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e Treatment options for patients with newly diagnosed (ND) acute myeloid leukemia (AML) who e Study Part | was a dose-escalation (safety run-in). Patients received either 400 mg (Cohort 1) or 800 mg A B
Amer M. Zeidan, MBBS cannot tolerate standard therapy are limited' (Cohort 2) sabatolimab every 4 weeks (Q4W) plus 400 mg VEN once a day every day, plus 75 mg/m? AZA Dysfunctional Leukemic stem cell ~ Enhanced Inhibition
amer.zeidan@yale.edu e The BCL-2 inhibitor venetoclax (VEN) in combination with the hypomethylating agent (HMA), on Days (D)1-7, or D1-5+D8-9, or D1-6+D8 of each 28-day cycle (Figure 2)" mmne el selfrenewalloop e fund’m solfrenewal 190p.
azacitidine (AZA), has improved outcomes for patients with ND-AML who are unfit for intensive e The 800 mg Q4W dose of sabatolimab was deemed safe, and the trial progressed to the expansion part - TR S SaPatolimab
. chemotherapy (IC); however, responses are often transient? where patients are receiving 800 mg sabatolimab IV Q4W on D8 plus 400 mg VEN once a day every day,
FI rSt Resu Its Of ad Phase I I St”dy e TIM-3is an immuno-myeloid regulator as it is expressed on both immune cells and leukemic pluls 7o) mz_ A N 77’ of D1-5+D8-9, or D1-6+D8 ot each 2§—day cycle (Figure 2)" Phra™. <
stem cells in myeloid malignancies. It represents a novel target in myeloid malignancies (AML and * This presentation reports findings from the completed dose escalation (Study Part I) SRR N ey J @/
STIMULUS-AML1) Investigatin ryelodysplastio syndromes [MS] in particuin (Flaure 147~ * Main eligibity criteia for STIMULUS-AML - - ST ek ST _
e Sabatolimab, a novel immunotherapy targeting TIM-3, is the first compound with immuno-myeloid — Adult patients with ND AML (based on WHO 2016 classification'?) not suited for intensive A/ e Ce.,,: j YR, . s o
- - = - activity. It therefore has a potential dual mechanism to combat AML and MDS by (Figure 1B)3°-1° chemotherapy with no planned HSCT at the time of screening/enrollment ™~ FeR RN J LY -
Sa batOI I a b . Azac Itl d I ne . — Reactivating the immune system, boosting its ability to eliminate leukemic stem cells and blasts — Patients with Eastern Cooperative Oncology Group (ECOG) performance score 0 to 3 - | |
—_ Directly targeting T|M_3+ |eukemic Stem Ce” Self-renewal and Suppressing growth Of cancer — PatientS W|th pl’eViOUS treatment W|th CheCprint inhibitorS, VEN, HMAS, or TIM'S—direCted ’[herapy FcyR, Fc gamma receptor; NK, natural killer; TIM-3, T-cell immunoglobulin domain and mucin domain-3.
- - - cells were not eligible _ _
enetociax in rFatients vvi eWwly SR o | . Figure 2. Study Design
 In a Phase Ib trial, sabatolimab + HMA showed encouraging and durable response rates in patients - Patients with previous treatment for AML, MDS, myelofibrosis, essential thrombocythemia, or Study Part 1
= = = with higher-risk MDS and AML30 polycythemia vera, except with hydroxyurea, growth factors, and ruxolitinib, were not eligible udy rar
D I ag n Osed ACUte Myelo I d Leu kem Ia — ND-AML, overall response rate (ORR): 42.5%; median duration of response (DOR): 12.6 months * The primary objectives were to determine the incidence of dose-limiting toxicities between Cycle 1 Day 8 Cohort 1 STS—
(95% Cl, 5.2-18.0) and end of Cycle 2 (patients treated during the safety run-in only) and to assess the complete remission OO0 of each 26-day ycie
R | | (CR) rate (patients treated during safety run-in Cohort 2 and expansion)® CB%Q O Studv Part 2
— Very-high/high-risk MDS: ORR, 56.9%; median DOR, 17.1 months (95% CI, 6.7-not estimable L . e . , Venetoclax PO (75 ma/mcay D17 or y
Amer M. Zeidan,' Jérg Westermann,? Tibor Kovacsovics,?® Sarit Assouline,* INE]) — The secondary objectives were to test efficacy, safety/tolerability, immunogenicity, and 5 patients (400 mg daiy) st oy | Expansion
’ : ' . ; : ’ harmacokinetics (PK
Andre C. Schuh,®> Hee-Je Kim,® Gabriela Rodriguez Macias,” David Sanford,® e Treatment with sabatolimab + VEN + AZA may induce different pathways of cancer cell elimination > ‘ (. ) . W of . ,34009Q4W o { o J .%&8.
: i1 9 Evt M. Stein.® Kamel Malek.'" Jiaving Lvu.'2 Mario St 4 11 | o - | — Safety parameters included incidence and severity of adverse events (AEs) and serious AEs safo? op study 68 1 Tnts
Marlise R. Luskin,” Eytan M. Stein, amel iaiek, " Jiaying Lyu, ario otegert, e This poster presents preliminary findings from the completed dose-escalation part (Study Part ) (SAES), changes in laboratory values and vital signs, and incidence of notable electrocardiogram o A
Jordi Esteve’® of STIMULUS-AML1 (NCT04150029), a Phase I, single-arm study of sabatolimab + AZA + VEN in abnormalities Cohort 2 Satoiman v | [ Sy )
adult patients with AML O -0 of each 28-day cycle) A— s of each 28-day cycle)
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BioMedical Research, Shanghai, China; *Hospital Clinic, Barcelona, Spain Patient Disposition and Characteristics Safety Figure 4. AEs suspected to be treatment-related in at least 15% of patients* Table 4. Dose adjustments
o ,(A\Cs (:]f t,-Te1 Sep56,CZOhZ1r,t (Zata ﬁ%t)Oﬁ’ 18 patients have been treated in part 1 of the study with sabatolimab + AZA + VEN e Consistent with AEs often observed during AZA + VEN therapy? Cohort 1 Cohort 2
ohort 1, n=5; Cohort 2, n= _ . _ . : :
_ _ o e The 5 most common AEs regardless of relationship to study treatment were neutropenia (all grades: 67%; grade >3: 67%), N_E:r:“'?(elr Oftpft'e”t?( _ 40(;";: sa:,b;:oluilsab geing s\a,';zw"ﬂzb e s e
. Demographlcs and baseline characteristics were generally well balanced between the 2 dose levels (Table 1) thrombocytopenia (56%: 56%), febrile neutropenia (44%:; 44%), constipation (39%: 0%), and anemia (33%: 28%: Figure 3) with at least 1 even _ _ _ _ _ + + (n=3) +AZA+ (n=13) atients (N=18)
— The median age was 77.0 years (range, 70-88 years) — The 5 most common treatment-related AEs were neutropenia (67%:; 67 %), thrombocytopenia (50%; 50%), constipation L WLth ULl b LT s LI L E LS L 0 6 (46.2) 6 (33.3)
— Most patients had an ECOG PS of 0-2 (n=17, 94.4%; Table 1) (28%: 0%), anemia (22%; 17%), and nausea (22%; 0%) Neutropenia reason, n (%)
https://bit.ly/ZeidanAM484 * Treatment was ongoing for 9 (50%) patients (Cohort 1, n=1; Cohort 2, n=8; Table 2) e Serious AEs were reported in 14 (78%) patients; the most common (reported in >1 patient) was febrile neutropenia (44%) Adverse event 0 6 (46.2) 6 (33.3)
Copi ' f:[h' ' btained th h Quick — Reasons for study treatment discontinuation included AEs (n=3), progressive disease (n=3), planned stem cell transplant Fi 3. AE di f studv treat tinatl t 15% of patients* Pat N y _ _ e ” DG ayop. i —
Scan to obtain: opies Of this poster obtaine roug uIC (n=2), and physician decision (n=1; Table 2) Igure o. AES regardiess o1 study treatment In at leas o OT pauents Thrombocytopenia atients with at least one dose interruption o y reason, n (%) (40.0) (61.5) (55.6)
. Poster Response (QR) code are for personal use N t 200 . 5 was)
- . i . - .. verse even : : :
only and may not be reproduced without Table 1. Baseline Patient and Disease Characteristics Number of patients with at least 1 event _
permission of the authors. Constipation [] Grade 1/2 Technical problems 1(20.0) 1(7.7) 2 (11.1)
Cohort 1 Cohort 2 Neutropenia B Grade 3/4
400 mg sabatolimab + 800 mg sabatolimab + Patients with at least one dose interruption of VEN by reason, n (%) 4 (80.0) 10 (76.9) 14 (77.8)
Characteristic AZA + VEN (n=5) AZA + VEN (n=13) All Patients (N=18) Thrombocytopenia A _ :-
nemia
Median age, years (range) 74.0 (73-85) 78.0 (70-88) 77.0 (70-88) Febrile neutropenia Adverse event 4 (80.0) 10 (76.9) 14 (77.8)
Sex (male), n (%) 4 (80.0) 9 (69.2) 13 (72.2) As per protocol 0 1.7 166
’ ) ] | ConStipation Nausea
Race, n (%) A | :_ Concomitant medication affecting drug exposure 1 (20.0) 0 1(5.6)
nemia
Caucasian 5 (100.0) 12 (92.3) 17 (94.4) . Dosing error 2 (40.0) 1(7.7) 3(16.7)
N I I N Diarreha Fatigue
Unknown 0 1(7.7) 1(5.6) Patients with at least one dose reduction of sabatolimab, n %) 0 0 0
. Nausea 0% 20% 40% 60% 80% 100%
EthnICIty, n (0/0) Patients . . .
Edem rioheral B Patients with at least one dose reduction of AZA by reason, n (%) 1 (20.0) 1(7.7) 2 (11.1)
- . ema periphera
o Overa” Safety and 'tOlerabl | |'ty Of SabatOI | mab + AZA + VEN were com parable a't Non-Hispanic or Latino 5 (100) 13 (100.0) 18 (100.0) *AEs present in at least 10% of patients included: diarrhea, dizziness, febrile neutropenia, injection site erythema, vomiting, and white blood cell count decreased.
Pruritus AE, adverse event. Adverse event 0 1(7.7) 1 (5.6)
" Median Weight, kg (range) 71.1 (66-83) 75.0 (55-101) 73.1 (55-101)
two dose levels (400 and 800 mg) of sabatolimab o
( g) Pvrexia e Three patients discontinued due to treatment-related AEs (platelet count decreased [n=2], troponin level increased/ Physician decision 1(20.0) 0 1(5.6)
onl DIT (I- in T el i t ' i diti ) ECOG PS, n (%) g asymptomatic myocarditis [n=1]; Table 3)
N one roponin elevation su eslin dasSym omatiCc myocaraitis : Y Patients with at least one dose reduction of VEN by reason, n (% 1(20.0 4 (30.8 5 (27.8
y b d p gg g y p y 0 1 (20.0) 4 (30.8) 5 (27.8) Chills e AEs led to AZA and VEN discontinuation in 2 patients each. All were treatment-related (Table 3) Y i 0.0 90.8 @r.8)
was opserve . e Six patients had dose interruption of sabatolimab, all due to AE, and all in Cohort 2 (Table 4 i
. 2 (40.0) 5 (38.5) 7 (38.9) Dizziness N P o ) t.p ] ) ; ; (T ) Dosing error 0 1(7.7) 1 (5.6)
. . ¢ No sabatolimab dose reduction was observe
Physician decision 1 (20.0) 3 (23.1) 4 (22.2)
No dose reduction of sabatolimab was observed 2 2 400 3231 5279 rai | I  Fourteen patients had dose interruption of VEN due to AEs (Table 4)
Safet d tol bilit I ble to the k d : | 3 0 17.7) 15.6) Fat [J Grade 1/2 e Five patients had dose reduction of VEN (none due to AESs) FEUE CREE AL 2 U 7=0) [ji=6)
: : atigue
alety ana toierapbdllity were overall Comparabie 10 the KNnown anad previously g . B Grade 3/4 AE. adverse event: AZA. azacitdin: VEN. venetoclax.
" AZA, azacitidine; ECOG PS, Eastern C tive Oncology G rf tatus; kg, kil : VEN, venetoclax. , . . i i
reported safety profile of VEN + AZA doublet therapy actiane et oopereive Bneology Hioup performance sislus: T, ograms: T, venelocex Gamma-glutamyltransferase increased Table 3. AEs leading to treatment discontinuation
e Only 1 patient experienced DLT (elevated grade 3 troponin T diagnosed as asymptomatic myocarditis; Cohort 2). Details about
: LA Sl : : . i i iti Headach Cohort 1 Cohort 2 i :
Sabatolimab + AZA + VEN demonstrated preliminary clinical responses in patients Table 2. Patient Disposition eadache a0 ot o2 1 Patiome this DLT are as follows:
: Cohort 1 Cohort 2 H N __ 9 9 — The patient with this DLT was discontinued from sabatolimab at the end of Cycle 1
W|th N D_ AM L : : yperuricemia Characteristic + AZA + VEN (n=5) + AZA + VEN (n=13) (N=18) o _ , , _ _ ,
400 mg sabatolimab + 800 mg sabatolimab + — The DLT was reported 2 weeks after administration of sabatolimab. Troponin T levels continued to increase for the following
: . e g g : Characteristic AZA + VEN (n=3) AZA + VEN (n=13) All Patients (N=18) Hypotension All grades Grade >3 All grades Grade >3 All grades Grade >3 2 weeks after treatment discontinuation
These flndlngS Supported |n|t|at|0n Of the eXpanSIon COhOI’t Of STI M U LUS'AM L1 Treatment ongoing,® n (%) 1(20.0) 8 (61.6) 9 (50.0) Injection site reaction AEs leading to sabatolimab — A cardiac MRI performed on Study Day 65 showed findings consistent with healing myocarditis. According to the cardiologist,
. . . . . . . . 1(20.0 1(20.0 2(15.4 1(7.7 3(16.7 2(11.1 imaging findings resembled those noted following treatment with immune checkpoint inhibitors
at a sabatolimab 800 mg dose. Accrual in expansion cohort is ongoing e L0 e oo discontinuation, n (%) 200 e 154 0 1o . maging findings © fotlowing frearment with fmmune checkpoint infis |
S!S 5 [0 (7 B 1) e Vomitting — Elevated troponin T levels decreased without further intervention and the patient remained totally asymptomatic
Reason for discontinuation, n (%) Treatment-related 1 (20.0) 1 (20.0) 2 (15.4) 1(7.7) 3 (16.7) 2 (11.1) E fficacy
Weight decreased
i : : : o
Adverse event 1(20.0) 2 (15.4) 3 (16.7) AEs leading to AZA discontinuation, n (%) 1(20.0) 1(20.0 1(7.7) 1(7.7) 2(1.9) 2111 e The disease response assessment was determined according to ELN 2017/IWG AML 2003 criteria'
WBC count decreased - : : . L : oy : .
HSCT Planned 1 (20.0) 1(7.7) 2 (11.1) Treatment-related 1 (20.0) 1(20.0) 1(7.7) 1(7.7) 2 (11.1) 2 (11.1) e In Cohort 1, 4 patients were in clinical remission including CR (n=1) or CR with incomplete hematologic recovery (CRi; n=3) and
N o 0% 20% 40% 60% 80% 100% _ o stable disease was observed in 1 patient
Physician decision 0 1(7.7) 1(5.6) Patients AEs related to VEN discontinuation, n (%) 1 (20.0) 1 (20.0) 1(7.7) 1(7.7) 2 (11.1) 2 (11.1) e In Cohort 2, among 13 patients, 9 patients were responding including CR (n=3), CRi (n=5), and morphological leukemia-free state
Progressive disease 2 (40.0) 1(7.7) 3 (16.7) *AEs present in at least 10% of patients included: abdominal pain, alanine aminotransferase increased, aspartate aminotransferase increased, back pain, blood alkaline phosphatase Treatment-related 1 (20.0) 1(20.0) 1(7.7) 1(7.7) 2 (11.1) 2 (11.1) (n=1). Stable disease was observed in 2 patients and disease progression reported in 2 patients
_ . increased, blgod creatine increased, _ceIIuIitis, deqreased appetite, erythema, hypokalae_mia, hypomagnesemia, hyponatremia, hypoxia, injection site erythema, lymphocyte count ) ’ ’ ) ) ’ e The efﬁcacy fO||OW-Up was limited for eﬁicacy evaluation in Cohort 2, as all patients got solely one disease response assessment
a0ngoing at time of data cutoff on September 6, 2021. decreased, night sweats, paraesthesia, pneumonia, rash maculo-papular, and tendon disorder. o .
HSCT, hematopoietic stem cell transplant. AE, adverse event; WBC, white blood cell. AE, adverse event; AZA, azacitidine; VEN, venetoclax. at the time of the data cut-off
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