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« AML patients with RARA gene rormel. e Myelad * 51 participants were randomized by the date of the data cutoff * Median duration of exposure of 2.2 (0.3-10.7) months for TamiVen/Aza “mITT population includes all participants who were « 5 participants initially randomized Response
: - resinoicacd QY e _Maturation (06 June 2024) in support of a prespecified interim analysis that tami/ven/aza and 2.4 (0.2-13.2) months for ven/aza as of data rancomy zec, Siarea dosing, and were RARA-posiive to ven/aza who relapsed or had
overexpression represent a novel patient g : n e : N=25* at enroliment Summary
subset with an actionable target for | dlm ||||| dlmﬂlb ||— mz:g%ggfsrenﬁamd was trlggered when the 40" enrolled partICI.pant had recelv.ed cutoff (06 June 2024) TORR includes CR, CRi, CRh, MLFS, or PR, as treatment failure received Salvage
treatment with tamibarotene, an oral, o approximately 3 months of study drug {or discontinued earlier) - The majority of non-hematologic AEs were low grade e e 560 o0 Cromemeati ECNAML ters (oomer 207 o treatment with tamifven/aza; 3
selective RARa agonist (McKeown 2017) RARA overexpression “’"“‘:;y‘;j;'“'bar°‘e"e » In addition to the analyses on all 51 enrolled participants  No additive myelosuppression when combining tamibarotene i LnCh) (60) (69) Bloomfield 2018). Hematology evaluations performed participants remain on treatment CR 1
@ Myelold (25 randomized to tami/ven/aza and 26 randomized to ven/aza), with venetoclax/azacitidine 95% ClI of CR/CRi rate (39, 79) (48, 86) prior to commencement of the next treatment cycle may .« Ofthe 3 . . ith MLFS 1
. .. . A I_H . . . .- CR 12 (48) 15 (58) be used to reflect the best AML response achieved the parth|pantS with a response
 Tamibarotene is in clinical development XXX 4]][[’ - @ goremmmonce a prespecified efficacy data analysis for futility was performed on (Dshner 2022) evaluation performed: . )
. . . Overexpressing RARA . . . . . q .
for frontline treatment of patients with the first 40 randomized participants Tami/Ven/Aza Ven/Aza S CR darv Endooint 3(12) 3(12) Post data-cut in the tami/ven/aza arm, 1 participant with 1 participant in CR lost response during
; ; ; . _ All terms N=24* N=27*A econdary Endpoints MLFS achieved a CRi response and 1 participant with - ’ CR, complete remission; MLFS,
acute mye|0|d IeUl.(emla with RARA RARA overexpression with :nar?l.ljarotene : : . ORR', n (%) 20 (80) 19 (73) PR achieved a CRi response (data from Electronic cycle 4 of ven/aza with 8% bone marrow morphologic leukemia free state; PD,
gene overexpression (SELECT-AML-1, "® @ @ Moo Baseline Characteristics Any grade TEAE, n (%) 24 (100) 24 (89) 95% Cl of ORR (59, 93) (52, 88) Data Capture) blasts at relapse, regained CR after progressive disease
. : o 0 ) ' - - : - - Note: Treatment failure is defined
NCT04905407) || d][b Il_ Differentiated Any grade non-hematologic TEAE in 225% participants, n (%) CRh 0(0) 0(0) Cl, confldencc_aln_terva_l, CR, gomplete remission; CRh', 1 cycle with Salvage therapy, and is as(,) fZi|u:g?orgec?\iesleuarigneerrllr;?row
| | | Myeloid Cells o corr_lplete remission w_lth pE!I'tIE.ﬂ hematologic recovery; ongoing in cycle 6 of Salvage treatment blast count of <5% following at least
Tami/Ven/Aza Ven/Aza Constipation 10 (42) 5(19) MLFS 4 (16) 1(4) CRi, complete remlss:con with incomplete hemSatoIoglc 2 cycles of therapy, as determined by
. . recovery; mITT, modified intent-to-treat; MLFS, — ici i i the i tigat
B k d Characteristic N=25 N=26 Diarrhoea 9 (38) 6 (22) PR 1(4) 0(0) morphologic leukemia free state; mo, months; NE, not ; par’lumpafnt m/CRI IOiLFE?(E}OESG after Télsn\;issfz\zuaue opulation
dC g roun NEwees 8 (33) 9 (33) Other evaluable; ORR, overall response rate; PD, progressive cycles or ven/aza wi 0 one inclt?des participantssvhr:) have either
Age _ disease; PR, partial response; SD, stable disease marrow blasts at relapse, achieved
Oedema peripheral 7 (29) 3(11) SD 3(12) 2(8) completed at least 1 response
» A high CR/CRIi rate with rapid onset of response, meaningful durability, and Median (range), years 76 (62, 85) 76 (69, 84) Pruritis 7 (29) 0(0) PD 0(0) 1(4) gﬂnLdFsar?mf;?rr\; oCr)( ?Irzaﬁnsjrlm\tlage iherapy roameridus ociica
. . . . . ion/ ive di i
generally well-tolerated safety profile were observed in newly diagnosed unfit AML 275 years, n (%) 13(57) 16 (62) Weight decreased 6 (25) 3(11) No response evaluation performed 2 (8) 4 (15) 1 participant with treatment failure after E’J%%ryefé'é?p%ﬁ;‘ég:éii'lﬁméi?:f&é’ﬁ?r
i i i i i ifidi . . . . - were 2 participants without a response
patients with RARA overexpression treated with tamibarotene plus azacitidine Male sex, n (%) 12 (48) 14 (54) Decreased appetite 5 (21) 7 (26) Duration of CR/CRi, median (range), mo 293 (66, NE) 253 (56, 263) 3 cycles of ven/aza had progressive evaluation: 1 did not reach the initial
(de Botton 2023) AML type, n (%) Dyspnoea 5(21) 7 (26) Time to CR/CRi, median (range), mo 21 (15, 63) 25 (14, 57) disease after cycle 1 of salvage therapy [ﬁ:%oar;:ecﬁts;ﬁzsnrg(?ln:):ttiéhrﬁctilirgdeg:ior
» While venetoclax/azacitidine has emerged as standard of care, approximately De novo AML 20 (80) 19.(73) Grade 3/4 TEAE, n (%) 19(79) 23 (85) and discontinued treatment to the initial response assessment
one-third of patients do not achieve CR/CRi (DiNardo 2020) and nearly all relapse AML evolved from antecedent 5 (20) 6(23) Grade 3/4 TEAE in 210% participants, n (%) Duration on Study and Responses: Tami+Ven+Aza (N=25) D"ra::,%"sc’a']\,?;: ‘é:gi?,,'iﬁsﬁ:;?f\?;.Yf::ﬁf,i‘i,é‘f“’ ]
Wlth a Very poor prognOS|S |nC|ud|ng a med|an Overa" SUI'Vlval Of 24 m OnthS hematologic malignancy Neutropenia/neutrophil count decreased 10 (42) 12 (44) [Best Overall Response from randomized part (Tami+Ven+Aza) B CR O CRi O MLFS O PR M Non-Response B NotEvaluable [Best Overall Response from randomized part (VentAza) B CR @ CRi O MLFS 0 PR M Non-Response H Not Evaluable ConCI u3|ons
(Maiti 2021), supporting an opportunity for a biomarker-based therapeutic AML assodiated with reatment 0(0) 1(4) Thrombocytopenialplatelet count decreased 8(33) 3(11) e ——— —,,,,,,
y - . . CRi CRi CRi H —
. T . . . from prior malignancy Leukopenia/white blood cell count decreased 7 (29) 5(19) N — A B e e — e T i i i i ith /
approach to |mprove Cllnlcal OutcomeS by add|ng tamlbarotene ECOG. n (%) . . W > =o a.mlbarotene n Comb|nat|0n W|t. ven aza. was We” tOleI’ated
_ _ o ’ Febrile neutropenia 6 (25) 7 (26) —— —— & with no new safety signals or evidence of increased
» The SELECT-AML-1 study completed a safety lead-in which supported initiation of 0 4(16) 7 (27) Anemia 6 (25) 5(19) Lom e m s e —— myelosuppression compared with ven/aza alone
i i i i i itidi 1 15 (60 12 (46 ; 21 4 (1 . — S ———— > , L. .
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i 5 2| .. . . .
will be compared to venetoclax/azacitidine in patients wit 2 5(20) 7@ Asthenia 3(13) 1¢) 3| — 5 | e—" between treatment arms at this interim data analysis suggesting
overexpression (Kambhampati 2022). Since that time, enroliment has been 3 1(4) 0(0) Pneumonia 3(13) 1(4) E— e ars v > no added benefit of increasing the response rates with the
ongoing in the randomized portion of the study at 28 sites in the U.S. and France Baseline bone marrow blasts <30% 12 (48) 10 (38) Hypokalemia 3(13) 2(7) e — A St T G e o e S # o T et tami/ven/aza triplet vs the ven/aza doublet in AML with RARA
ELN risk status, n (%) Lymphocyte count decreased 1(4) 3(11) — oD —— éﬁleavirsm:m 1 overexpression
N (% E— - ¥ vertguor Deciion, Specty — % Booloctgiton
Key Entry Criteria Favorable 5 (20) 28) Decreased appetite 0) 3(11) — P — & Syl — Prespecified efficacy futility analysis on the initially enrolled
Serious TEAE, n (%) 15 (63) 13 (48) —granal 4 Ot g X amraalof Consn 40 participant subgroup supports a low likelihood of demonstrating
Intermediate 8(32) v Serious AE in 210% of participants, n (%) T 1 2 : : 7 5 T ® n B % % % %1% % +F 7z mmnm onm % ow superiority of CR/CRIi responses at the time of a final analysis in
INC LUSION . EXC LUSION . Adverse 11 (44) 17 (65) Febrile neutropenia 5 (21) 6 (22) Duration of Follow up (Months) Duration of Follow up (Months) 80 enro”ed paﬂ'C'pantS
* Positive for RARA gene overexpression as  * APL Missing 1(4) 0(0) TEAE leading to death, n (%) Not Bvaluable N response valuaton performed. [Best Overal Respouse Fomsavage regimen (T Venisd) WD CR 777 vors MO Nos heporse WD o s » A similar CR/CRi rate of 61% was observed in a prior Phase 2
determined by a blood-based biomarker test . cNS involvement with AML Molecular abnormalities, n (%) Sepsis 1(4) 0(0) study in newly diagnosed AML with RARA overexpression
. : N _ _ SR 0(0 14 : TF : treated with the tami/aza doublet, compared to the tami/ven/aza
Adult newly diagnosed AML, ineligible for . prior AML/MDS treatment with NPM1 7 (28) 1 (4) eptic shoc © @ Interim Futility Analysis e kgl G s
standard intensive induction therapy based i FLT3 3 (12 4(15 Lung disorder 0(0) 1) el e e DL s i
ASe hypomethylating agent, (12) (15) . - S . . . the addition of ven to tami/aza, thus contributing to a lack of
on age, performance status or comorbidities  yenetoclax, chemotherapy, or TP53 3(12) 5(19) e ey Tramon oo e Do Aars Bomienod ameorting 1o tho aeaar orved Interim Analysis Set * A prespecified interim analysis was increased response rate with the triplet regimen
. . NPT T treatment the participants received i i . . . - 1 r c
V\lef: gognt <25,000 at the time of initiation ?e;?‘a:ﬁpmetlc Sttem (;er:I zansplant) IDH1 1(4) 0(9) Mincludes 1 participant randomized to tami/ven/aza who received ven/aza and discontinued treatment prior to pe:ormec![ for}:hehf":t 40 r.anglomlzed . Encouragmg pre“mmary clinical act|v|ty was observed in the
of study drug with the exception of hydroxyurea IDH2 2 (8) 2 (8) receiving tami Tami/Ven/Aza Ven/Aza participants who had receive salvage arm of this study in which 2 participants who relapsed
TEAE, treatment emergent adverse event - - : . . .
N=20 N=20 approximately 3 months of treatment on treatment with ven/aza achieved a response with the
. - or had discontinued treatment addition of tamibarotene
Study Design Summary of Hematology Abnormalities CRICRi, n (%) 13 (65) 14 (70) N | _ _
I —— 1 85 46 86 « Futility analysis results provide a low « SELECT-AML-1, while now closed to further enrollment,
% i rat , , . a o 0
Parameter Regimen Grade 3 or 4 laboratory abnormalities* ° e ( ) ( ) probability of success of the SELECT- prOY'deS the opportunllty to evaluate the Ion_ger-term impact of
Tamibarotene + o N enAga ORR, n (%) 17 (85) 15 (75) AML-1 study to demonstrate superior tamibarotene on duration of response, survival, and salvage
ND unfit o Venetoclax + # | Primary endpoint: Neutrophil count decreased Vo Best Response, n (%) response rates with tami/ven/aza therapy in participants continuing in follow-up
unfi Azacitidine , ' PP : :
AML positive randomization CR/CRi rate Whieb | T CR 10 (50) 12 (60) compared to ven/aza at the final analysis
for RARA (1:1) Secondary: CR, ORR, ite blood cell decreased Ven/Aza - 3 (15) 2 (10) in 80 randomized participants References
overexpression Venetoclax + ®) | DoR, TTR, safety Tami/Ven/Aza
~ 80 patients Azacitidine Platelet count decreased Ven/Aza CRh 0 (0) 0(0) Cl, confidence interval; CR, complete remission; CRh, complete « Bloomfield CD, Estey E, Pleyer L, etal. Time to repeal and replace + Déhner H, Wei AH, Appelbaum FR, et al. Diagnosis and management of
remission with partial hematologic recovery; CRi, complete response c_riteria for acute myeloid leukemia? Blood Rev. AML in adults: 2022 recommeqdations from an international expert panel on
L ith i lete h toloai 'MLFS 2018;32(5);416-425. behalf of the ELN. Blood. 2022;140(12):1345-1377.
‘ . Tami/Ven/Aza MLFS 4 (20) 1 (5) remission ‘f"' '”comp ete ema_ ologicrecovery, ] . + de Botton S, Cluzeau T, Vigil C, et al. Targeting RARA overexpression » Kambhampati, S, McMahon, C, Eghtedar, A, et al., Abstract 1444,
SALVAGE REGIMEN Anemia Ven/A morphologic I_eUke_m|a free state; QRR, overall response rat_e1 with tamibarotene, a potent and selective RARa agonist, is a novel ASH 2022.
én/Aza PR 0 (0) 0 (0) PD, progressive disease; PR, partial response; SD, stable disease approach in AML. Blood Adv. 2023;7(9):1858-1870. - Maiti A, Rausch CR, Cortes JE, et al. Outcomes of relapsed or refractory acute
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Venetoclax + Lymphocyte count decreased SD 2(10) 2(10) cine. 2020,383(7):
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CRi let L e let Azacitidine + Dohner H, Estey E, Grimwade D, et al. Diagnosis and management of epigenomic subtypes of non-APL AML, including an RARa dependency targetable
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DoR, duration of response; TTR, time to response randomized portion of the study who have received any L. No response evaluation performed 1(5) 2 (10) L. . e
amount of study drug Participants (%) ClinicalTrials.gov Identifier: NCT04905407
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