.9) 9 (90.0) 8 (80.0) 17 85.0)
. . o 0 — a
wild type/saline  max/saline mdx/edasa mdxM23D  mdx/M23D/edasa — Crossover: Comparison of rate of change for off-treatment (Part A baseline = 9 oo &8 Gastromtestinl disordare
Mo Gt P to Part B baseline) to Part B active treatment 3 0.6 AL o £3 oo Diarrhea 0 (0.0) 3 (30.0) 4200) 7 350)
c 37" uadriceps G2 cg &c »
E 10 = , Methodology: _rC:U E 04 SJDE 0ot | % g Vomiting 1(3.1) 1 (10.0) 3 (30.0) 4(20.0)
S ; * . . . W] * £z . S 0002y Abdominal Pain Upper 0 (0.0) 2 (20.0) 2 (20.0) 4(20.0)
1 3 “» — Speed, the reciprocal of the time to perform the function test, used for £3 awalf b NS >3 b NS Nauses 0 00) + 100) ) 000) 3 4150)
e % c comparisons to account for boys unable to perform tests 0.2 . . ! R coreral disorders
c 25 4 — Comparison of pooled (n=20) and individual treatment groups (n=10 each) vs. Placeho  Edasalonexent = Off-treatment  Edasalonexent byrexia 2 073 000 000 000
€ = i . | (n=11) (n=20) (n=12) (n=12) ' ' ' '
g +;—:“‘\ g placebo (n 11) durlng PartB (F_)lacebo ContrOHEd) . 0.0 " " " " Injury, poisoning and procedural complications
3 25 — For 12 boys in Part A who received edasalonexentin Part B, assess rate of Placebo Edasalonexent* - 3 73 2 a00) ) (200) 5 (200)
= change in functional assessments with edasalonexent compared to the o , , , , » Placebo-Controlled: ckin abracion 0 00) ) 20.0) . 100) - (150)
o S control period (Crossover) » No significantchange inthe primary endpoint, average change from baseline to Week — Thechangein time to stand speed was numericallyworse for edasalonexentcompared to : - :
of 0 V23D M23D/ S ) iods for the off iod b Part A and Part B 12 in the MRI T2 measurefor a composite of lower leg muscles for the pooled placebo [ElEEEslEm Erel Mz CEer s
= Edasa — sSincetime perlo storthe O -treatment perlo etweenPart Aan art Edasa|0nexenttreatmentgr0upS Vs, placebo‘ Decreased appetite 0 (0.0) 1 (10.0) 2 (20.0) 3(15.0)
. and for Part B treatment differ, weekly rates of change are compared v Crossover: Respiratory, thoracic and mediasing
M23D: exon skipping specific for mdx; Nelsa Estrella, Sarepta (Unpublished observations) P - The trlal was powered fOI' MRI T2* not fOI' fU nCtlonal assessments — Therateof decline decreased by45% on edasalonexent disorders )
Error bars in chart denote SEM " Rhm.orrhea 16D 2 (20.0) 2 (20.0) 41200
Edasalonexent pooled doses: 100 mg/kg (n=10} and 67 mg/kg (n=10), comparad with placebo (n=11) Error bars in chart denote SEM Falls were specifically recorded as an exploratory measure.
MoveDMD Trial: e e aldoft;Dgf . TAnng P;ait ; Tsuus t glovelmv_m o e
MoveDMD Part A Results Supported Part B Design . " . 10-meter Walk/Run Speed 0 ar ulatory Assessmen A
Observations Prior to Treatment in Part B
- Edasalonexent  Tic-T . - . i : : :
> Safety: _ o 100ms iclac | » Primary Endpoint: No significant change observed in primary endpoint of
— Generally well tolerated, no discontinuations ) ) Jometer wallrun speed wstair climb spcd » Duringthe Placebo-Controlled Crossover Placebo-Controlled Crossover change from baseline in MRI T2 of the composite of lower leg muscles for pooled
— All patients able to take edasalonexent capsules 0.20- 03 approximately 8- ) . h . fch edasalonexent vs. placebo.
d domi v mild Edasalonexent ~ M&M - = . month period from Change in 10-meter Walk/Run Changein Rate of Change Change in Total NSAA Score from C angehllgf:ge of Change
— Adverse events (AE) predominantly mild, most 250mg : g 0.5 —— 5 T the Baseline of Part A Speed from Baseline to Week 12 10-meter Walk/Run Speed Baseline to Week 12 core » Functional Measures: Edasalonexent treatment groups showed numerical
common AE was diarrhea 1 - g g 021 to the Baseline of Fart e 0.24 improvementvs. placebo across multiple functional measures, both in the
— AF 7 davs: £ o410l r B, patientswere off- 5 : D NS p P p | ,
over / days. E " L treatmentexceptfor 0.005 Faster vs T 00005, o 1 p NS Better vs A placebo-controlled Part B and the crossover analysis, although the changes were
s 2 J P aseline = . L. . e
% 005 3 M theinitial week of o5 29 | S aeene 2, on generally not statistically significant.
2 2 dosingin PartA pg 0o vz 00000 v 0 zZ73
33ma/kg 67 mg/kg 100 ma/kg Total 0 = 8 . a5 =z < = . .
n=5 n=6 n=6 n=17 0.00 0.4 » Dedlinesin TFTsand c @ 0005 uZ 00005 52 =2 oo0f » Safety: Edasalonexentwas well tolerated with an adverse event profile
I | Part A Part B Part A Part B ‘—ﬂ 20 = 1 50 . . . . .
i ; . NSAA were evident Sa 000t S S -0.0010] p NS c3 cE consistent with prior findings.
Diarrhea 0 0 4 4 Baseline Faster vs. Baseline durine this control t::; aél 5 iﬂ 3 , g i o1 | o .
Soft feces 1 1 1 3 baseline period. &2 005 21 00015 = = » Open-Label Extension: Part C of the MoveDMD trial is ongoing to assess effects
Abdominal pain upper 1 0 1 2 Time to stand speed North Star Ambulatory Assessment . 0,020 g E S 3 . . I 02! in patients on edasalonexent over a longer time period.
0.25 251 » In pre-speC|fled . Placebo Edasalonexent Off-treatment Edasalonexent P(I:Eil:;’ Eda(s:l;;]exent = Off-treatment Edasalonexent — Expect to learn important information about dose duration and functional
r PK _ crossoveranalysls, . (n=11) (n=20) (n=12) (n=12) - B (n=12) (n=12) p . p e ¢ '
At the two higher doses, exposures were at or above levels 2 0204 - 20 * rates olfchan ein this endpoints for possible future clinical trials of edasalonexent
= ' s —1 control period were . . _ ; ;
associated with NF-kB inhibition in adults in Phase 1 ¥, o 5 1 comparedtothose v Placebo-Controlled: ' ifﬂ?ﬁiﬁﬁgsrﬁﬁiomh Star Ambulatory Ascecement was mumericall better for Eﬁ){gg{id ?nne’;hneiggpuc'tgonndaIhg\slzesien;gg‘ésngggsg f(i)vrz)ﬂ;g{g[ir?; ‘éhneg %rl_(;tlénown to be
K 3 010 104 démn 12weetks of — Thechangein 10-meterwalk/runspeed was numerically better for edasalonexentthan edasalon%xentvs placebo Y y y P p p
» Biomarker @ edasalonexen lacebo :
2 0.05 5 ; p
. . @ treatmentin Part B.
— Changes in NF-kB targeted genes at two higher doses G : : .
& & & & 0.00 —— — 0 — o v Crossover: ' r(;fsdoe"rfﬁne Inscore was observed off treatment while an improvementin score was » Edasalonexentin DMD: Edasalonexent has potential for treatment of Duchenne,
» Identified doses of 67 and 100 mg/kg for Phase 2 Part B study P—— P— — Therate of decline decreased by 50% on edasalonexent observed on treatment regardless of underlying mutation.
*
p<0.05
Y For reference, shown for Baseline of Part A are the Error bars in chart denote SEM Error bars in chart denote SEM Error bars in chart denote SEM
times correspondine to the average speed.
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