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Introduction Results Longer duration of treatment in HR-MDS  Compromised tolerability at >3.0mg doses especially in HR- Pharmacokinetics (PK)
patients MDS « BMS-986397 was rapidly absorbed, with a median Tmax of ~2 hrs on

-Patients with relapsed or refractory (R/R) AML or high-risk MDS ~ Baseline characteristics and disposition  Patients received BMS-986397 at doses ranging from  «Four patients experienced a DLT: Grade 3 prolonged QT in 2 AML patients Cycle 1 Day 1. Exposure increased in a dose-dependent manner
(HR-MD5) have limited therapeutic options and poor outcomes. 56 patients were enrolled and treated with BMS-986397. Thirty-nine 0.1mg to 5.0mg QDx3, QDx5 or QDx7 for a median at 2.2mg and 3mg QDx7; and, Grade 4 prolonged cytopenias lasting >42 across the 0.1 - 5mg range

*BMS-986397 (CC-91633) repurposes the CRL4®N E3 ubiquitin ligase (70%) had AML (11 [28.2%] had secondary AML [SAML] from prior MDS) of 1 cycle (range: 1-12). days (in the absence of active disease) in 2 patients (1 AML and 1 HR-MDS) By Day 5, BMS-986397 reached steady state, with a median Cmax
to target Casein kinase 1a (CK1a) for ubiquitination and potent and 17 (30%) had HR-MDS (Table 1) .Median treatment duration was 5.6 weeks (range: at 3mg QDx7 and 3mg QDx5, respectively accumulation of ~13% and an estimated effective half-life of ~11hrs
proteasomal degradation, which leads to the stabilization and The most common reason for treatment discontinuation was 0.4-52.4) indicati . . N ble diff b db A -

S D . . . .4-52.4) across indications. 17 weeks (range 0.7- : *No notable differences were observed between AML and HR-MDS
activation of p53 resultnjg in cell cycle arrest and induction of progressive disease (PD; 32 patients, 57.1%), followed by 52.4) in HR-MDS vs. 4.9 weeks (range: 0.4-18) in Figure 3.. The most frequent TEAEs and TRAEs were Grade 3/4 patients (Figure 4)
apoptosis in AML blasts (Figure 1). | treatment-emergent AEs (TEAEs) and withdrawal by patient (5, AML (P=0.0014) cytopenias Figure 4. Exposure data

e Extensive preCl]nlcal ex vivo and in vivo BMS-986397 data in AML 8.9% each), death (4, 7.1%), other reasons (6, 107%) and physician «Most of the BMS-986397 discontinuations (3/3) TEAEs Treatment Related AEs
and healthy models established key safety, efficacy and PK/PD decision (3, 5.4%) : , 10/18 9 ducts 6/6, (A) (B)
relationships which critically informed the starting dose and  Tgple 1. Patient characteristics interruptions ,( ) an reductions (6/6) Anaemia I 53 5%  Thrombocytopenia [l 25 6% 2% .
schedule in the clinic2. . T : occurred in patle.nts at 3.0mg or h]ghe.r (F]g.ure 3.) NE”trDPE”?a_-ﬂIﬁ.S% Anaemiz [N 3 3% :%50_ e, ooy A >

«Here, we present the first clinical data from CC-91633-AML-001 HS A nts *The TEAEs leading to treatment discontinuation Thr‘]mbﬂg_"mfﬂ'a=jﬁz-? NHUS?E_H-E% = \ 04m9 §
(NCT04951778), a first-in-human, multicenter, open-label study of : - - - included acute kidney injury, septic shock and ﬂ ”'E_a_ e Neutropeniz [ 20.9% E ol AN 2

] : : : ) Age (median, range) 74 (34-87) 79 (58-85) 76 (34-87) pneumonia, all assessed events were assessed as not sthenia 41.9% aT prolongec NN 15.6% g | S
BMS-986397 in patients with R/R AML and R/R HR-MDS. . ' ) Nausea I 3.5 ~ | 2
o M:23 (59) M:12 (71)  M:35 (63) related to BMS-986397 and occurred in patients with | 70 Asthenia | GG 16 3% 3 ”
. . . Sex (n,%) F-16 (41 F5 (29)  F-21 (38 . ALT increasec I I 37 2% - : 2 :
Figure 1. Mechanism of action of BMS-986397 116 (41) 5 (29) 21 (38) HR-MDS patients Decreased anpeitc NN oo, Diarthoe N 14%% ; . 5
....... ECOG PS5 . : : «At 2.2mg QDx7, 2 (3.6%) patients discontinued BMS- QT prolonged MMM 30.2% ¢ AlTincreased SN 11.6% R TER R E S S S S
a 0-1 30 (770/’) 13 (770/’) 43 (77f’) 986397 due to Grade 5 TEAEs of pneumonia and Febrile neutropenia Sl 30.2% DEETSS_IE_'# a”pE“tE_u“-ﬁ% Grade Time atter dose (hn), €101 Dose (mg)
U : : 2 9 (23%) 4 (23%) 13 (23%) septic shock. Both events were assessed as not AST increasec NN 25.6% |n1:rE:aE;E?d -?f B 1 (A) PK profile of BMS-986397 on Cycle 1 Day 1 (C1D1) across the 0.1 - 5mg dose range.
/‘ Cellcylé Median prior lines (range) 2 (1-4) 1(1-3) 2 (1-4) related to BMS-986397 Epistaxis NN 20.9% Dysge.usm-?;.’;. | W (B) Relationship between dose and C1D1 Cmax in subjects with AML and HR-MDS.
i e Prior HMA 22 (56%) 16 (94%) 38 (684) To note, the majority of patients already presented FEl”=m'9% FElt!1“:-“"3-.?% =ﬁ Exposure-response (ER) modeling
Prior Ven 21 (54% 2 (12% 23 (41% . . Vomiting 20.9% Vomiting 7%
_.._..% Prior ICT 70 251%3 3 218‘/:; 73 241%(:; cytopenias at baseline (mean Hb: 86.6 g/L [range 63 0 10 20 30 40 50 60 0 5 10 15 20 25 30 *PK/PD models were developed and calibrated to longitudinal
O A';um;sis Prior SCT 4 (10%) 0 4 (7%) to 2)17]6 ";NCI 0.8 Xg)o ;9”— [range 0-7.9], platelets: % Coun % Cout clinical PD and ANC data to predict efficacy and neutropenia
.. | 45.6 X10°9/L [range 6-195 I T TSI incidence with d -
! . ELN 2022 molecular risk [rang 1) TEAEs Treatment Related AEs incidence with different dosing schedules.
(AML) | HR-MDS | All patients NI *Model simulations showed that shorter schedules (QDx5, QDx3)
Provssome Adverse 23 (59%) NA 23 (59%) N=39 N=17 N=56 N=39 N=17 N=56 hel.p. mitigate the f:lurati.on of neutropenia while maintaining
e Wi Int/Low 8 (21%) NA 8 (21%) Num. of patients with at least 1 TEAE: efficient blast reduction (Figure 3).
' $ N/A 8 (21%) NA 8 (21%) Any Grade 38 (97.4%) 17 (100%) 55 (98.2%) || 24 (61.5%) 15 (88.2%) 39 (69.6%) Figure 5. Simulation of PK/PD efficacy (A) and
w IPSS-R (MDS) Grade 3/4 34 (87.2%) 16 (94.1%) 50 (89.3%) 16 (41%) 12 (70.6%) 28 (50%) neutropenia (B) models
High/Ver SAE 24 (61.5% 14 (82.4% 38 (67.9% 5 (12.8% 4 (23.5% 9 (16.1%

CK1a degradation via Cereblon (CRBN) by BMS-986397 leads to the High y NA 12 (71%) 12 (71%) Grade5 2 25 1%)0) ( 0 °) ) 23 6%)0) ( : 0) ( ; 0) ( 0 ), (A) avg. EOT %blasts in bone marrow  (B) Soyde —— — 2cydes —

t bl t d t t f 53, lt . ll l t d : . . . ° * ; 20 48 6.8 a5 15 :70_ ....................................

nduction of acute apoptosts in AML blasts. o o ATEE AR Int/Low NA 5 (29%) 5 (29%) Leading to treatment discontinuation 1 (2.6%) 2 (11.8%) 3 (5.4%) 1 (2.6%) 0 1 (1.8%) g E e e

BM blasts at baseline (%) 48 (21-92) 12 (5-18) 35 (5-92) Leading to treatment interruption 9 (23.1%) 9 (52.9%) 18 (32.1%) 6 (15.4%) 4 (23.5%) 10 (17.9%) p f oo [+~ neutrapena grads 3 )

Methods WEBC at baseline (x10~9/L) 41 (0-3- oo 3703 Leading to dose reduction 2 (5.1%)  4(23.5%) 6 (10.7%) || 2(5.1%) 4 (23.5%) 6 (10.7%) s B = D g g -

at baseline (x ) 2.7 (0.4-6.2) . : : . % S ol _

. Patients were 218 years with R/R AML or HR-MDS without known 24.9) 24.9) Treatment-emergent adverse events (TEAEs) in at least 20% patients, and treatment-related adverse events (TRAEs) in at least 5% patients. é S L L
TP53 mutation or loss of 17p, who failed or were ineligible for any . . o . .. . o . ) s 0 Qév f f o?& 5» fﬁ‘& f j«‘\v j‘&
available therapies. Potent CK1a degradation induced rapid and sustained Promising single-agent activity in R/R HR-MDS: ol e ow o ||| TSI E IS

o & & o &

-BMS-9863?7 was administered orally once daily (QD.) for 3,. 50r7 p53 Stabi lization and effective reduction Of BM blasts CRR 41 .2% (CR - mCR) 3 dose (me) ° dosing schedule
consecutive days on 28-days cycle. The observation period for A 5 5 (A) Average simulated %blasts in bone marrow after one cycle for different # of
dose-limiting toxicities (DLT) was cycle 1 (28 to 42 days). W, o0 maon B)  ccunpmomonms wo,  pSdinPerpheralBlasts *) AML HR-MDS Efficacy signal in HR-MDS at >2.2mg QDx5 doses and dose amounts. (B) Average % of days for simulated neutrophil counts to

« Primary objectives were to determine the safety and tolerability 2 Sromen 52 A . j « 3 out of 39 (7.7%) AML patients achieved CRi. All fall below neutropenia thresholds on different dosing schedules.
of BMS-986397 and to define the maximum tolerated dose (MTD) 4 s oo S¢ ] T . | (3/3) had secondary AML from prior MDS. Conclusions
and/or the recommended Phase 2 dose(s) and schedule(s). £ 2 omemeon 8 ' - 1 B &g%“ B 3CRi m 1cr  Responses were observed across ELN risks . . —
Secondary endpoints were to assess the preliminary efficacy and to 8¢ SRR .T.;i-ﬁ,;{g% 2 | e " = 1PR = 3mCR o7 out of 17 (41.2%) HR-MDS patients achieved CR *BM5-986397 induced potent and rapid CKla degradation in
characterize the pharmacokinetics of BMS-986397. Exploratory gs e A = e = ne or marrow CR (MCR). All responses occurred at circulating and BM blasts from R/R AML and HR-MD5 patients
pharmacodynamic objectives included to evaluate molecular -+ T T TmE = doses 2.2mg QDx5 or higher «CK1a degradation correlated with sustained p53 stabilization,
and/or cellular biomarkers in the bone marrow (BM) and MIC-1 in Plasma % Periphery Blasts - ]  Median duration qf response was 9.5 months (95% increased soluble MIC-1 levels and decrease on BM blasts at
peripheral blood (PB) (Figure 2) comoon  SE Lo S e s n=t CI'2.8, NA). Median time to response was NA >2.2 mg doses in AML and HR-MDS patients

oy § 8 5E (range, 0.2 to 5.3 months) T ; TEAE d TRAE Grade 3/4

Figure 2. CA0O91-P01 (CC-91633-AML-001) Phase 1 study 22 I "7 I . . B CR - COMPLETE REMISSION SD - STABLE DISEASE slinesmostitregLent > an > Were: Lrade

des 5 & & oungmoos 88 | 'i 3(%% N 5 v oo (B) mCR = MARROW COMPLETE REMISSION [l PD = PROGRESSIVE DISEASE cytopenias, which Compromlsed tOlerab]l]ty at 230mg doses
eSlgn fé% £§L§§§g§gg§; 2 G {_;—.—% S - % % PR = PARTIAL REMISSION B NR = NO RESPONSE AVAILABLE Specia[[y in HR-MDS
Lo EERRRRIENS SRR Ry oo o= ——— mpe ] L -Promising efficacy (CRR 41.2%) in HR-MDS at >2.2mg doses.

Schedule: QD1-7 Schedule: QD1-5 Schedule: QD1-3 ri A DL Gma 6D PharmaCOdynarigfégsﬁ)ﬁg "o m oo WODg  mODS ;gﬂﬂﬂfg- - = Z.ng gDXS Act.lv.lty S]gnal .In SAML from pr.lor MDS
oL11 [(150mg | n=4 ) I - = .2mg QDX . : "
DL 3.0mg  n=5 Lo S "7 « CK1a was reduced by ~90% at 1.5mg in peripheral and 1051012 e © ww ).2mg QDX7 *ER model!ng suggested thét sho!‘ter Sc.hed.ul.es mlg.ht. mitigate
s wiehewoe o7 [ 22mg " n=9  DL8 [30mg ) n-12 DL12 [150mg " =4 N . tumoral blasts, with recovery after 48hrs. p53 was 3011015 | oo the du.ratlon of neutropenia while maintaining efficient blast
:_Cohortsizenz3 . "4 L NG R 85 swomen  UPregulated from 2.2mg, showing sustained, dose- 1051018 o =f :0meiQRO reduction
Do Inrements < 5 DL:MM::mg - £f ., g onemas  dependent activation independent of treatment schedule. 3041007 me— _ . -Despite narrow therapeutic index as single agent, BMS-986397
o —1 5o Te P mmen NOt.d]f{erences were observed between AML and HR-MDS ?ﬁéﬁ% S — 3.0mg QDx3 showed potential for combinability in AML and HR-MDS patients
' g o} 123: ) A A DLH3 (amg QDY) pa 1ents. 10711 {”?: —— I:.SFE'
DL1  0.1mg  n=1 X C A @ DL amg adxs) . . . .
{,i 5 ol can x LT . wnewes ®Maximal CK1a degradation correlated with increased p53 104100 | e —————————— CE 3.0me ODx7 References
ratients Population primary ebjectives secondary cbjectives 55;1;’3‘ DIO | LoomeE o and MIC-1 levels at 22.2mg BMS-986397, aligning with o — ~ - " - . - = = - ~ I 1.Carmen Jimenez et al. Blood (2024); Volume 144 (Supplement 1): Abstract 4142.
Se2 @ Q cKia p53 complete tumor clearance and efficacy outcomes. Treatment Duration (Months) 2.Carmen Jimenez et al. Blood (2024); Volume 144 (Supplement 1): Abstract 1395.
R/R AML and R/R HR-MDS + To determine safety, tolerability - To determine preliminary efficacy (A) CK1a and p53 expression dynamics throughout Cycle 1 of BMS-986397 dosing in blasts from peripheral blood (A) ORR and CRR in AML and HR-MDS. Complete Remission Rate (CRR) = the percentage of subjects with best response 3.Deborah Mortensen et al. ACS (2024). 4099774.
neterozygosty for TP3 or chromosame p17 * To define MTD, and/or RP2D " Characterize PKin plasma (upper panels) and bone marrow (bottom panel); (B) Maximal change from baseline of peripheral expression of CR, CRi or CRh for AML and CR, mCRHI/mCR for MDS; Overall Response Rate (ORR) = the percentage of subjects with ACknOWledgmentS
CK1a, p53, MIC-1 (macrophage inhibitory cytokine-1) and blasts counts across different dose/schedules. best response is cCRR, MLFS, PR for AML and CR, HI, mCRHI and PR for MDS. (B) Swimmers plot for HR-MDS patients «We thank the patients a;d families who made this study possible, the clinical teams who
. . L ) . . ) . . — participated in the study and Yafei Wang. ,
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