Figure S1. Patient enrollment flow chart. ST, sensitivity test
(<70% of analyzed samples); DF, diagnosis failure (without
histological evidence of relapsed or refractory acute myeloid
leukemia); LE, life expectancy <3 months; SI, systemic
antineoplastic therapy within 14 days of study treatment; IC,
insufficient cellularity; OR, other reason (death caused by
COVID-19 infection).
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Figure S2. Population curves for OPB-111077 and decitabine. O.FV", objective function; parameters typical and random (vari-
ability and residual error) are shown together with the corresponding relative standard error calculated as the ratio between
the standard error provided by NONMEM and the estimate. Estimates of inter-patient variability (IPV) are expressed as the
coefficient of variation (%).
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Figure S3. Overlapped populational curves of OPB-111077 and decitabine.
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Figure S4. Cumulative progression-free survival. Kaplan-Meier survival curve. Median PFS (95% CI), 57.000 (36.631-77.369).
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Cumulative survival

Figure S5. Overall survival. Kaplan-Meier survival curve. Median OS (95% CI), 95.000 (26.545-163.455).
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Table SI. Study selection criteria.

Inclusion criteria

Exclusion criteria

*Diagnosis of relapsed or refractory non M3-AML or newly
diagnosed non M3-AML patients who are not eligible for or
unwilling to undergo intensive induction chemotherapy.

*ECOG PS <2.

eLife expectancy >3 months.

*Adequate renal, hepatic and cardiac functions (defined as:
Serum creatinine <2X ULN or CrCl >40 ml/min; bilirubin
<2X ULN; ALT and AST <2.5X ULN).

*LVEF >50%.

*NYHA CHF: Class II or better.

*A highest sensitivity (higher 70% of the samples analyzed) in
the bone marrow analysis of the OPB-111077 ex vivo
sensitivity test.

*Medical history of other malignancies.

*Diagnosis of M3/APL leukemia.

*Any systemic antineoplastic therapy received within 14 days
before study entry.

*Any investigational drug within 28 days before the first dose
of study treatment.

AML, acute myeloid leukemia; M3/APL, acute promyelocytic leukemia; ECOG, Eastern Cooperative Oncology Group; PS, performance
status; ULN, upper limit of normal; CrCl, creatinine clearance; ALT, alanine aminotransferase; AST, aspartate aminotransferase; LVEF, left
ventricular ejection fraction; NYHA, New York Heart Association; CHF, congestive heart failure.




Table SII. Patient characteristics.

Parameter Total (n=36) Enrolled patients (n=12) Screening failure (n=24) P-value®
Age, years, median (range) 67 (26-80) 76 (72-79) 63.4 (26-80)
Sex n (%) 042
Male 25 (69.4) 11 (91.7) 14 (58.3)
Female 11 (30.6) 1(8.3) 10 (41.7)
ECOG PS 0.57
0 14 (38.8) 5(41.7) 9 (37.5)
1 18 (50.0) 6(50.0) 12 (50.0)
2 2(5.5) 0 (0) 2 (8.3)
Unknown 2(5.5) 1(8.3) 1(4.2)
FLT3-ITD, n (%) 0.297
Not mutated 29 (80.5) 8 (66.7) 21 (87.5)
Mutated 3(8.3) 2(16.7) 1(4.2)
Unknown 4 (11.1) 2(16.7) 2(8.3)
NPM1, n (%) 0.002
Not mutated 26 (72.2) 4 (33.3) 22 (91.7)
Mutated 2(5.5) 2 (16.7) 0(0)
Unknown 8(12.2) 2 (16.7) 2(8.3)
Number of previous lines, n (%) 0.079
1 9 (25) 1(8.3) 8 (33.3)
2 1541.7) 7 (58.3) 8(33.3)
3 8(22.2) 2 (16.7) 6 (25.0)
4 1(2.8) 0 (0) 1(4.2)
5 1(2.8) 1(8.3) 0(0)
6 1(2.8) 1(8.3) 0(0)
Unknown 1(2.8) 0 (0) 1(4.2)

“Data were analyzed using the Chi-square test. ECOG PS, Eastern Cooperative Oncology Group Performance Status; FLT3-ITD, FMS-like

tyrosine kinase 3, internal tandem duplication; NPM, nucleophosmin.




