Clinical epigenetic resensitization of platinum-resistant, recurrent ovarian cancer patients with SGI-110,
a novel, second-generation, subcutaneously administered hypomethylating agent (HMA)
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BACKGROUND Table 1: Patient Characteristics and Dosing Cohorts LINE-1 Demethylation in Blood DNA Individual Patients Max LINE-1 Demethylation
« In the past 20 years there has been little change in the 1-, 3-, and 5- year survival rates for patients with Table 5: Figure 3:

ovarian cancer

* 5-year survival is ~25% for patients diagnosed with advanced stage disease SGLIT0 45 mg/m? Eolneing ) . $RLLL093800000031
« Recurrence is common and patients develop resistance to chemotherapy Carboplatin AUCS AUC4 - Max LINE-1 Demethylation I
¢ Platinum resistant ovarian cancer is uniformly fatal and epigenetic changes have been implicated in the Age (mean, range) 57 (38-72) 58 (38-71) 58 (38-72) °
development of platinum resistance ECOG 1 -17.4 + 6.9% (n=6) E o
* Previous experience with decitabine, a hypomethylating agent, in combination with carboplatin demonstrated 0 4(67%) 6 (43%) 10 (50%) (45) g - ol
activity in recurrent platinum resistant ovarian cancer patients (Matei et al. Cancer Research 2012) 2 g
¢ SGI-110 is a dinucleotide of decitabine and deoxyguanosine, affords increased in vivo exposure of decitabine i 2|(33%) Bz Lo{b0g) (30) 53 06 5 (In=il) g - =
by protecting it from deamination due to slow release upon SQ injection Prior Treatment in
* In Phase 1 studies, SGI-110 provides longer exposure and more potent hypomethylation compared to Platinum 6(100%) 14 (100%) 20 (100%) * Potent global DNA demethylation was detected by H . I
decitabine. Combining SGI-110 with carboplatin in this population may improve upon the encouraging Taxanes 6(100%) 14(100%) 20 (100%) LINE-1 assay ) n i =
preliminary results Number of prior regimens (median, 6 (2-9) 7 (1-9) 7 (1-9) . gfl\lSAG(I:iiToethylatlon was similar for the two doses ” "
STUDY DESIGN [hee) gt 30 g/
Figure 1: Study Design Disease
‘ Platinum Relapsed or Refractory Ovarian Cancer ‘ RecurrentitiighigtadelOvarianicancer il i(23%) L3l(23%] Lel(20%] Figure 4: Gene Specific Methylation in Paired Tumor Biopsies or Ascites
<6 Months from Platinum Treatment Fallopian Tube Cancer 0 (0%) 1(7%) 1 (5%)
Stage 1 : 0 : : RASSF1A BRCA1 MLH1 AKT151
E,CZZ::,-,,,, 1105200 1102 et oo Primary Peritoneal Carcinomatosis 1(17%) 0 (0%) 1(5%) et s iy s
(20pts) 28y evles Dosing Cohorts and Recommended Dose for Stage 2 s 15 s 0
‘ Safety, MTD, Tumor Hypomethylation ‘ « Dosing was initiated (cohort 1, n=6) at SGI-110 at 45 mg/m2 + Carboplatin AUC 5 540 4 60
— 4 DLTs (grade 4 thrombocytopenia, febrile neutropenia) were observed and the dose of both SGI-110 and %” s 3 ©
Stage 2 P 3 Carboplatin were de-escalated for Cohort 2. Cohort 2 was dosed with SGI-110 at 30 mg/m2 + F 5 2 o
EX:::;,,,, Maximum Tolerated Dose Physician’s Choice Carboplatin AUC 4 with the potential to increase the carboplatin dose to AUC 5 if well tolerated *10 — * 1
(~96 pts) $G-110 + Carboplatin TT:("'::::L « After initial safety of this combination was established(n=6), the safety was confirmed by enrolling an ¢ seresning ° sereaning ° — ° — s
Liposomal doxorubicin additional 8 subjects(total of 14) to evaluate for safety and activity. 1 DLT was observed in cohort 2 in one of
‘ Here we present the preliminary results from Stage 1 ‘ Gemcitabine the 8 additional subject enrolled NY-ESO-1 MAGE A3 MAGE A1l MAGE A2
. L. « Cohort 2 dose was selected for SGI-110 arm of stage 2 n=g n=s n=5 n=5
Major Study Objectives (Stage 1) Table 2: Summary of Dose Limiting Toxicities w o * = pe0.05
e Primary: 50 0 L . 80 pe0.05 80 ;
— To assess the safety and tolerability of SGI-110 + carboplatin and determine MTD for Stage 2 -mﬂm .§. o 0 60 80
« Secondary: (SGI-110/ Carboplatin) ; o " w© w0
— To determine objective response rate (ORR) based on both measurable disease and detectable disease 1 05-01 45mg/m2-AUC 5 Neutropenia Recovered z 2 0 20 20
- To assess PFS at 6 months, to determine the clinical benefit rate (CBR) and duration of response (DOR) 1 07-01 45mg/m2-AUC 5 Neutropenia 4 Recovered N B R o
¥Vhderte CB.R is gzﬂfze: asdsu};)ljectls) aghslz\;mg a response of CR, PR or SD = 3months during the study 1 07-02 45mg/m?-AUC 5 Neutropenia & 4 Recovered seraening s seraaning 208 serauring ca08 sereaning 08
- 0 determine - reduction by 2 o . . . . . . . . o
— To determine PK of SGI-110 and decitabine in subjects with ovarian cancer and determine if there is a PK Thrombothcpenla . Figure 5: Fold Increase of Gene Expression in Paired Tumor Biopsies or Ascites
interaction between SGI-110 and carboplatin i RS 45mg/m*-AUCS ewiE e (& ) & Cumpllcatgd by . i ¢ W
« Exploratory: Thrombocytopenia neutropenic sepsis and g 2
i
— To explore predictive and pharmacodynamic (PD) biomarkers as related to global DNA (LINE-1) unrelated pulmonary -!1: EH i
methylation, and methylation status of selected genes in tumor tissue before and after treatment embolus and CVA -EE M- 0
. . . . 2 0402 30mg/m2- AUC4 Febrile Neutropenia 3 Recovered a4 s
Major Inclusion and Exclusion Criteria g5 £
- — Table 3: Summary of All Related Grade 3 and Above Adverse Events to SGI-110 or - £
* Major Inclusion Criteria: . 8 3
— High-grade serous epithelial ovarian cancer, primary peritoneal carcinomatosis or fallopian tube cancer Carboplatin for Stage 1 e a ¥ " "o
— Platinum-resistant disease (relapsed within 6 months of last platinum-containing regimen, no limit on 45 mg/m? 30 mg/m? Total dy\ d,!" @){‘ #_\"" P
number of prior therapies) (N=6) (N=14) (N=20) o L . . “\_
_ Measurable or detectable disease * Gene-specific demethylation in tumor biopsy DNA was evident in tumor suppressor (RASSF1A, BRCA1)
— ECOG0-1 Events # and % of Subjects # and % of Subjects # and % of Subjects and in cancer testis antigens genes (MAGE A2, A3, A11)
— Acceptable organ function ANY RELATED EVENT 6 (100.0%) 9 (64.3%) 15 (75.0%) * Gene-specific demethylation was generally associated with increased expression of the related transcript
* Major Exclusion Criteria: Neutropenia 6 (100.0%) 8 (57.1%) 14 (70.0%) Figure 6 : Plasma Decitabine after SGI-110
— Prior treatment with hypomethylating agent Leukopenia 2 (33.3%) g (21.4%) 5 (25.0%) O
~ Patients primarily refractory to platinum Anaemia 3 (50.0%) 1 (7.1%) 4 (20.0%) § v
- LVEF <50% tfy ECHO or MUGA Thrombocytopenia 2 (33.3%) 0 2 (10.0%) - smmasaiio Decitabine exposure window after SQ injection
: Er:zi,enzb(:;i:|§§:32:aizpathv Infusion related reaction 1 (16.7%) 1 (7.1%) 2 (10.0%) I of SGlféﬁOhisdpLolongfeg cqms.aretlivn.) ?reyiously
Hyperbilirubinaemia 1 (16.7%) 0 (0%) 1 (5.0%) published data of decitabine [V infusion
Study Conduct Figure 2: Schema Sepsis 1 (16.7%) 0 (0%) 1 (5.0%)
Cyce 1 28 o) rce 2 (24 den) * Events reported at frequency of 10% or greater are listed

* Dosing in 28 Day cycles: sarai0 Carvaptain 56120 comapin P .. . Conclusions
— SGI-110 daily days 1 to 5 (initial dose 45 mg/m2) (111 ™o 111 Table 4: Clinical Activity (responses, disease control — _ : - —
— Carboplatin IV D8 (initial dose AUC 5) Best Response Per RECIST 1.1 Cohort 1 (n=6) Cohort 2 (n=14) Total (n=20) + Safety: The combination of SGI-110 at 30 mg/m2 with carboplatin at AUC 4 is well tolerated and is being used
CR 0 0 0

* DLTs were defined as: for _St.ag'e 2 of the study ) o .
— Non-hematologic events > Grade 3 despite * Activity: 3 PRs were seen with 7 SD resulting in a ORR of 15% and CBR of 50% for this part of the study

* Psamples: it g Bl 3 * SGI-110 can be used safely as a primin, nt prior to carboplatin
optimal treatment _ -110: - seri " . y p g agent prior to carbopla
_ H’;matologic events: Zi:m' Cycle 1, Day 1: serial sampling up to 8 hours post- [ 4 3 7 « PD: Potent global DNA demethylation (LINE-1) and gene-specific demethylation and re-expression was
* Complicated grade 4 neutropenia - Carboplatin: Cycle 1, Day 8: serial sampling up to 8 hours CBR 67% 43% 50% evident in pre and post»treétment ?IOOd and tumor biopsies _ o
* Other grade 4 events *  Pharmacodynamic Samples: ORR* 0 21% 15% . Plf: no apparent cfr\:!g»d.rug |nteract|onls between SGI-110 and carbo‘plat{n; de;ltablr\e exposure
+ PD/PK sampling pre and post dosing - Biopsie§ and Plasma: Gene specific methylation and * ORR s defined as the % of subjects achieving a response rating of CR and PR by RECIST 1.1 i ) window afte(; Sq |n]dect|on .Of SGI-ll(I) is pro!onged compared to decitabine IV infusion
. expression . - .
+ Disease Assessment: every 8 weeks B P?l’\/lc- IIJNE-l 17/20 patients had CA-125 values > 2x the upper limit of normal at baseline, 3 had > 50% decrease which was Stage 2 (randomized part) is currently ongoing

maintained for at least 28 days
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