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Figure 2. Study design, key inclusion criteria, and endpoints of the
U102 trial

Table 1. Baseline demographics Table 4. Summary of SAEs

Valemetostat dose All dose

100 mg/day 150 mg/day 250 mg/day 500 mg/day 700 mgiday levels
kD) (n=7) (N = 28)

BACKGROUND

- Despite relatively high rates of initial response with induction therapies, up to 80%

PURPOSE

Characteristic
Preferred term

61.5 (20-85) (n = 4) (n = 4) (n = 3)

DS3201-A-U102 (NCT03110354): Phase 1, non-randomized, open-label study
of valemetostat in patients with R/R AML or ALL

Age, years, median (range)
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Primary endpoints: Safety and tolerability, MTD, and RDE

CONCLUSIONS

Figure 1. Mechanism of action of valemetostat

Prior lines of therapy, median (range) 2 (1-10)

Secondary endpoints: PK parameters, efficacy 536 (40—1548)
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Time since diagnosis, days, median (range)

ECOG PS, Eastern Cooperative Oncology Group performance status.

PK parameters
» Valemetostat monotherapy demonstrated acceptable

and manageable safety in patients with R/R AML and

ALL, acute lymphocytic leukemia; AML, acute myeloid leukemia; CTCAE, Common Terminology Criteria for Adverse Events; ECOG PS, Eastern Cooperative Oncology Group
performance status; MTD, maximum tolerated dose; PK, pharmacokinetics; RDE, recommended dose for expansion; R/R, relapsed/refractory.

- Valemetostat was rapidly absorbed, and plasma concentration increased
proportionately to the administered dose (Figure 3)
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- Overall, 28 patients with R/R AML (n = 22) and ALL (n = 6) were enrolled from
April 2017 through March 2021, all in the dose-escalation portion

- The most common TEAEs were diarrhea and nausea (43% each), followed by
vomiting and decreased appetite (36% each) (Table 3)

- SAEs occurred in 22 (79%) patients (Table 4)

- One patient experienced 2 events of differentiation syndrome as confirmed by
Montesinos criteria™

Efficacy

- The efficacy-evaluable set included 26 (93%) patients

— Two patients (1 each in the 500 mg and 700 mg cohorts) were excluded from the
efficacy analyses due to missing post-baseline bone marrow assessments

- In the AML cohort (n = 20), 2 patients achieved CRi (n = 1) and PR (n = 1); both
responding patients were in the 500 mg dose cohort and had core binding factor
AML (CBF-AML)

- In the ALL cohort (n = 6), 1 patient in the 700 mg cohort achieved CR

- Median treatment duration at data cutoff (March 9, 2021) was 34 days (range, 4—-331)

- At data cutoft, all 28 patients had discontinued study treatment; the primary
reasons for discontinuation were progressive disease (n = 11, 39%), failure to
achieve response (n = 8, 29%), TEAEs (n =4, 14%), death (n = 2, 7%), start of
new therapy (n =1, 4%), and other (n = 2, 7%)

METHODS

Study design

- Patients aged = 18 years with confirmed AML or ALL (World Health Organization
2008 criteria™) that had failed any prior induction therapy regimen or had relapsed
after prior therapy were enrolled at 6 sites in the United States

: _ o Table 3. TEAEs (all grades) that occurred in 2 20% of patients
Demographics and baseline characteristics

- Median age was 61.5 years (range 20-85; Table 1)
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100 mg/day 150 mg/day 250 mg/day 500 mg/day 700 mg/day levels
(n = 4) (n = 4) (n = 3) (n=10) (n=7)  (N=28)

- The trial prospectively included a dose-escalation part followed by a dose- Preferred term

expansion part (Figure 2)

. | - Median prior lines c_>f therapy was 3 (range 1-10) for patients with AML and was 2 Diarrhea 0 2 (50) 2 (67) 4 (40) 4 (57) 12 (43) REFERENCES
N ::-88 d7%soe-es/c:§|atl_on pa[_t assesggddvalime;tostat at elscaljtmg dOSGIS tc')f ded (range 2-3) for patients with ALL Nausea 1(25) 2 (50) 1(33) 4 (40) 4 (57) 12 (43) 1. Patel A, et al. Oncol Res 2021;28(7):811-814. 11. EZHARMIA® (valemetostat tosilate). [package insert]. Tokyo, Japan: Daiichi
— m ay In continuous -Aday treatment cycies, adose-escalation was guiae : : 1 2. Medeiros BC, et al. Am J Hematol 2019:94(7):803—-811. Sankyo; 2022.
by a Bayesigan |ggistic regression moge| d J - Most patients (n = 21, 75%) had an Eastern Cooperative Oncology Group Vomiting 0 1(29) 0 6 (60) 3 (43) 10 (36) 3. Roman Diaz JL, et al. Cancers 2024:16(3):677. 12. Fujita S, et al. Leukemia 2018:32(4):855-864.
: - . Wysota M. et al. Curr Oncol Re 26(4): | 13. Vardinam JW, et al. Blood 2009;114(5):937-951.
The d : t Id furth | tostat at RDE performance status (ECOG PS) score of 1 at baseline Decreased appetite 2 (50) 0 1(33) 2 (20) 5 (71) 10 (36) 2_ m/d Ft HMeuster'M(_:He,,?aSpgrepzz()ozsz(g§f254702?420 14. Cheson BD, et al. J Clin Oncol2003(;2)1(24):4642—4649.
— € dose-exXpansion part wou u er asSsesSs valemetitosiatl a Febrile neutropenia 1 (25) 3 (75) 1 (33) 2 (20) 2 (29) 9 (32) 6. Nakagawa M, Kitabayashi | Cancer Sci 2018;109(8):2342—2348. 15. I(Q)efer?ngcec(jNvE/:ig\;l)eérr_\(ijssli_on fg)rr]c\ thK N?CLN CFI)iEicsll Ptr_aclficekGuifje{i/nfzz(i)r;6
H 7. Herviou L, et al. Oncotarget 2016;7(3):2284—-2296. ncology uidelines®) tor Acute Lymphoblastc Leukemia V.1. :
: : : : End Oints Safety and t0|erab|||ty Hypomagnesemia 0) 1(25) 1(33) 4 (40) 2 (29) 8 (29) 8. Yamagishi Mt ot al. Cell Igep 2019;2(928):2321-233737. © National Comprehensive Cancer Network, Inc. 2024. All rights reserved. To view
f h h p the most recent and complete version of the guideline, go online to NCCN.or:
Copies of this presentation obtained throug : : Dysgeusia 0 0 1(33) 4 (40) 2 (29) 7 (25) 9. lzutsu K, et al. Bjood 2023:141(19):1159-1168. 16. Norsworthy KJ, et al C/'/F; Cancer Res 20209'26 16 ';1280—4288 ¥
Quick Response (QR) Code are for personal use . Primary endpoints: - All 28 patients experienced at least 1 TEAE (Table 2) ys9 10. Keam SJ. Drugs 2022;82(16):1621-1627. . Norsworthy KJ, et al. Cli 26(16): -
only and may not be reproduced without permission . " - - - — Grade = 3 TEAEs were reported in 24 (86%) patients, including treatment-related rleadache 2150) ! 129 ° 1 {19) 3 149) F12)
from the author of this material. — Dose-escalation: Safety and t0|erab|“ty assessment of valemetostat in patients with G ; 0 7 (2 5 : °)P ’ 9 Hypokalemia 0 2 (950) 0 2 (20) 2 (29) 6 (21) ACKNOWLEDGMENTS
R/R AML or ALL, and determinatiOn Of MTD and RDE rade - 3 events " ( 5 0) patlents Hypotension 0 0 1 (33) 2 (20) 3 (43) 6 (21) e The authors thank the patients, families, and caregivers for their participation, and the study staff for their contributions
— Dose-expansion: confirmation of safety and tolerability of valemetostat at the RDE in - TEAESs required treatment discontinuation for 7 (25%) patients and dose reduction Pneumonia 3 (75) 2 (50) 0 1(10) 0 6 (21) e This study is sponsored by Daiichi Sankyo Co., Ltd.

Presented at the 12th Annual Meeting of the Society of Hematologic Oncology (SOHO); September 4—7; Houston, TX, US.

patients with R/R AML or ALL

for 3 (11%) patients

TEAE, treatment-emergent adverse event.
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