Early Results from a Biomarker-Directed Phase 2 Trial of SY-1425 in Combination with Azacitidine or Daratumumab
In Non-APL Acute Myeloid Leukemia (AML) and Myelodysplastic Syndrome (MDS)
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Introduction Results: Newly Diagnosed Unfit AML (SY-1425 + Azacitidine)

- SY-1425 (tamibarotene) is an oral, potent and selective RARa agonist Patient Characteristics Duration of Treatment and Responses Responses per IWG Most Common AEs, Regardiess of Gausality (> 3 Patients)
* In AML preclinical models, RARA pathway activation (increased RARA Biomarker- Biomarker- R o o = o > Biomarker- Biomarker- All Grades Grade 3+
a!;d/or I(?FB gxpr_esslmg) W?SdaSiQClat?(jj -\]ifVIth atc.:hglty qf S\g— ':'425 :cn Characteristic Positive? Negative SD SD sD SD MR % Best Response Positive Negative Preferred Term N=17 N=17
vitro and in vivo, including induction of differentiation, inhibition o N =11 N=8 = CR: SR > n (%) n (%) n (%) n (%)

. . . o
profiferation, and anti-tumor activity Median age, years (range) 76 (64-85) | 78 (66-86) S il ® Response Evaluable, N 8 6 Patients with an AF 15 (88) 12 (70)
- In patients with R/R AML and higher-risk MDS who were biomarker- 0 ' CRi CRi  CR B ’
" AN LIS, 10 {2 i) el - - ORR: 5 (63 1(17 Hematologic

positive for RARA pathway activation, single-agent SY-1425 was Diagnosis. n (%) PRi PRi (63) (17) g

generally well tolerated and demonstrated evidence of biological and De nove AML 7 (64) 4 (50 MLFS  CRi CR/CRI 4 (30) 1(17) Febrile neutropenia 4 (24) 4 (24)
clinical activity; 43% showed evidence of hematologic improvement Secondary AML: 4 (36) 4 (50) o~ SRSl CR 3 (37) 1(17) Thrombocytopenia 4 (24) 4 (24)
gnc:l/cc)lr ma(r:r[c)):\;valast reclzluptlozns, myeloid differentiation was observed AML cytogenetic risk status, n (%) .E’ > _ - Bl |WG Response =8 0On Treatment CRm 1(13) 0 Neutropenia 3 (18) 2 (12)
including upregulation Favorable 2 (18) 0 = ® Biomarker-Positive Other Reason for Discontinuation CRe 0 1 47) Non-Hematologic

Rati le for Combinati ith Azacitidi Int diat 3 (27 1(13 Q- : . : : Not Evaluable @ Adverse Event .

dationaie 1or ,ompination wi Zacludaine F?erme late X ESS; : 263; PRi PRi SD Biomarker-Negative % Lack of Clinical Benefit CRi 1(13) 0 Decreased appetite 7 (41) 1(6)
. : : : : oor CRc PRI CRc ..

. SY—142§ was evaluateq In combination with a .hypome.thylatlng agent, Missing 0 > (25) e e * % Progressive Disease MLES 1(13) 0 Fatigue 6 (35) 2 (12)
azacitidine, in RARA-high and RARA-low cell lines. Evidence of DNA _ = | oR 0 0 Jypertriglyceridemia 6 (35) 1 (6)
damage and apoptosis was observed in RARA-high cell lines, but not Baseggg bone marrow blasts, n (%) 4 36 4 50 = > = r— 5 29 )
RARA-low cell lines, and to a far greater extent with the combination s oU% 0 RD % % Other ema periphera
than either agent alone. The combination also induced deeper and more 31-50% 4 (36) 1(13) - PRI 2 (25)° 2 (33)° Diarrhea 4 (24) 1 (6)
durable in vivo responses than either agent by itself in a preclinical PDX > 90% _ _ 3 (2_7) 3 (38) — MR 1(13) 1(17) Constipation 4 (24) 0
model? #Includes 9 RARA-positive patients and 2 IRF8-positive patients ' ' ' ' ' ! ' ! ' ! ' ' ' ' ' !

> AML evolved from antecedent hematologic malignancy 0 30 60 90 120 150 180 210 240 270 300 330 360 390 420 450 SD 0 1(17) Pruritus 4 (24) 0

Rationale for Combination with Daratumumab * European Leukemia Net (ELN) AML recommendations’ Treatment Duration (Days) RD 1(17) Nausea 3(18) 0

« SY-1425 activates genes associated with myeloid differentiation in Patient Di ition : s : *ORR includes CR + CRi + MLFS + PR per IWG® Fall 3(18 0
models of RARA pathway activated AML, and is associated with atie SPOSIto Biomarker-Positive Patients b Biomarker-positive patignts with PRi achieved reduc_:tion in marrow blasts from ) ( )

Iati f CD38 . inically and i . EE T T o e . 8/8 evaluable bi 9 " tients had neluding 5 patients with an WG 42% and 80% at Baseline to 12% and 8%, respectively. Weight decreased 3 (18) 0
upregulation o expression preclinically and in patients Characterist Dot Moo evaluable biomarker-positive patients had a response, including 5 patients with an response * Biomarker-negative patients with PRi achieved reduction in marrow blasts from Dehydration 319 1 6)

- Cancer cells that express CD38 can be selectively targeted for aracicristic I\(I) T ;\;e f\lgf gle - 7/8 of the responses were first reported at C2D1, including 3/5 IWG responses 80% and 59% at Baseline to 18% and 13%, respectively. | |
elimination by the immune SyStem USing d therapeUtiC CD38‘targeted cnrolled. 11 ] . Duration of IWG responses ranged from 29 to 337 dayS ?nilj)r:p?g&rﬂ;ﬁ:ﬁ;)lgglecI'raetg(,)\(lzel::‘y?ggmpzleﬁ(;%i%?gfgh?ghz gﬂcﬂggenetic CR « AF profile of the combination was consistent with what
antibody such as daratumumab ) . 7/11 patients remain on treatment. including 4/5 with WG responses. 1 with a PRI and 2 who are not vet resbonse-evaluable MLFS = morphologic leukemia-free state; PR = partial response; PRi = PR with has been previously reported for single-agent SY-1425 or

» In in vitro co-culture systems evaluating a RARA-high AML cell line cafety Evaluable, n* 10 ! p | | ’ J | P T ’ | | Y P | roomplete bload count recovery; MR = minor response; 5D = stable disease azacitidine in AML
model, the combination of SY-1425 with daratumumab induces immune- Rfespon.% Evaluable, n° 8 6 - 1 patient with AML (swim lane 2) devgloped from prior CMML with 2 distinct blast populations by mmunophenotypmg had . 8 patients had an AE resulting in dose delay: none were
mediated cell death Discontinued Treatment. n 4 1 SD (AML blasts unchanged), but achieved a CR of CMML marrow blasts by flow at C3D1. The patient was taken off study . .

) . . . . . reported in > 1 patient
AE 2 0 due to lack of clinical benefit but was confirmed to have a minor response at that time. | | | |
- Lack of Clinical Benefit 9 0 ] _ ] - 9 patients had an SAE; febrile neutropenia (4 patients) and

StUdy DESIQ“ oD 0 1 Biomarker-Negative Patients pneumonia and dehydration (2 patients each) were the only

. Study SY-1425-201 is a Phase 2, multi-center, open-label study Al patients who have received at least 1 dose of SY-1425  4/6 evaluable biomarker-negative patients had a response, including 1 patient with an IWG response SAEs reported in > 2 patients
exploring the activity of SY-1425 in patients with newly diagnosed unfit "A] patients who completed 1 cyce of reatimer wilh 2t |east 1 post-baseins - 7/8 patients remain on treatment, including the patient with an IWG response, 3 with other responses including 2 PRi and * 2 patients discontinued treatment due to unrelated SAEs

, , esponse evaluation or discontinued earlier due to disease progression, and who , : : Co .
AML, or R/R AML or higher-risk MDS (NCT02807558) have not had any major protocol violations 1 MR, 1 with SD, and 2 who are not yet response-evaluable (gait apraxia and acute myocardial infarction)

- Herein we report on the results from patients who received SY-1425 in

combination with either azacitidine (n = 19) or daratumumab (n = 9) as Results: R/R AML and HR MDS (SY-1425 + Daratumumab)

of 29 October 2018

Screen for RARA pathway activation in peripheral blood via clinical trial assa Patient Characteristics Duration of Treatment and Responses Most Common AEs, Regardless of Causality (> 3 Patients) SY-1425, in combination with azacitidine, in biomarker-
way activation i | via clini | y i . . .
36% of patients screened were biomarker-positive, consistent with previously reported data* .. Biomarker-Positive? SD PRi = All Grades Grade 3+ pO.SItIVG neWIy. d_lagnOS_e(_j unf!t AML_ patients shows
W W A 4 Characteristic _ N evidence of clinical activity with a high response rate and
: - : : : - N=9 Preferred Term _
Biomarker-Positive Biomarker-Negative Biomarker-Positive _ 0 _MLFS MLFS MLFS  [@, a rapid onset of responses
(N = 25) (N = 25) (N =12) Median age, years (range) 68 (35-79) S RD o e e O o — -
SY-1425 + Azacitidine SY-1425 + Azacitidine | | SY-1425 + Daratumumab Male, n (%) 3 (33) © PD ** NotEvcluable @ Adverse Event Patients with an AE 9 (100) 9 (100) * ORR was 63% (5/8) and the CR/CRi rate was 50%
Newly Diagnosed Newly Diagnosed R/RAML and Diagnosis, n (%) Q- ‘RD * % ek Prorassiva Disgase Hematologic (4/§) with the majority of |n|t|gl responses at C.2.D.1 .
g [t Ll - -
B — Higher-Risk MDS 1(11) Treatment Duration (Days i e .
Objectives " Objectives . Prior Therapies. ¥ ’ » (Days) 60 90 Anemia _ 4 (44) 4 (44) 18-29%°"" and with initial response generally occurring
Clinical activity, safety and tolerability Clinical actlwty, se_lfety, tolerabllllty, | 193 I; mi,ss?ng 24199 /99 /99 Expression Level of CD38 in Myeloid Blast Population Treatment Summary Thrombocytopenia 3 (33) 3 (33) after 4 treatment cycles in the majority of patients with
and characterization of CD38 induction e _ _ _ . MLES in 1 atient with R/R AML who had Leukopenia 3 (33) 3 (33) responses?
Key Entry Criteria Key Entry Criteria AML cytogenetic risk status n (%)° Median Fluorescence Intensity Over Time . P . TRRTIE . . . .
Treatment-naive non-APL AML R/R non-APL AML or R/R HR MDS “vorable 0 SY-1425 Monotherapy 8% bISStS in marmow ank;I pancy;operéla on-Hematologic . In. biomarker-negative patients the ORR was 17% (1/6),
Unfit for standard intensive chemotherapy | | No prior exposure to anti-CD38 therapy ntermediate 3 (33) ) 5000- SY-1425 + Daratumumab - ;’E/Stlézy;ntry,dmarfow_ aoslti re Uﬁec4t81 Nausea 4 (44) 0 with 1 CR observgd; while these data are less mature,
o 2 2 - Door 5 (56) = T o ( ) and maintained throug Vomiting 4 (44) 0 they support the importance of the RARA pathway
Azacitidine 75 mg/m? IV or SC on D1-7 SY-1425 6 mg/m=</day PO divided into — ——— = 4000- — MLES —— PRi —— NR (59 days) . Ly : lect
f ) . f “ Includes 7 RARA-positive patients and 2 IRF8-positive patients 2 B T - 4 (44) 0 activation biomarker for patient selection
(?IIF)WBC! by SY-1425 6 mg/ m</ day PO two d.OSGS as single-agent for a 7-day b European Leukemia Net (ELN) AML recommendations’; 1 HR MDS patient had good @ R\ O\ e 3267 e D patients had a PRI, with 1 patient cye g :
divided into two doses on D8-D28 of lead-in from D-7 to D-1, followed by cytogenetic risk per IPSS-Re g 000 remaining on treatment Jiarrhea 3 (33) 0 * SY-1425 + azacitidine was generally well tolerated with
each 28-day cycle combination treatment with daratumumab S . \ypertriglyceridemia 3(39) 0 no evidence for increased toxicities of the combination
daily dosing. Daratumumab 16 mg/kg IV S .| o yponatremia (33) . . o
B; ker-Positi 2 1000 ] further characterize the clinical activity
weekly for 8 doses, then every 2 weeks Characteristic lomarker-rositive 3 =2 - Best Response All Patients Cough 3(33) 0
for 8 doses, then every 4 weeks thereafter N=9 S ol o . . . . n (%) | o | | SY-1425 treatment in biomarker-positive patients with
(per label) Fnrolled, n 9 visber | G101 G108 b v o R Evaluable. N 5 * AE protile of the combination was consistent with R/R AML and HR-MDS increased CD38 expression in
0-4 °SPONSE tValuabie, previously reported for single-agent SY-1425 in AML/MDS - . -
W W Safety Evaluable, e 9 - | | o ) | ORR? 1(17) | , _ blasts in the majority (8/9) of patients
Assessments ’ Assay utilizes an orthogonal anti-CD38 antibody which is not affected by daratumumab. MLFS = morphologic or single-agent daratumumab in MM populations
Response: Bone marrow aspirates on D1 of C2, C3, C4, and every 3rd cycle thereafter Response Evaluable, n® 6 feukemia-Tree state; PRI = partial resporise wiih incomplete blood count recovery; NR = non-responders MLFS 1(17) . 4 patients with an AE that led to dose delay: none were - However, only 2 induced to the level of a myeloma cell
(Investigator assessment per revised IWG AML criteria®> and MDS criteria®) Discontinued Treatment, n 8 -+ 8/9 patients had a moderate increase in CD38 MFI in CD34+/CD117* Other reported in > 1 patient line control. One of these 2 had an IWG response to
CD38 Expression: Central immunophenotyping of periphergl blogd blasts at D7 D-4, AE 1 blasts after 7 days (median 1.57-fold induction) PRi 2 (33)" . 1 patient discontinued treatment due to an AE (non-related SY-1425 + daratumumab
(83\1( (1[2112’5[)3’(1[;135%”3;]‘3;“&9!3“ D1 of every cycle thereatter in patients treated with I[D)foag}?essive —_— ; . 2/9 patients induced CD38 MFI in blasts, exceeding the MM cell line RD/PD 3 (50) bronchopulmonary aspergillosis) - The combination was generally well tolerated, and the
] RPMI-8226) level of 3267 2 (ORR i - 56 - . - - - i i i
Safety: AEs and clinical labaratory values collected from screening through 30 days Withdrawal of Consent 1 (_ 1 patient)with MLFS response bg:ti'nflg'l‘ﬁfﬁ F?F?i ;Cﬁf;'v;d'\/rlggﬁcgoﬁﬁi: ell\:\r/(()iw I - 7 patients had an SAE,. febrile ne.utropema (5 patients) was study continues to enroll patients to complete the pilot
after last dose of study drug 2 All patients who have received at least 1 dose of SY-1425 1 patient 4 without g and 55% at Baseline to 15% and 6%, respectively. the only SAE reported in > 2 patients, and 1 SAE (sepsis)
End of Treatment: Patients treated until progressive disease or unacceptable toxicity > All patients who completed 1 cycle of treatment with at least 1 post-baseline — | patient progressed without responding ORR = overall response rate: MLFS = morphologic leukemia-free led to death
response evaluation or discontinued earlier due to disease progression, and who - CD38 levels declined after initial dose of daratumumab. consistent state: PRi = partial responsé with incomplete blood count recovery:
h t had ' tocol violati ’ o : . DR _ L ’ References: 1) McKeown et al, Cancer Discovery 2017. 2) Jurcic et al, ASH 2017. 3) McKeown et al, Hematologica 2018. 4) Vigil et al, ESH 2017. 5) Cheson et al, JCO . 6) Cheson et al, Bloo . dhner
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