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Survival Probability
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Age>60/Era Total Died 5-Year

— 1970s 170 169 &%

— 1980s 250 250 6%

— 1990s 437 418 8%

2000s 635 579 14%

— 2010s 782 539 1T%
p<0.001
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Cumulative incidence

Age as a negative prognostic factor, intensivelly treated AML

Total

RI

— — NRM

AML = 60 years
AML > 60 years

PRI <sovs »60 < -0001

P nrv<sovs. 60 = NS

years after CR/CRIi

n Rl % at 5 years RI median (months)
total 1144 53.1x1.5 -
<60 years 586 43.0+2.2 =
>60 years 588 63.5+ 2.1 15.6

NRM % at 5 years
14.3+ 1.1
127+ 1.4
16.0+ 1.7
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Patients >60yo intensively treated

(O}]
= ELN22 FAV MR- <60 — ELN22 FAV MR+ <60

- — ELN22 FAV MR- >60 — ELN22 FAV MR+ >60
1.0 Pairwise log-rank test
— 081 FAV MR- <60 vs. FAV MR+ <60 P=.769
s - FAV MR- >80 vs. FAV MR+ >60 P=.769
= ] j
= 0.6 g
2 S 0.6 A
i S
g 0.4 - =
<
o NPM1mut (n = 83) £ 0.4
- 5
0.2 - 85 o
 NPMiwt (n = 65)
P<.001 =+
T L] T ] T | L] 4 O-O T 1 1 T T Ll T T 1
0 1 2 3 4 5 6 7 8 0O 12 24 36 48 60 72 84 96 108 12

Time (years) Time [months]

Heiko Becker JCO 2009; Leo Ruhnke Blood Adv 2024
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Therapeutic window of HSCT in CR1 after intensive treatment >60yo
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Who’s out of therapeutic window?

CIR

30 %

— Certainty of relapse (?)
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low risk of death due to
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Tools to
avoid
transplant

Good
prediction
models

Reliable
monitoring

Effective
rescue
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MDS: a model in which delaying HSCT may be beneficial for a subset

IPSS-M risk
- Low - Moderately low - Moderately high - High - Very high
Age:40-55 years Age:56-60 years Age:>61years
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HSCT Time Since MDS Diagnosis (months)

Low risk of
death with
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Average Survival Time (months)

C.A. Tentori, JCO 2024
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OS - DDX41MutCL Katients
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... and may not benefit from intensive
treatment at all

Nicolas Duployez, Blood, 2022; Aref Al-Kali BCJ 2022
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DDX41 has exquisite sensitivity to venetoclax

OS of AML patients
100%
=~ LIT treatment
=+ LIT treatment + Ven

80%
Center/author CR+CRI Alive

at 3yr

60%

MDACC/ Bataller 22/25 22/25*

(88%) (88%)
40% MayO/Naana 10/10 6/10**

(100%)  (60%)

Overall Survival

20%

Median OS (months): 29.7 (10.3-NA) (LIT) vs NA (NA-NA) (LIT+Ven) * 1 early death and 2 deaths after relapse
0S 24m: 60% (+/-15.5) (LIT) vs 91.1% (+/-6) (LIT+Ven)
0% Pval: 0.021 ** 3 deaths in CR after HSCT, 1 death due to
0 12 2 % 48 60 72 84 relapse
Time (months)
Number at risk
' 1 7 6 3 3 3 1 1

' 25 16 8 2 0 0 0 0
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A significant proportion of elderly CBF-AML achieve long term survival

100 i 100 |- ‘ e
— -i Group 1 age <70 yrs g so0l- P<0.00001
| > B
% sl Group 2 age 270 yrs 5 6ol
= - ' n s 4,
Y s} 3 40
3 | £ _| ey _
g 20 « 20 e —
6  P=0.001 ]
0h ] ] ] 1 I.E 0 [ ]
0 50 100 150 200 0 50 100 150 200
Months Months
Number at risk :
Group: 1 Number at risk
166 48 16 3 0 Group: 1
Group: 2 46 5 2 0 0
56 15 4 0 0 Group: 2
99 15 5 1 0
Group: 3

64 25 9 2 0
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NPM1

MRD negativity within 4 cycles
BM MRD negativity in 58% strongly prognostic
Most (82%) within first 4 cycles

Owverall survival

100% o
84%
75% o 46%
— Negative
— Detectable
Ll L 1 1
S0% 0 6 12 18 24
Relapse
25% - 72%
0% - 10%
C1 C2 C3 C4 C5 Cb6 Anytime " -—'l ; !
Cumulative proportion becoming MRD negative 0 6 12 18 24

Manths

NPM1 mut
FLT3 neg

3+7 GO

VEN+AZA
12 mesi
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IDH1

Overall survival (4-month landmark) VEN+AZA+IVO

Group: =+~ MRD + (MFC) -+ MRD — (MFC)

100% 4@ ———j----- et mm——— s et ===t
90% A
80% A
70% A
60% -
50% A
40% A
30% A
20% A
10% - P=0.0095

0% T T T T T T T T T
0 6 12 18 24 30 36 42 48

Months

Survival probability

N at risk (censored)
MRD + (MFC) 7(0) 5(0) 3(0) 30 30 1(20 0(3) 03 0(3
MBD = (MFEC) 9(0) 9(0) 7(2) 6(3) 4(5) 4(5 4(5) 27 0(9

IDH1 MUT

AZA+IVO

AZA+IVO+
VEN(7)

CA Lacheowiz, Blood Cancer Discovery, 2023
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OS VEN+AZA relapse
Overall survival == All - Kaplan-Meier survival estimates
1.00- =
OS (median, 95% CI):

> 7.9 months (6.4 - 10.2 months) -
3 0.75] S]]
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0 12 24 36 48 60 0 10 20 30 40 50
Months analysis time
Number at risk npmidhC = wt npmidhC = mut
= 240 75 27 12 4 0

Rabia Shahswar, Leukemia, 2024; G. Vetro (in preparation)
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Remarks

CBF AML MRD-LL or
« Standard chemotherapy has pitfalls in elderly, MRD neg

and remains largelly unsatisfactory

+ VEN+AZA (and VEN+AZA+IVO) has subsets with ‘ DDX41m MRD neg

exquisite sensitivity, and candidate as a
transplant-sparing approach in selected patients

NPM1m MRD neg

* Reliable MRD monitoring allow accurate
decisions

IDH1m MRD neg

« Effective rescue strategies are still missing treated with trlplets

I’d not consider transplant in CR1 in
15-20% of patients
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