Safety and Efficacy of CYT387, a JAK1 and JAK2 Inhibitor

for the Treatment of Myelofibrosis
Related Non-Hematologic Laboratory Adverse Events

Study

for JAK1 and JAK2 over other kinase enzymes,
including the closely related JAK3 and TYK2.

Subject Disposition

Adverse Event (n=166)
Incidence = 5%

All Grades

Grade 3

Grade 4

Spleen Response: MRI vs. Palpation

Palpation

(n=11)

ABSTRACT # 41363
A. Pardanani’, J. Gotlib?, V. Gupta?, A. W. Roberts*, M. Wadleigh>,
S. Sirhan®, M. R. Litzow'!, W. J. Hogan', K. Begna', G. Smith’, L.M. Bavisotto®,
M. Kowalski’, and A. Tefferi’

'"Mayo Clinic (Rochester); 2<Stanford Cancer Center; *Princess Margaret Hospital; “Royal
Melbourne Hospital; °Dana Farber Cancer Institute; °Jewish General Hospital; “YM
BioSciences Inc.; ®Porta Clinica LLC

Constitutional Symptoms Response

Constitutional Symptoms Response at Six Months

m CYT387 is a potent JAK1 and JAKZ inhibitor. The - | R o 0.2 03
maximum tolerated dose (MTD) and preliminary CYT387 displays potent in vitro inhibitory activity m Median follow-up (range) for Core and e Disease progression (n=4) ALT incregsed 8% 2% | 0 ReSPonse at three months S 04%%  49%" o L
safety and efficacy of once-daily dosing of CYT387  against cells dependent on JAKZ, including the Extension: 10.4 months (0.8-25.6)* e Investigator’s decision (n=4) Lipase increased 8% 4% 0 Median decrease from baseline at three months  -41%  -45% 100% |
were determined in a single center Phase I/l JAK2V617F mutant which is associated with the = Median follow-up (range) for Core: 9.0 months « Stem cell transplant (n=2) B e i e | | 3 I Complete Resolution
study. Previously reported results from the first 60 etiology of Polycythemia Vera (PV) and the other (0.8-9.0)* o e Intercurrent illness (n=1) AST increased ~ I% 1% @ <1% = Median spleen volume at baseline: 3667 cm Varked | t
g:jglggtr?] grg%lzcrj] (|jn dtgﬁ c?:\us?rétg?jt?rgg%?g r?w gﬂ_g Myeloproliferative Neoplasms (MPNSs). CYT387 _ St.u dy. discontinuation during Core: n=32 (19%); ® Deaths during Core: n=12 (7%) Amylase increased 6% 0 0 Spl R Ch f B " t Th Month arked improvemen
inhibi T ‘ . . . . . . @ 0909090909090 0 een nesponse. dnge 1irom obaseliine d reeiviontns  80% | BB @00 e
Ig Splenomegaly and constitutional symptoms QIZ?Z:EOQt;ie(jntire]cz‘\év:]rrfgtlgcr)]t(e)?tlléI‘In7h|;b:1ltlj’;:\}rftz 81% retention rate H Study discontinuation durlng Extension: Bilirubin increased o 6% o 0 7 P P 9 80% :
- ' . . . . — 0/ )\ o I
as well as in red blood cell (RBC) transfusion veloid colonies in a dose-resbonsive manner. In m Reasons for discontinuation during Core (n=32): ~ N=16(21%); 79% retention rate Creatinine increased 6% 0 0 20% Spleon Volume (ni) Solcen Length (ne) 3o
requirements. The study was expanded into a y : p- \ e Unrelated comorbid conditions (n=11) At least possibly related to study dru 9270
multicenter StUdy with the addition of a tWICe—daIIy €X VIVO assays of human erythrOId cells from PV : : Common Terminology CrFi)teria fgr Adverse Event); V3.g 0% ° ®
dosing arm. The accrual of 166 subjects at six patients, and in a transgenic mouse model of the ° SUbJ?Ct withdrew consent (n=>5) _ o . . 60% 44% |
study sites is complete. The preliminary safety and ~ MPNs, CYT387 has been demonstrated to have * Possibly or probably related adverse event (n=5) Related Hematologlc Adverse Events 5 20 ¢ ° . e |2
efficacy results from this expanded multicenter marked disease-modifying properties. — Neuropathy (n=2), cough (n=1), * ongoing § 200 o . =
studv are presented. : . o TP transaminitis (n=1), thrombocytopenia (n=1) Bt c.s ° o -45% a-
y P m The growing clinical yal@ahon of JIAK2 inhibition Adverse Event (n=166) All Grades Grade 3 Grade 4 E . o °o S | b 4 I B 30%
CYT387 as a treatment modality in these disorders, ] ] - . . . . = 0% ° . S 40%
| N and this favorable preclinical data for CYT387, Su bject Baseline Characteristics Thrombocytopenia 3376 11% 6% £ o . o
m CYT387 is a low nanomolar, ATP-competitive support the clinical development of CYT387 as a Baseline platelets > 100 x 10%/L 26% 6% 20y, 2 :
inhibitor of JAK2 and JAK1. It is broadly selective treatment modality in the MPNs. i Baseline platelets > 200 x 1 o, 12% - 4% 0 ) X -100% o ;ISrISIISSrwe?eL;gEjseeCZIc\;\;ii:\hedc-le;:zsg;;mreerguction in spleen volume from baseline
Neutropenia 6% % 2% 3 Spleen response defined as a 50% reduction in spleen length from baseline 200/0 iiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiii
******************************************************* 0 0
STUDY DESIGN aema  a% %0
Age (years 12% - i
_ I?/Iec(j)i/an ) 57  (INCB018424, TG101348, Unspecified) 0 Leukopenia ... 2Kk <1% - <1% Anemia Response 1%
A Phase l/ll open-label, non-randomized, dose- for Part 3 were 150 mg QD, 300 mg QD and IMiD | eukocvtosi 1% o/ 0 i
: . _ Range 34-89 s o o Leukocytosis 17 o <t U Transfusion Independence Response 0%
escalation study. Conducted in three phases: somgBO. ot YT (Pomalidomide, Thalidomide, Revlimid) 9% | Niaht Sweat orurit Sone Pa Couah -
- - » CYT387 was orally self-administered begin- Sex L Snlammrmanaly < 40~ an o/ Common Terminologe Crtar or Adverss Evonts a6 150 mg QD 300 mg QD 150 mg BID IS St 15 Jelil one Fain oug ever
1. Dose-escalation phase (Part 1), determined the ning on Day 1 of the study, and thereafter at Male 539 Palpable Splenomegaly >10cm 80% Response by Dose (n=52) (n=60) (n=42) (N=62) (n=46) (n=43) (n=27) (n=9)
safety and tolerability of GYT357. approximately the same time(s) each day of a Female 42%  Spleen Size (Ccm) (Spleen Evaluable; n=142) Transfusion dependent at baseline (evaluable; n) o5 26 14 68
* Dose-limiting toxicities (DLITs) (2 of 6 subjects at 58-dav cvele e Mean (STD) 18.2 (6.5) e e
400 mg QD) were asymptomatic, reversible Gr 3 y SyLIs. . . Myelofibrosis Median 17.0 Median time on study (days) 251 245 141 250
hyperlipasemia (n:1) and Gr 3 headache (n:1) * The Core StUdy consists of nine treatment 3rlmary 65% - - - - " - - - - - - - - - - - - - - - fUSi : * 0 0 0/ 2 0
o Idertified the MTD for CYT387 as 300 ma QD cycles. Evaluations were performed weekly bost-polycythemia vera 209% RBC Transfusion Dependent ~ 44% Transfusion independence rate (12 weeks)” 48% 65%  43%° 54% CONCLUSIONS
. . J ' during the first cycle, every two weeks for Dost-essential thrombocvthemia 14% : : Transfusion independence rate (12 weeks & Hgb=>8g/dL)* 40% 62% 29%? 46%
- y Median Hemoglobin (g/dL) YTy ]0909090) e IREPRIAE Ve fats Ve RS T PR YA e ey TR
2. Dose-confirmation phase (Part 2), a cohort cycles two and three, and at the end ofeach  ~v;iioe e e - J J 150 mg QD 300 mg QD 150 mg BID m CYT387 is well tolerated in myelofibrosis patients for dosing periods up to and exceeding two years
expansion at or below the MTD of CYT387. The subsequent cvele. JAK2V617F Positve ] 76%  All subjects (n=166) | 9.9 (n=52) (n=60) (n=42) 1 Includes 100 mg QD (n=3), 200 mg QD (1=, and 400 mg QD (1=6) doses "ongoing |
dosages determined for Part 2 were 150 mg QD _ Patien(tqs ho Ztchi.eve At least stable disease DIPSS-Plus Category" ransfusion independent subjects (n=93) 10.4 - - - | . - . e o .
and 300 mg QD. o 1 110,  Transfusion dependent subjects (n=73) 8.7 m >25% of subjects not receiving transfusions while on study experienced at least a 1 g/dL * Reported adverse effects include thrombocytopenia; transient, mild dizziness; mild peripheral
. . or better (per IWG-MRT criteria) and tolerate 0 increase in Hab for > 8 weeks neuropathy; and abnormalities in liver/pancreas-related laboratory tests
3. Dose-expansion phase (Part 3), carried out at the drua well mav continue to receive nt-2 619% Platelet Count (10%L) 9 = ' . .
tiol : : if h : 9 y , , . : * Treatment-emergent anemia and neutropenia are rare
multiple study sites to identify a therapeutic CYT387 beyond the planned nine cycles in an - digh  28% Medan 187.5

dose for CYT387. The dosages determined

Study Objectives

The primary objectives of this study are:
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*Based on available data; includes unfavorable karyotype, platelet count and transfusion dependent status as additional prognostic factors.

SAFETY

Time to Response

m CYT387 treatment results in significant, durable responses in anemia, splenomegaly and constitutional
symptoms at 150 mg QD, 300 mg QD and 150 mg BID dose levels.
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