CSF biomarkers identified as predictive of clinical outcomes in ALS participants following NurOwn
treatment in a phase 3 clinical trial: Reductions in NfL associated with less ALSFRS-R decline
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Stepwise variable regression model selected 3 biomarkers, spanning
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Brainstorm Cell Therapeutics completed a randomized, placebo-controlled Phase 3 The tloor effect occurs when the scale of measurement is not able to capture * Baseline NfL, Neurodegenerative biomarker

trial in amyotrophic lateral sclerosis (ALS) participants (n=189) evaluating efficacy progression at the bottom of the scale.” . Baseline. LAP/TG'TBL Anti-Inflammatory biomar.ker |

and safety of 3 intrathecal doses of NurOwn (Cudkowicz et al. 2022). CSF biomarker * Change in Galectin-1 at week 20, Neuroprotective biomarker
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Biomarkers with a significant treatment effect or significant treatment over time effect based on the

* mITT population (189 participants): 95 NurOwn and 94 Placebo biomarker change from baseline by pathway*

* Population representing participants with no item level floor effect at baseline

Number of Biomarkers with overall significant treatment effect or
(106 participants): 49 NurOwn and 57 Placebo Primary Biomarker Pathway Biomarkers treatment by time effect n (%)* Sl
All participants Baseline >25
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A pre-specified forward stepwise regression model used to select Participants with greater ALSFRS-R with NurOwn observed in the BCT-002, including 2 baseline biomarkers
biomarkers predictive of the primary endpoint (all biomarkers). total score decline had higher NfL (NfL, LAP/TGFB1). NfL has also been found to be prognostic of ALS disease

values at baseline progression in other trials34.

— Biomarkers with p-values required to be 0.25 to enter and p<0.05 to be retained
— Regression model adjusted for biomarkers with significant impact on clinical

outcomes fit with baseline covariates per pre-specified efficacy model for mITT

Change in ALSFRS-R Total Score at Week 28

= Baseline disease covariates, pre-specified for analysis of all efficacy data,
combined with biomarkers provide significant impact on the analysis of

population : 7 8 0 . : : : ) :
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on the natural disease progression model, representing predicted values had
participants not been treated with NurOwn

e Use observed NfL and ALSFRS-R values from NurOwn treated participants,
conduct correlation analyses of change in ALSFRS-R at week 28 (last
measurement) and change in NfL at week 20 (last CSF sampling time) adjusting

— Analysis provides further the evidence of the importance of NfL as a

Analyses of biomarkers adjusting for baseline disease characteristics were orognostic and predictive biomarker for ALS.

generally very similar to those not adjusting

. . . . — Treatment driven NfL reductions are associated with better outcomes
* NfL is an exception, placebo values were highly variable

for the model predicted placebo effect.  Adjusting for covariates, which were significant in the model, resulted in — The addition of baseline disease covariates to NfL, and inflammatory
treatment difference (p<0.05) biomarker LAP/TGFB1 more fully explains participants clinical response
observed in the trial.

Pre-specified biomarkers passed validation and were analyzed MCP-1
* 16 Neuroinflammatory/Anti-inflammatory markers:
* Inflammation:
Pro-Inflammatory: CHI3L1/YKL-40, Chitotriosidase-1, ICAM-1, IP-10, MCP-1,

NfL
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