Learnings from the CENTAUR and PHOENIX Trials:
Biomarker Results

Sabrina Paganoni,? Ruben P.A. van Eijk,>* Ryan Miller,® Feifan Zhang,® Yuehui Wu,® Suzanne Bijl,® Jamie Timmons,° Lahar Mehta,
Leonard van den Berg3

1Sean M. Healey and AMG Center for ALS & the Neurological Clinical Research Institute, Massachusetts General Hospital, Harvard Medical School, Boston, Massachusetts, USA; °Spaulding Rehabilitation Hospital, Harvard
Medical School, Boston, Massachusetts, USA; 3Department of Neurology, UMC Utrecht Brain Center, University Medical Center Utrecht, Utrecht, The Netherlands; 4Biostatistics and Research Support, University Medical

Center Utrecht, Utrecht, The Netherlands. °>Amylyx Pharmaceuticals, Inc., Cambridge, Massachusetts, USA; °Amylyx Pharmaceuticals EMEA B.V., Amsterdam, The Netherlands.

BACKGROUND

Poster
CL-65

YWAMYLYX

= Two placebo-controlled trials have been completed with sodium phenylbutyrate and ursodoxicoltaurine (PB&TURSO) in ALS; one positive trial in

137 US participants (CENTAUR) and one negative trial in 664 US and European participants (PHOENIX)

= Evaluating biomarker results between the trials, and specifically between the PHOENIX CENTAUR-like and CENTAUR populations, may allow for
insight into these results

RESULTS

Summary of Biomarker Results from CENTAUR at Week 24

= No difference between treatment groups for NfH or NfL at Week 24%
= YKL-40 levels were 20% lower at Week 24 in PB&TURSO group compared to placebo (p=0.008)2

— YKL40 concentration correlated with ALSFRS-R total score (r of -0.21; p<0.0001) and
ALSFRS-R slope (r of 0.11; p=0.034)

= CRP levels were 30% lower at Week 24 in the PB&TURSO group compared to placebo (p=0.048)2

Labs Performing Analyses

= YKL-40 and CRP in CENTAUR and
PHOENIX: nVector, USA

= All other PHOENIX Biomarkers: ICON
Bioanalytical Laboratory, The Netherlands

Plasma Biomarker Results from PHOENIX at Week 48: Change from Baseline (log-transformed MMRM)
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Biomarker Results from PHOENIX at Week 48: Correlation Plots for ALSFRS-R Slope and Baseline Biomarkers
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= PHOENIX biomarker findings were generally consistent with CENTAUR

— CENTAUR: both YKL-40 and CRP lowered; PHOENIX: only YKL-40 lowered (no CRP) and only in overall population
—  Key limitation: PHOENIX and CENTAUR utilized different neurofilament assays, preventing comparison

= PB&TURSO has lowered YKL-40 compared to placebo in 2 ALS trials and in 1 AD trial

Further research needed to understand mechanism and meaningfulness

= |[n PHOENIX, baseline NfL and SPP1 correlated with ALSFRS-R slope, but YKL-40 did not
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Based on results from the PHOENIX trial, Amylyx has started a process with the FDA
and Health Canada to voluntarily discontinue the marketing authorizations for
PB&TURSO. This will remove the product from the market in the U.S. and Canada.
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