Landmark Response and Survival Analyses from 206 AML Patients Treated with Guadecitabine in a Phase 2 Study Demonstrate
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BACKGROUND RESULTS

» Guadecitabine (G) is a next generation small volume Subcutaneous (SC) hypomethylating Table 2. Baseline Characteristics of Patients in Landmark Analyses Figure 3. OS by Number of Cycles in Patients alive at 5 months (N=133)
agent (HMA) resistant to degradation by cytidine deaminase resulting in prolonged in vivo

exposure to its active metabolite decitabine _ Alive at 3 Months (N=161) Alive at 5 Months (N=133) oty o €
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* |n a Phase 2 Study of in AML both Treatment Naive (TN), and relapsed/refractory (r/r), we <4 Cycles (N=64) > 4 Cycles (N=97) <6 Cycles (N=82) 26 Cycles (N=51) e s

treated 206 patients with guadecitabine using different doses and schedules Age Median (range) y 67 (22-92) 76 (33-85) 67 (22-85) 77 (49-85) . M Reio (95% C) 0.42 (027, 064)

. . . . oo 2 6 B logrank P Value <0.0001

* Primary results in TN AML and r/r AML were previously published (Kantarjian et al, 2017, Sex M/F % 59%/41% 55%/45% 56%/44% 53%/47% : %:

and Roboz et al, 2018) , , ECOG PS 0-1/2-3 % 80%/20% 77%/23% 83%/17% 75%/25% i TS
* International guidelines recommend treatment with HMAs for at least 4 or 6 cycles to gain

. . ) BM Blasts % 38% (4-94) 39% (7-95) 33% (4-95) 40% (9-90) <6 Cycles

maximal response, however some suggest that if patients do not respond after 3 cycles, Median (range)

they are unlikely to respond. s L oo %o 2 e e
« HMAs have shown the potential of improved survival with continued treatment of patients it L ° ° ° ° survival a5

Poor r|Sk CytogenetICS 38% 36% 33% 37% [ Treatment 1: Alive>=M & <6 Cycle —— ——- 2: Alive==3M & >=6 Cycle |

with stable disease even in the absence of objective response (Silverman et al, 2011) Fi 4. OS in Patients by N b f Cvcles in Patients Al t 3 Month ith
igure 4. IN Fatients by Numper or Lycies In ratients Alive a ontns wi

 Here we present the landmark survival analyses in patients who were still alive at 3 and 5 Secondary AML 25% 30% 24% 31%
months from start of treatment respectively (the scheduled start time of Cycle 4 and 6) to In Patients Alive at 3 and 5 Months there were no major difference in baseline characteristics between those No Response (no CR, CRp, or CRi) N= 85
see the survival effect of continued vs discontinued treatment who discontinued treatment (< 4 cycles) and those who continued treatment (> 4 cycles) other than patients Product Litit Survival Estiates
* To see if the survival effect of continued treatment is only driven by responders, we who continued treatment tended to be older (median age 76-77y) compared with those who discontinued ’ + Consored
repeated the landmark survival analyses in patients with no response (no CR, CRp, or CRi) treatment (median age 67 y) h
% 05 W' Median OS5 (m)zg.?diz <51.14CVCIES
° ° o ° ° ° 5 azard Ratio (95% Cl} 0.63 (0.4, 0.98)
METHODS Table 3. Primary Reasons for Treatment Discontinuation in Landmark Analysis : . O opank P Valie 008
Figure 1. Study Design in AML Data Set + s cydes
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- ' i i 0 0 . . . . .
cusdecitab 60 mg/m? daily x 5 WG 2003 Progressive Disease 48% P Figure 5. OS by Number of Cycles in Patients alive at 5 months with No
dadecitadine AML Patient or Investigator Decision 16% 16% ‘Y Rl—
5-Day Regimen Response & ’ ’ Response (NO CRI CRpI or CRI) N=62
. Criteria Death 3% 6%
Highest Well Tolerated Dose Product Limit Survival Estimates
90 mg/mz dailv x 5 Adverse Events 5% 2% o 7} With Number of Subjects at Risk IMI
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X X ] i ] 1 % calculated for those who had discontinued treatment but alive at 3 and 5 Months respectively % 06 fogranic P Value .03
Guadecitabine Guadecitabine 60 mg/m?/d 10-day regimen About half discontinued treatment due to disease progression but a large number also discontinued due to patients or investigator decision or %? o o
10-Day Regimen for 1-4 cycles, then 5-day regimen other reasons e — e
Table 4. Response (CR, CRp, or CRi) in the Landmark Analysis Data Set ol o
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*Primary Endpoint: Overall CR rate (CR + CRp + CRi) | Alvear3MonthsN=161 | AliveatsMonthsN=133 ___

*Secondary Endpoints: Safety, response duration, overall survival < 4 cycles N= 64 > 4 cycles N= 97 <6cyclesN=82 26 cycles N=51

CRc (CR, CRp, CRi) N (%) 16 (25%) 60 (62%) 29 (35%) 42 (82%) SUMMARY/CONCLUSIONS

RESULTS P Value <0.0001 < 0.0001 * In a Prospective Series of 206 AML patients treated with guadecitabine in Phase 2, 78% and 65%
were alive at the landmark timepoint of 3 and 5 months from start of treatment respectively

In the Landmark Analysis Data Set, continued guadecitabine treatment for at least 4 or 6 cycles was associated

1: Alive==5M & <6 Cycle ————— 2: Alive>=5M & >=6 Cycle |

| Response

Table 1. Data Set for Landmark Analyses and Treatment Exposure of with a highly significant Response Rate compared to those who discontinued treatment before 4 or 6 cycles (p (scheduled start of 4 and 6 cycles) |
e Las <0.0001) * Inthe landmark analyses at 3 and 5 months those who continued treatment for at least 4 or 6
Guadecitabine Phase 2 - . S . . L .
cycles had a highly significant higher Response rate (p<0.0001); and highly significant survival
Data Set For Landmark Analyses TN AML : N=103 r/r AML: N=103 Total AML: N = 206 benefit (p<0.001) compared to those who discontinued treatment before 4 or 6 cycles
Figure 2. OS in Patients by Number of Cycles in Patients Alive at 3 Months : . . . . .
Alive at 3 Months! 76 (74%) 85 (83%) 161 (78%) & ( )y Y * Survival benefit in those who received at least 4 or 6 cycles was also seen in patients who did not
N=161 patients have an objective response (no CR, CRp, or CRi
Discontinued (< 4 cycles)? 17 (22%) 47 (55%) 64 (40%) , J , P ( g |-:), ) _ _
5 = e Patients treated with HMA guadecitabine and alive at 3 or 5 months should continue treatment
Continued (= 4 cycles 59 (78% 38 (45% 97 (60% - . -
( ycles) (78%) (45%) (60%) Product Lkt Surival Etimtes for at least 4 to 6 cycles respectively regardless of whether or not they are in CR, CRp, or CRi as
Alive at 5 Months? 66 (64%) 67 (65%) 133 (65%) - long as patient continues to benefit
* > 4 Cycles <4 Cycles
i i < 4 9 0 0 08 Median 0S (m) 13.7 vs 6.1
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