SELECT-MDS-1 Trial in Progress: A Phase 3 Randomized, Double-blind, Placebo-controlled Study of Tamibarotene/Azacitidine
vs Placebo/Azacitidine in Newly Diagnosed (ND) Adult Patients Selected for RARA-positive HR-MDS
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treatment options with hypomethylating agents only moderately improve patient prognosis « Patients must have measurable disease with bone marrow blasts > 5% at the screening visit
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* RARA-positive HR-MDS is a novel patient subset with an actionable target for treatment with plus azacitidine supported S . Key Exclusions: . Sparse PK sampling for plasma concentrations of tamibarotene
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« Targeting the biology of RARA overexpression with tamibarotene plus azacitidine provides a P y J DNA damage o time of screening « MDS associated genetic mutations at screening, variant allele frequency change over time

novel therapeutic approach in HR-MDS » Tamibarotene is orally delivered and - Patients who received prior treatment for MDS with any HMA, chemotherapy or allogeneic PROS"
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- In a Phase 2 study (NCT02807558) single agent tamibarotene demonstrated clinical activity in convenient to administer "’ LArber. Blood 2016; 2Greenberg, Blood 2012 » Patient-reported health related quality of life will be evaluated using European Organization

RARA-positive R/R HR-MDS! and tamibarotene/aza led to a CR/CRi rate of 61% and a rapid IMcKeown, Haematologica 2018 for Research and Treatment of Cancer Quality of Life Core Questionnaire 30 and EuroQol 5

onset of response (1.2 months) in RARA-positive newly diagnosed unfit AML, including those dimensions
with low blast count (< 30%) AML2 ABOPLOSS Study Treatment

Conclusions

« Combination of tamibarotene + azacitidine is generally well-tolerated with no increase in
neutropenia, anemia or thrombocytopenia compared to single-agent aza?

N y
— Majority of non-hematologic AEs are low grade and reversible RARA Biomarker Azacitidine

75 mg/m? IV or SC (days 1-7 or 1-5, 8 and 9)
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* A perlpheral blood Approximately 50% of people with MDS have overexpression ofthe RARA gene? \

» Patients with HR-MDS have a poor prognosis and a need for more effective and
tolerable treatment options

« SELECT MDS-1 is an ongoing Phase 3 study evaluating the safety and efficacy of
tamibarotene + azacitidine compared to placebo with azacitidine in newly diagnosed

sample is used to e i RS e L B . B T Ee e 28-day cycles " )
RARA-positive AML/HR-MDS are Novel Patient Subsets id_?rr:tg?;\ patients. AARARARARARARARARTARARTAARAAAR RARA-positive HR-MDS patients
: : : : Wi -positive RARARARARAANRARAANARADLADAMA Y » Study initiated in February 2021 and is actively enrolling with sites planned in USA, EU
- l | f f I I | | | \ | I | | 1 - ! g
with an Actionable Target for Treatment with Tamibarotene MDS using an ‘ b s ' PIRSE NS Tamibarotene/Placebo UK, Canada, Israel, Mexico (NCT04797780)
investigational 6 mg BID by mouth days 8-28
_ _ _ assay at a central 1 2 3 i 4
Super-enhancer mapping RARA biomarker in AML/MDS laboratory \ “RECERT AT CENTRAL LAB
identifies novel patient subset N comal T ] S |
» Subset of non-APL AML and HR-MDS patients * The RARA : — s — g — | / RARAHRARA- .
characterized by overexpression of the RARA gene biomarker is of v ’ i J Stu dy End points
assessed at a pre-
Syros » Approximately 50% of HR-MDS patients are screening visit for - d a biomark : :
Immature Discovery: R,Iz\IIJ?A-pOSitiV}(;l P study eligibility Zg'ﬁi’?n_déé‘w ;ﬁgt[:rgjngsefer ggifYagort eRth’rAaction fFf)Tr qRigi rel?)?r?irngei outcome Primary Endp0| Nnt:
blood cells RARA SE | o igil, ESH, 2017 2Syros data on file \éi(}uﬁ't?r PEMCS « Complete Remission Rate
* Novel blood-based biomarker test identifies e ey e oivs022) sodium citrate)
paﬂents for treatmentl 2 from over 175 patients with MDS Secondary Endpoints:
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