Further Analysis of NurOwn Phase 3 Data Based on Baseline ALSFRS-R Status Clarifies Treatment Outcomes
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Background Results Primary and Secondary Endpoints, across baseline
Brainstorm completed a randomized Phase 3 trial in 200 ALS The Phase 3 mean baseline ALSFRS-R score of 30.9 (+/-6.3) Thresholds minimizing the ALSFRS-R floor etfect
participants receiving 3 doses of NurOwn or placebo. The primary included participants with rapid pre-trial progression and suggest-tlze?tment-effeft with NurOwn
endpoint was a responder analysis defined as the percentage of advanced ALS at the time of treatment!. Participants with oq *wn * e )
participants with >1.25 points/month ALSFRS-R improvement in advanced ALS had many ALSFRS-R items with values of O at . .
slope post-treatment vs pre-treatment. A key secondary endpoint baseline, after which further deterioration cannot be measured NurOwn treated
was the average ALSFRS-R change from baseline to week 28. A by that item. When enough items are scored 0, then the slope € 3 participants with
pre-specified subgroup focused on baseline ALSFRS-R >35. of decline may slow simply because ALSFRS-R is a bounded s 2 RiSSeF“Fr;g_R -~
scale, which we will refer to as a “floor effect.” S - >26 have 15-20%
Inclusion criteria permitted participants with advanced ALS to be . | | - 3 higher response
: : NurOwn Phase 3 featured participants with advanced ALS disease resulting in a floor effect! = Y
enrolled (baseline ALSFRS-R < 25, 23% of study population). ASFRSR | Zvalve of | % value of | Example of cinical esponse and plateau of disease S compared to
Participants also needed a pre-treatment decline of at least 1 Subscale Oat | Oat Week | Podiession Rate of decine nthe treatment period i £ placebo
point/month on ALSFRS-R. The primary endpoint was not baseline 28 for the pre-treaiment ate of decline 1o continue ineary ol
statistically significant (Cudkowicz et al. 2022). However, the sulbar /% 15% Wweek28. N 29 30 31 32 33 34 35
entry criteria may have obfuscated the true effect of NurOwn. Fine Motor . \ Baseline Threshold
Gross Mofor S Slope = -1.35 % Nuran treate_d
The ALSFRS-R Is a bounded scale, thus at some point the slope Rospiralory % = _*%' : Ezgtéfilr?:nts with
ot decline must slow, though at what level this happens Is T Paricioans wih ALSERS. =25 34 o1 169 (23390 S 5 AL SFRS-R total
uncertain. This results in a risk that people with lower ALSFRS-R ? Participants who had an ALSFRS-Rat week 28 (n=31) "= s w0 s o c 9 >26 have at least
scores at baseline may experience slowing of decline due to a NurOwn treatment suggests effect in pre-specified - ‘5% f2 'ﬂ?t?éi of
floor effect of the ALSFRS-R which could resultin a subgroup with less advanced disease, across endpoints - S pureserved
misclassification on the primary endelnt (ﬂOOr effeCt). Pre- Primary Endpoint: % Response at week 28 Secondary Endpoint: Average Change from g % k ;' compared to
specified and post-hoc subgroup analyses in evaluating the paseline to Weel 28, ALSFRS-R 9 & * placebo (p< 0.05)
treatment effect were performed to try to minimize this effect. . b e 34,6% . % s’j _ SR DS = NurOwn
30 27.7% = Bl placebo
A pre-specified subgroup analysis of participants with baseline I - e s e 1
ALSFRS-R >35 showed a trend to a meaningful increase in % s — . e . Baseline Threshold
responders in the NurOwn arm. This analysis included 31% of the ’ Conclusions
trial participants. ; T e These sensitivity analyses demonstrate a statistical trend toward
Sty T pmoaes I clinically meaningful treatment effects across subgroups that are
Hyp()theSiS Primary Endpoint utilizing the TST and ILT to minimize consistent with the pre-spe_cif_ied subgroup. T_hese sensitivity
Participants with higher baseline ALSFRS-R are less likely to the floor effect suggests treatment difference consistent analyses are meant to minimize methodological challenges of the
experience a floor effect on ALSFRS-R, and methods to select with historical placebo data and power calculations ALSFRS-R at the lower end of the scale.
participants less likely to experience the ALSFRS-R floor might Biomarker data recently presented at ALS One (Lindborg 2022)
exclude fewer participants and yield similar results to the — — showed consistent patterns across biomarkers in participants with
subgroup with baseline ALSFRS-R >35. e more advanced ALS at base_line that might_help further de!iqeate
- .g 20.5% 22.5% Two diferent sensitviy Important subg_rc_)ups and raises the possibility that all participants
Methods g g s I xf#g;:ﬂ:ﬂgt kel o could be benefl_tlng_ fr_om the treatment alt_hough the ALSFRS-R floor
o Q. gy oo be affected by the ALSFRS- effect makes this difficult to demonstrate in the lower part of the
\r/nvi Fr)nerfcl?]rn][ﬁ(; :[X\II_OSECI;S; T?O;(f(?rngggl;yban'agrsﬂe'fiffr?cuasnedd . Zzzj F ﬂf%cf)glesf::eoiz threshold scale.

INIMIZI - | ITVI TST (n=145) ILT (n=159) TST - : - - -
excludinggparticipants at highest risk of)l:/)eing impagcted by an T mwon wsere PO - Hem eveleshald 1) g\?;el}‘;tli ce)ﬁgrgérfigrtlhcg:pe;ueﬁgg ta may have implications for
ALSFRS-R floor effect. ° Both methods show that |
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