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Supplemental Table ST1. 5-year event-free survival, relapse-free survival and overall

survival of study patients stratified according to FLT3-ITD mutation status.

Sorafenib Arm Placebo Arm

FLT3-ITD FLT3wt/-TKD FLT3-ITD FLT3wt/-TKD
5-year EFS in % 34.8 43.3 8.7 30.9
(95%-Cl) (19.9-60.9) (34.7 —54.1) (2.3-32.7) (23.4-40.9)
5-year RFS in % 42.9 545 22.7 44.5
(95%-CI) (26.2-70.2) | (45.0-66.0) | (10.5-49.1) | (35.5-55.8)
5-year OS in % 59.7 62.4 39.1 55.6
(95%-CI) (42.4-84.0) | (53.6-726) | (23.5-65.1) | (46.8-65.9)
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Supplemental Table ST2. 5-year event-free survival, relapse-free survival and overall

survival of patients relapsed after study treatment, stratified according to FLT3-ITD mutation

status.
n/% (95%-Cl) Sorafenib Arm Placebo Arm
Relapse 30/81 40/78
37% (27 — 48%) 51% (40-63%)
Relapse treatment
- Palliative 3/30 2/40
10% (2-27%) 5% (1-17%)
- Curative 27/30 38/40
90% (73-98%) 95% (83-99%)
Second CR 22/30 33/40
(after curative salvage) 73% (54-88%) 82% (67-93%)
Salvage SCT 26/30 35/40
87% (69-96%) 88% (73-96%)
- Second SCT 4/30 2/40
13% (4-31%) 5% (1-17%)
Relapse after salvage SCT 13/26 14/35
50% (30-70%) 40% (24-58%)
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Supplemental Table ST3. Patient characteristics. Aberrations t(8;21), inv(16) and t(16;16)
were considered favourable risk; -7, -5, -5q, inv(3), 1(3;3), 1(6;9), t(6;11), t(11;19) and =3
aberrations were categorized as high risk, whereas normal karyotype and all other

aberrations were considered intermediate risk

Placebo Sorafenib
Demographics n =40 n =30
Age (years), median [min, max] 49 [26, 60] 48 [20, 60]
Female, n (%) 16 (40-0) 12 (40-0)
Secondary AML, n (%) 4 (10-0) 3(10-0)
ECOG status, n (%)
ECOG 0 15 (37-5) 8 (26-7)
ECOG 1 19 (47-5) 20 (66-7)
ECOG 2 - -
ECOG missing 6 (15-0) 2 (6:7)
Bone marrow blasts in %, median [min, max] 75 [24, 96] 67 [35, 90]
missing, n (%) 1(2-5) 1(3-3)
White blood count in Gpt/l, median [min, max] 19-0[0-4, 134-3] | 12-8[0-7, 277-8]
Platelet count in Gpt/l, median [min, max] 49 [7, 354] 7219, 291]
Lactate dehydrogenase in U/l, median [min, max] 513 [153, 859] 316 [115, 984]
missing, n (%) 6 (15-0) 5(16-7)
Cytogenetic risk group, n (%)
low risk (LR) 18 (45-0) 11 (36:7)
intermediate risk (IR) 13 (32-5) 13 (43-3)
high risk (HR) 7 (17-5) 5(16-7)
could not be assessed 2 (5-0) 1(3-3)
Normal karyotype, n (%) 22 (55-0) 18 (60-0)
Stratification, n (%)
HR cytogenetics 7 (17-5) 5(16-7)
LR cytogenetics 5 (12-5) 3 (10-0)
IR cytogenetics, NPM mut, FLT3-ITD wt 10 (25-0) 5(16-7)
IR cytogenetics, NPM mut, FLT3-ITD mut 7 (17-5) 5(16-7)
IR cytogenetics, NPM wt, FLT3-ITD mut 1(2-5) -
IR cytogenetics, NPM wt, FLT3-ITD wt 10 (25-0) 12 (40-0)
NPM21 mutation, n (%) 18 (45-0) 11 (36-7)
missing, n (%) - -
FLT3-ITD mutation, n (%) 9 (22.5) 6 (20-0)

missing, n (%)

FLT3-ITD/wt ratio, median [min, max]

0-36 [0-07, 1.02]

0-45 [0-06, 14-3]
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Supplemental Figure SF1. Trial design. AML, acute myeloid leukaemia; DA, daunorubicin plus cytarabine 7+3; HAM, high-dose cytarabine plus
mitoxantrone; sora, sorafenib; allo SCT, allogeneic stem cell transplantation; HIDAC, high-dose cytarabine; favourable risk (FR): t(8;21), inv(16);
high risk (HR): -7, -5, -5q, inv(3), t(3;3), t(6;9), t(6;11), t(11;19) or =3 aberrations or insufficient response on day 16 after DA | ( in this case second
induction with HAM); intermediate risk (IR): all cytogenetics not FR or HR
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Supplemental Figure SF2.

Patient flow according to the CONSORT statement. Allo SCT, allogeneic stem cell transplantation.
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Supplemental Figure SF3. Event-free survival (A), relapse-free survival (B) and overall
survival (C) in FLT3wt/-TKD patients.
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Supplemental Figure SF4. Event-free survival (A), relapse-free survival (B) and overall
survival (C) in FLT3-ITD patients.
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Supplemental Figure SF5. Forrest plot of sofarenib effect on EFS in patient subgroups
defined by FL3-ITD and NPM1 mutational status. (A) presence of FLT3-ITD mutation; (B)
FLT3-ITD-NPM1 strata.
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Supplemental Figure SF6. Relapse-free survival (A) and overall survival (B) censoring
patients by the time of allogeneic SCT.
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Supplemental Figure SF7. Relapse-free survival (A) and overall survival (B) only for
transplanted patients.
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