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 Supplementary Table 1. Baseline characteristics and outcome with IDH1 (N=11) and IDH2 (13) 

mutations 

Variables  IDH1 IDH2 P Value  

Age  66 [24-73] 70 [36-85] >0.99 

sAML  3 (27) 6 (46) 0.15 

Complex CG 3 (27) 7 (54) 0.24 

TP53 VAF (%) 24 [5-32] 68 [7-89] 0.52 

Multi-hit TP53 2 (18) 7 (53) 0.10 

Co-mutations other than IDH1/2    

ASXL1  5 (45) 5 (38) >0.99 

TET2 5 (45) 4 (31) 0.41 

FLT3 ITD  4 (36) 3 (23) 0.65 

DNMT3A 4 (36) 6 (46) 0.69 

NPM1 3 (27) 2 (15) 0.63 

RAS 2 (18) 5 (38) 0.40 

RUNX1 2 (18) 2 (15) >0.99 

Splicing factor (U2AF1, SF3B1, SRSF2) 1 (9) 4 (31) 0.33 

GATA2 1 (9) 1 (7) >0.99 

EZH2 1 (9) 0 0.45 

JAK2 0 5 (38.5) 0.04 

PTPN11 0 3 (23) 0.59 

CSF3R1 0 2 (15) 0.48 

CEBPA 0 1 (7) >0.99 

BCOR 0 0 - 

Venetoclax plus HMA (1st line) 2 (18) 1 (7) 0.21 

Venetoclax, HMA, IDH1 inhibitor (Salvage) 1 (9) - - 

HMA plus IDH2 inhibitor (Salvage) - 1 (7) - 

IDH1 inhibitor alone (Salvage) 1 (9) - - 

IDH2 inhibitor alone (Salvage) - 1 (7) - 

CR/CRi rate  6 (54.5) 0 0.003 

Allogeneic-HCT 2 (18) 1 (8) 0.57 

sAML; secondary acute myeloid leukemia, HMA; hypomethylating agent, CR; complete remission, i; 

incomplete count recovery, HCT; hematopoietic stem cell transplantation 
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Supplementary Table 2. Predictors of complete remission (N= 91/382; 24%) 

Variable Total  

(N= 382) 

CR/CRi  No CR/CRi  p value 

Age ≥ 65 years 206 (54) 49 (24) 156 (76) >0.99 

Gender (Male) 224 (59) 40 (18) 118 (82) 0.62 

sAML 109 (30) 28 (26) 81 (74) 0.58 

tAML 85 (22) 20 (23.5) 65 (76.5) >0.99 

Complex cytogenetics  307 (80) 73 (24) 234 (76) >0.99 

Single hit TP53 137 (36) 38 (28) 99 (72) 0.211 

Multi hit TP53 245 (64) 53 (22) 192 (78) 0.211 

Co-mutated 239 (63) 55 (23)  183 (77) 0.71 

Myeloid co-mutations  

TET2 47 (12) 7 (15) 40 (85) 0.19 

DNMT3A 41 (11) 9 (22) 32 (78) >0.99 

ASXL1 38 (10) 11 (29) 27 (71)  0.41 

RAS 35 (9) 3 (9) 32 (91) 0.02 

Splicing factor (U2AF1, SF3B1, SRSF2) 28 (7) 5 (18) 23 (82) 0.64 

JAK2 24 (6) 5 (21) 19 (79) >0.99 

RUNX1 25 (7) 6 (24) 19 (76) >0.99 

IDH1 11 (3) 6 (55) 5 (45) 0.02 

IDH2 13 (3) 0 13 (100) 0.03 

FLT3 ITD 19 (5) 8 (42) 11 (68)  0.09 

PTPN11 19 (5) 3 (16) 16 (84) 0.58 

GATA2 13 (4) 2 (15) 11 (85) 0.74 

NPM1 10 (3) 3 (30) 7 (70) 0.70 

BCOR 10 (3) 5 (50) 5 (50) 0.06 

CSF3R 10 (3) 2 (20) 8 (80) >0.99 

CEBPA 7 (2) 3 (43) 4 (57) 0.36 

EZH2 7 (2) 2 (28.5) 5 (71.5) >0.99 

Type of Induction     

Intensive induction 97 (25) 25 (26) 72 (74) 0.67 

HMA based  50 (13) 9 (18)           41 (82) 0.37 

HMA plus venetoclax 102 (27) 37 (36) 65 (64) <0.001 

Other low intensity chemotherapy  21 (5) 2 (10) 19 (90) 0.12 

WBC; white blood cell, sAML; secondary acute myeloid leukemia, HMA; hypomethylating agent, CR; 

complete remission, i; incomplete count recovery, HCT; hematopoietic stem cell transplantation 

 

 



5 
 

Supplementary Table 3. Cox regression models predicting for event free survival 

Variable Univariate analysis for EFS  

 

Multivariate analysis for EFS 

EFS (mo) P value HR (95% CI) P value 

Age (every 10 years) - 0.27   

Gender (Male vs Female) 1.80 vs 2.27 0.99   

sAML 1.73 vs 2.13 0.20   

tAML 2.27 vs 1.93 0.17   

Complex cytogenetics  1.97 vs 2.27 0.04 1.42 (0.98, 2.07) 0.06 

Single hit vs Multi hit TP53 2.27 vs 1.90  0.40   

Co-mutated 2.13 vs 1.93 0.39   

Myeloid co-mutations  

TET2 1.97 vs 2.13 0.69   

DNMT3A 1.87 vs 2.13 0.72   

ASXL1 3.00 vs 2.03 0.02 0.73 (0.44, 1.21) 0.22 

RAS 1.97 vs 2.13 0.98   

Splicing factor (U2AF1, SF3B1, SRSF2) 1.90 vs 2.13 0.51   

JAK2 1.30 vs 2.13 0.68   

RUNX1 1.17 vs 2.13 0.17   

IDH1 8.23 vs 2.07 0.01 0.44 (0.19, 1.01) 0.05 

IDH2 1.17 vs 2.13 0.17   

FLT3 ITD 2.13 vs 2.0 0.04 0.98 (0.48, 2.01) 0.96 

PTPN11 1.97 vs 2.13 0.87   

GATA2 1.20 vs 2.13 0.35   

NPM1 2.83 vs 2.03 0.06   

BCOR 1.47 vs 2.07 0.20   

CSF3R 2.13 vs 2.03 0.91   

CEBPA 3.67 vs 2.13 0.25   

EZH2 1.50 vs 2.10 0.52   

Type of Induction  

Intensive induction 1.33 vs 2.20 0.20   

HMA based  5.10 vs 1.80 0.09   

HMA plus venetoclax 3.73 vs 1.63 <0.001 0.53 (0.41, 0.70) <0.001 

Other low intensity chemotherapy  1.43 vs 2.13 0.11   

Allogeneic-HCT1 - 0.002 0.34 (0.18, 0.62) <0.001 

mo; months, HR; hazard ratio, CI; confidence interval, WBC; white blood cell, sAML; secondary acute myeloid leukemia, 

HMA; hypomethylating agent, HCT; hematopoietic stem cell transplantation 
1Allogeneic- HCT was treated as a time-dependent covariate. 
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Supplementary Table 4. Cox regression models predicting for overall survival 

Variable Univariate analysis for OS 

 

Multivariate analysis for OS 

OS (mo) P value HR (95% CI) P value 

Age (every 10 years) - 0.002 1.07 (0.95, 1.21) 0.27 

Gender (Male vs Female) 6.57 vs 8.07 0.59   

sAML 5.90 vs 7.53 0.06   

tAML 8.20 vs 6.60 0.86   

Complex cytogenetics  6.67 vs 10.07 0.002 1.56 (1.01, 2.40) 0.044 

Single hit vs Multi hit TP53 6.87 vs 7.13  0.35   

Co-mutated 6.70 vs 8.0 0.60   

Myeloid co-mutations  

TET2 6.57 vs 6.63 0.35   

DNMT3A 5.90 vs 7.10 0.89   

ASXL1 11.33 vs 6.60 0.18   

RAS 4.03 vs 6.90 0.78   

Splicing factor (U2AF1, SF3B1, SRSF2) 6.57 vs 6.67 0.34   

JAK2 5.87 vs 7.10 0.58   

RUNX1 9.93 vs 6.57 0.01 0.73 (0.42, 1.25) 0.25 

IDH1 55.73 vs 7.10 <0.001 0.24 (0.08, 0.71) 0.010 

IDH2 23.07 vs 7.03 0.52   

FLT3 ITD 22.53 vs 6.90 0.003 0.90 (0.39, 2.12) 0.82 

PTPN11 3.37 vs 6.70 0.45   

GATA2 4.40 vs 6.70 0.07   

NPM1 NR vs 7.10 0.02 0.31 (0.07, 1.37) 0.12 

BCOR 6.57 vs 6.90 0.20   

CSF3R 6.70 vs 7.03 0.97   

CEBPA 8.83 vs 6.90 0.35   

EZH2 2.73 vs 7.03 0.29   

Type of Induction  

Intensive induction 9.13 vs 6.47 0.007 0.86 (0.62, 1.18) 0.34 

HMA based  9.17 vs 6.67 0.85   

HMA plus venetoclax 7.53 vs 6.87 0.28   

Other low intensity chemotherapy  1.93 vs 7.30 0.01 3.66 (2.09, 6.39) <0.001 

Allogeneic-HCT1 - <0.001 0.28 (0.16, 0.47) <0.001 

mo; months, HR; hazard ratio, CI; confidence interval, WBC; white blood cell, sAML; secondary acute myeloid leukemia, 

HMA; hypomethylating agent, HCT; hematopoietic stem cell transplantation, NR; not reached. 
1Allogeneic- HCT was treated as a time-dependent covariate. 
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 u    m  tary    ur   . Patterns and frequency of co-mutations identified in the TP53 cohort by allelic state. Single-hit TP53 are depicted in black and those co-
mutated with multi-hit TP53 in red. *P < 0.05, Chi Square approximation & two-sided Fisher’s exact test. 

 




