DNA demethylation activity over time and safety of 3 different dose-escalation regimens of SGI-110, a novel subcutaneous
(SQ) hypomethylating agent (HMA), In the treatment of relapsed/refractory patients with MDS and AML
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SGI-110 Background Characteristics by Disease AML Responses and LINE-1 Demethylation
A second generation hypomethylating agent (HMA) characterized as a dinucleotide of decitabine and Total . _ :
deoxyguanosine that increases the in vivo exposure of decitabine by protecting it from deamination. (n=74) (n=19) (n=93) Responders (CR/CRi/CRp) m
« Administered as a small volume SQ injection, SGI-110 prolongs in vivo exposure time allowing more Age, median (range) 67 (29 - 86) 73 (46 - 82) 70 (29 - 86) <10% 31 0 0%
incorporation to cells in S phase compared to decitabine. NH, Male (%) 49 (66) 14(74) 63 (68) 2 10% 15 > 26%
NH, 0 N*\N 110 ECOG 0/1/2 (%) 16 (22)/ 47 (64)/ 11 (15) 4 (21) /14 (74)/1 (5) 20 (22)/61 (66) /12 (13) Total 50 5 10%
| ) ian % i - - . : : :
N)*N </N | N HO LN)*o e 40(1-98) 75(2-22.6) 235 (1 98) e AML complete remissions associated with > 10% LINE-1 demethylation (*p < 0.01)
IL /& N 0 N N/)\NH e Median WBC (10°/L) at Baseline, range 2.8(0.1-70) 3.0 (1.3 -68.5) 2.9(0.1-70)
HO 0 0 \FOy : ) 0 Secondary AML (%), including antecedent MDS 25 (34)
r or ot (] o 1me 11 Bays Since Biagnosis o CIB% 406 (6 - 10,364) 495 (9-4,081) 424 (6-10,364) Safety and Tolerability by Regimen
Decitabine Deoxyguanosine 0 0 NN, Median # of Prior Regimens (range) 4(1-9) 2(1-6) 3(1-9) ]
decitabine (%) 30 (41) 8 (42) 38 (41) Related Adverse Events = 10% by Regimen and Grade 3/4
azacitidine (%) 22 (30) 17 (89) 39 (42)
. decitabine or azacitidine (%) 44 (59) 19 (100) 63 (68)
Phase 1 MDS and AML StUdy DESIQ“ Daily (n=44) Weekly (n=34) Twice Weekly (n=15)

(%) (%) (%)

Pharmacodynamics

R * LINE-1 demethylation at the 2 highest dose levels and evaluated for all 3 regimens (60 and 90 mg/m?) are Adverse Event All Grades / Grade 3 or 4 All Grades / Grade 3 or 4 All Grades / Grade 3 or 4
ﬁ shown below. | 14 / 11 9/9 20/ 13

D Regi¢men 1 i Daily x 5 Weekly x 3 5 Twice Weeldyx3 Febrile neutropenia 7/7 6/6 13/ 13

= Daily x5 : Neutropenia 14 /11 3/3 27/ 27

M Treatment continued until unacceptable toxicity, disease progression ° R 0 i \ Thrombocytopenia 20/ 16 6/6 27 [ 27

l g . Y N __x 5 Diarrhea 7/0 12/0 0/0

i / ; SN~—— \\\ 11/0 9/0 0 /0

T Regimen 2b 10 10 1o / Fatigue 11/0 9/0 27/0

I Twice Weekly x5 derdBthvlation (96 / 15 \ Injection site hemorrhage 0/0 3/0 13/0

g Cycle = 28 days ] / " . W Injection site pain 25 /2 32/0 53/0

Injection site reaction 5/0 3/0 13 /0
—60 mg/m2 WKly x3 (n=5) s —-60 mg/m2 2x Wkly x3 (n=7) Decreased appetite 9/0 6/0 13 /0

LINEO \/ 20

-25 60 mg/m2 QDx5 (n=5) -25

* Primary Endpoint: Biologically effective dose or Maximum tolerated dose for each regimen 90 mg/m2 Wly x3 (n=7) —=-90 mg/m2 2x WKy x3 (n=5) 0/0 0/0 13/0
» Secondary Endpoints: Safety, PK-PD assessments, response rates, hematological 30 —e-90 mg/m3 A ntl 30 ' ' ' 30 ' ' | Contusion 2/0 3/0 13/0
0 10 20 30 0 10 20 30
improvement and duration of response Days ’ ® Days » > Days 5/0 3/0 20 /0
 The daily regimen demonstrated the most potent average LINE-1 demethylation, while the Twice Weekly
SGI-110 Phase 1 Results achieved the most prolonged LINE-1 demethylation. The least potent demethylation was observed with the

Conclusions

Weekly regimen. Across the 3 regimens evaluated, SGI-110 dosing at 90 mg/m? did not produce significantly
more demethylation compared to 60 mg/m?.

Treatment Cohorts by Regimen and Dose

 SGI-110 is well tolerated across regimens evaluated with predicted and manageable adverse events.

Dose or Dose Schedulel Number of Patients

MDS Responses - Patient Characteristics  Clinical responses were observed in heavily pretreated MDS and AML patients, including those with prior
Daily (mg/m?) Weekly (mg/m?)  Twice Weekly (mg/m?) Daily Weekly Twice Weekly Duration of HMA exposure. Responses in r/r AML patients was associated with LINE-1 demethylation > 10%.
Pt Dose Regi IPSS Risk HMA Exposure BL WBC (k/ul) Response R Max LINE-1 % e The dail : d d th t botent h thvlati hile the twi | : ited in th
6 - 4 5 ID#  (mg/m?) egimen Category (response) BL BM Blast (%) Status! ezponse Demethylation e daily regimen produced the most potent hypomethylation while the twice weekly regimen resulted in the
9 18 4 3 = (days) most prolonged hypomethylation.
18 36 5 6 A 18 Daily i Azie(:I/:([)),a[c)a(l;é)CR) 2.6/8 mCR 119 -19.3% e Phase 2 study in MDS and AML patients is ongoing where patients are randomized to either 60 or 90 mg/m?
36 60 60 6 6 oec (NR dailyx5.
60 90 90 7 8 B 125 Daily Int-2 Ajz: fNR; 3.2/17 mCR 88 -37.8%
90 125 6 6 =
15 - - . \A C 6 Weekly HR é:‘z z;i)) 2.1/16 HI-E / HI-N 105 -4.5% References
Total 44 34 15 Aza/etinostat (PR) o
il Dave 1 — 5 Weoklv: Dave 1 8 15 Twice Weeklv: Dave 1 4.8 11.15. 18 All resimenc: 28-day cvcle > L RSl i Aza (NR) 221 22 Al & At 1. Cheson BD, Bennett JM, Kopecky KJ et al. Journal of Clinical Oncology, 2003, 21:24; 4642 — 4649,
v:=ey ' y:=aYs & 8 2o |l e S i At ° ' [ £ 90 Weekly Int-1 Aza (PR) 13/2 HI-P / HI-E 181 293.6% 2. Cheson BD, Greenberg PL, Bennett JM et al. Blood, 2006, 18:2; 419 — 425,
Patient and Disease Characteristics F 60 Twice Weekly ~ CMML Aza (NR) 21.1/3 HI-P 106 -33.6%
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2 : (1) 2 H

Age, median (range) 68 (36 — 86) 69 (29 — 83) 72 (51 — 84) JOE | i) Sy | prepEgy | wesEEiEd) ) EeRRieEEsRid)) - SEE (days)  Demethylation
Male (%) 25 (57) 26 (76) 12 (80) A 36 Daily Inter 1/ No No 9/35 CRi 350 -13.3 Financial Disclosure:
ECOG 0/1/2 (%) 10 (23)/ 28 (64) / 6 (14) 6 (18) /24 (71) / 4 (12) 4(27) /9 (60) /2 (13) B 60 Weekly Poor 4 / Yes Dac (UKN) 2.6/8 CR 558 -22.7 Astex Employee: Sué Naim, Pietro Taverna, Yong Hao, Gavin Choy, Mohammad Azab
Median % BM Blast at Baseline, 38 (2-98 19 (1-95 20(2-89 C 60 Dail Int 5/Y N 3.7/16.2 CR 114 -34.7 : ' ' . ’ o o . e .
Med!an WEC 1OagsLa ;se 'Fe o ; 0(1 70) e 0(6 20)9 25 (§1 68) =) et / Yes ° / Honorarium and Research Funding from Astex: Gail J. Roboz, Jean-Pierre Issa, Elizabeth Griffiths, Katherine
S e Ia; AIV(IL (fy/))'atl Zs'e me’trangde t MDS (12 (2_7) | | (8.(221) . | (5.(3_3) ; S ety oor e Dac((NNFE){ e Y o Y 233 Walsh, Guillermo Garcia-Manero

el e s Research Funding: David Rizzieri, Wendy Stock, Casey O’Connell, Karen Yee, Raoul Tibes, Eric Feldman, Ellen
Median Time in Days Since Diagnosis to C1D1, E 125 Weekly NC 6/No No 5.7/ 22 CRp 42 -11.5 . . . e ]
(range) 435 (7 - 10,364) 397 (6 -2,170) 469 (12 - 2,008) Ritchie, Arati Rao, Richard A. Larson, Farhad Ravandi, Elias Jabbour, Jorge Cortes, Aaron Schimmer, Ruben Mesa,
Mieahean £ ap Piter Besinens (] 4(1-9) 2.5 (1-7) 1(1-7) Median duration of response = 106 days (range, 84 — 181) for MDS; 114 days (range, 42 — 558) for AML William Blum, Woonbok Chung, Hagop Kantarjian

decrfa_zi.”e (?’) 18 (41) 13 (38) 7(47) Dac - decitabine; Aza — azacitdine; QD — daily; QW — weekly; Int — Intermediate, NC — not classifiable; NR — no response; UKN —

azagtl ne 4, o 1) 3 Rl unknown; PR — Partial Response; CR — Complete Response; CRi — CR with incomplete neutrophils; CRp — CR with incomplete platelet

decitabine or azacitidine (%) 27 (61) 23 (68) 13 (87)

recovery; mCR — marrow CR; HI-E, HI-N, HI-P — hematological improvement erythrocytes, neutrophils, and platelets, respectively.
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