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Outcomes of intensively-treated AML (n=4836) based on genetic risk groups

MLTN - 4836 subjects
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AML Outcome UK (NHS)
Population-based Registry 2013-2020, n= 17107

Intensity of SACT Age at diagnosis
Cl = Intensive treatment (IT) 100 A — 18-54yr
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L Time from diagnosis, years

No. at risk (deaths)

No. at risk (death
IT 4971 (1600) 3361 (755) 2605 (281) 1997 (159) 1527 (62) 1179 os elfsink: {teathel

e iy, e e D e TR G v B 18-54yr 2037  (736) 2201 (352) 1848 (124) 1505 (75) 1222 (30) 995
iiote o1z oes dey oe  loy wmm dfel 72 i@ w0 55-64yr 2400 (948) 1460 (367) 1093 (138) 830  (68) 667  (38) 532
No documented SACT 8870 (6729) 2141 (738) 1403 (251) 1069 (165) 824  (77) 664 65-74yr 4441 (2577) 1864 (710) 1154 (256) 765 (165) 495  (52) 366
75-84yr 4717 (3726) 901  (492) 498 (172) 268  (95) 137  (39) 61

8500y 2269 (2112) 157 (93) 64  (28) 33 (14 18  (9) 8

Patienten- und AML-assoziierte Basischarakteristika sowie Therapiemodalitét sind/bleiben
wichtigste prognostische Faktoren

@HAR ITE ‘ Liu-H et al. Blood Adv 2024



AML: Zulassung neuer Medikamente (seit 2017)
@ Antikérper - =FDA

Il = EMA+FDA

A Gemtuzumab-Ozogamicin

Orales Decitabine

D33
CC-486

|

Enasidenib @ Epigenetische Therapie sianallin
Ivosidenib IDH-Inhibitoren gnating —
Fit3-Inhibitor
, * Midostaurin
Kinase- . .
Glasdegib Leukém. Stammzelle Inhibitoren ° Q.UIZCI.I"l.:II'EIb
Hedgehog-Inhibitoren * Gilteritinib

Proliferation CPX351

BCL2/Apoptose
\@ Pop @ Differenzierung /
Venetoclax -
CHARITE ‘ ATRA/ATO




AML: Therapie bei jungeren/fitten Patienten 2024

CD33+CBF or
NPM1+ FLT3-
(ELN-intermediate ??) FLT-3+ others AML-MR APL
(young/fit) ITD/TKD t-AML
STANDARD CHEMOTHERAPIE v v
CPX-351% ATRA/ATO
Cave:
o plus Klassifikationen (WHO/ICC 2022)
Gemtuzumab-Ozogamicin Midostaurin oder sind neu, Zulassungsindikationen fir
Quizartinib (FLT3-ITD), | Medikamente bleiben aber (zundichst)
die alten...
+/- +/- +/- +/-
CC-486 flfd;’ftfu‘z;lg CC-486  CC-486
Ouizartinib Erhaltungstherapie
@H ARITE (FLT3-ITD)

* = Uberlegenheit formal fur Pat > 60 J. gezeigt

modif. nach Westermann-J & Bullinger-L; Sem Cancer Biol 2021




t-AML ist kein Risikofaktor per se Therapiekonzept (Allo-SZT) sollte in
Analogie zu de novo AML erfolgen

Ha nove intensive
- AML — the’fpy
1=908 : : 91%
P 76% Il
AML survival
n=1133 P analysis
» 3
‘ P non-intensive
_, t-AML E ' therapy
n=225 ———» 9%
> 24%

Median Follow-up: 81.8 months / Follow-up rate 84%

CHARITE ‘ Gross-S, Ihlow-J et al. Blood Cancer J 2024



t-AML ist kein Risikofaktor per se

CHARITE ‘
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Intensive therapy with curative intent

APL
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5-year OS
1 70%
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ELN favorable

de novo AML
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-AML
ne21
S-year OS
1 56%
S 49% p=0.714
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ELN adverse

t-AML
n=74

S.year OS
a1 28%
a1 20% p=0.016
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Fazit:

t-AML ist in multivariater
Analyse kein Risikofaktor
per se

Langzeitprognose wird von
Patienten-assoziierten und
genetischen Charakteristika der
AML bestimmt

Hat Konsequenz insbesondere fir

Erstlinientherapie in ELN
favorable Patienten

Gross-S, Thlow-J et al. Blood Cancer J 2024



Onkopedia Guidelines 2024: Intensive Erstlinientherapie

All subgroups except APL and those fit for intensive therapy®

v v Y v v v

CBF3 NPMTmut/FLT3wtb< FLT3mutP AML MRC® Intermediary Unfavorable
CD33+ CD33+ 2 60 years Other Other
¢ ¢ | [ I
74 3d 74 3d 74 3d t-AML Bl 60 years CD33+ CD33-
+GO +GO + Midostaurin ’ |
CPX-351 7+ 39+ GO 7 +3d 7 +3d
\ 4 | |
Complete remission (CR)
Low relapse risk9 High relapse risk"
| | A
Option allo-HCT? Option allo-HCT? Option allo-HCT?
v v No Yes No Yes No Yes
HDAC/IDAC HDAC/IDAC IDAC + |
+ GO £ GO Midostaurin
| I allo-HCT I CPX-351 allo-HCT IDAC allo-HCT
. or
SCT in relapse? Y/N?
4 Y i v
No Yes: No No: Oral-AZA or I Sorafenib I Oral-AZA No Oral-AZA No
maintenancef maintenance’ Oral-AZA Midostaurin maintenance’ maintenance’

Note: This slide may include information about investigational products and/or uses that are not approved for use in any country or in the country of your residence. ¢ Based on ECOG status and comorbidity; ® According to the European LeukemiaNet ELN classification; © Includes

biallelic CEBPA mutated patients; ¢ Therapy regimen with cytarabine on 7 days, daunorubicin on 3 days; ¢ AML with myelodysplastic changes; f MRD monitoring if possible; 9 LT3-ITDlow + NPM1mut without relevant MRD or FLT3-TKD + NPM1Imut without relevant MRD; " FLT3-

ITDlow+NPMImut with relevant MRD or FLT3-TKD+NPM1mut with relevant MRD or FLT3-ITDhigh+NPM1mut or FLT3-ITD+NPM1wt or FLT3-TKD+NPM1wt. allo-HCT, allogeneic hematopoietic cell transplantation; AML, acute myeloid leukemia; APL, acute promyelocytic leukemia;
@H ARIT E ‘ CBF3, core-binding factor 3; CD, cluster of differentiation; CPX-351, cytarabine and daunorubicin; CR, complete remission; ECOG, Eastern Cooperative Oncology Group; FLT3, FMS-like tyrosine kinase 3; GO, gemtuzumab ozogamicin; HDAC, high-dose cytarabine; IDAC,

intermediate-dose cytarabine; MRD, minimal residual disease; NPM1, nucleophosmin 1; t-AML, therapy-associated AML; SCT, stem cell transplant. Adapted from Onkopedia. Accessed May 3, 2024. https://www.onkopedia.com/de/onkopedia/guidelines/akute-myeloische-
leukaemie-aml/@@guideline/html/index.html. Onkopedia Guidelines for AML. Copyright © 2024 German Society for Hematology and Medical Oncology eV.



FLT3-mutierte AML: zielgerichtete Therapie (RATIFY Studie)

Median OS OS Subgroup Analysis

No. of

Midostaurin  74.7 mo (95% Cl, 31.5-NR) . . o
Placebo  25.6 mo (95% Cl, 18.6-42.9) Patients Hazard Ratio (95% Cl) P Value

One-sided P=0.009 by stratified log-rank test Overall 717 ' 5 : 0.78 (0.63-0.96) 0.009 (one-sided)
ITD (high) 214 ' + 10.80 (0.57-1.12) 0.19 (two-sided)
(
(

0 ITD (low) 341 : 2 10.81 (0.60-1.11) 0.19 (two-sided)

Midostaurin TKD 162 ¢ + 1 0;65 0.39-1.08) 0.10 (two-sided)
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Toxicity
No difference in early mortality
Higher rate of rash and Gl toxicity with midostaurin

CHARITE ‘ Cl, confidence interval; GI, gastrointestinal; ITD, internal tandem duplication; mo, month; NR, not reached; OS, overall survival; TKD, tyrosine kinase domain.
Stone RM et al. N Engl J Med 2017;377(5):454-464.



SORMAIN study: Sorafenib as post-transplant maintenance therapy

Censored +
. Log-rank p = 0.013
StUdy deS|gn RFS 100 Hc:z?c;gr; (55% Cl:0.18-0.85) —— Sorafenib
—— Placebo
T 80 =
i : Upfront lidati .
Randomized, placebo- ; pfront consolidationor 2 .
. I conditioning HCT with or i - 60
controlled, double-blind, i without prior CHR i L ] 24-monthres -
. . Sorafenib: 85.0% (95% Cl: 70-93)
multicenter, Phase 2 trial I'“";' """"""""""" : Sorafenib (n = 43) Placebo: 53.3% (95% Cl: 36-68)
! 201 Log-rank p = 0.002
' N=283 —*| (escalation up to HR, 0.256 (95% CI: 0.10-0.65)
Ellglblllty: I S Randomized 800 mg daily) 0 10 20 30 P s0
iti I No. at risk: Time, months
* FLT3-|TD-pOSItIV€ 11 > Placebo (n = 40) Placebo 40 24 19 17 14 0
° CHR letel" HSCT v Sorafenib 43 35 31 25 18 0]
Continued for > 24 0OS Censored +
il di Log-rank p = 0.0855
SIS CIF Wi | CEREES 100 H?i?é%?é 5;5% Cl: 0.239-1.112) —— Sorafenib
Primarv Endpoint: RFS relapse or unacceptable o — Placebo
Yy P . toxicity °>. 801
. ] - .
Secondary Endpoints: =
8 604
o
. 9 .
Os, FLT}ITD e, N Treatment after relapse 9 407 gﬁr';fZﬁ?E;g:.s% (95% Cl: 77-96)
mutational status, GvHD performed according to 3‘ 1, | Placebo: 66.2% (95% Ci: 49-79)
incidence, safety center-specific standards o t,ig(;"zr;f &;;'2%_08_07 4
[o] ZIO 4I0 6I0 8I0 1OIO
No. at risk: Time, months
Placebo 40 25 19 9 3 o]
Sorafenib 43 38 28 12 7 o]

Note: Data not evaluated/approved by health authorities for sorafenib.

CHARIT E AML, acute myeloid leukemia; CHR, complete hematologic remission; Cl, confidence interval, FLT3, FMS-like tyrosine kinase 3; GvHD, graft versus host disease; HR, hazard ratio; HSCT, hematopoietic stem cell
transplantation; ITD, internal tandem duplication; NPM1, nucleophosmin 1; OS, overall survival; RFS, relapse-free survival; R/R, relapsed or refractory.
Burchert A, et al. J Clin Oncol. 2020;38:2993-3002.



Treatment options for AML with FLT3 mutation

NCCN Clinical Practice Guidelines in
Oncology (NCCN Guidelines®)'

EMA 20232
‘ Patients eligible for

intensive inducti
IECHSIVE IEHCHOT On September 14, 2023, the CHMP
chemotherapy . .
recommended the granting of a marketing
authorisation for quizartinib, intended for the

AML with FLT3 treatment of FLT3-ITD positive AML

mutation

FLT3-ITD or TKD

Quizartinib is indicated in combination with standard cytarabine and

anthracycline induction and standard cytarabine consolidation

Standard 7 + 3 Standard 7 + 3 . e . .
(daunorubicin or idarubicin)®-¢ (daunorubicin or idarubicin)b-¢ chemotherapy, followed by quizartinib single-agent maintenance therapy for
plus midostaurin®9 (category 1) plus quizartinib (category 1) adult patients with newly diagnosed AML that is FLT3-ITD positive2

@ National Comprehensive Cancer Network® (NCCN®) makes no warranties of any kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way. ® For patients who
exceed anthracycline dose or have cardiac issues but are still able to receive aggressive therapy, alternative non-anthracycline-containing regimens may be considered (e.g. FLAG, clofarabine-based regimens [category 3]). < ECOG reported a
significant increase in CR rates and overall OS using daunorubicin 90 mg/m? x 3 days versus 45 mg/m? x 3 days in patients < 60 years of age.’ If there is residual disease on Days 1214, the additional daunorubicin dose is 45 mg/m? x 3 days.* ¢
For patients with impaired cardiac function, other cytarabine-based regimens alone or with other agents can be considered. ¢ The CR rates and 2-year OS in patients between 60 and 65 years of age treated with daunorubicin 90 mg/m? are
also comparable to the outcome for idarubicin 12 mg/m? the higher-dose daunorubicin did not benefit patients > 65 years of age.> f While midostaurin is not FDA-approved for maintenance therapy, the study was designed for
consolidation and maintenance midostaurin for a total of 12 months.® 9 The RATIFY trial studied patients aged 18-60 years with FLT3-mutated AML. An extrapolation of the data suggests that patients aged 61-70 years with FLT3-mutated
AML who are fit to receive 7 + 3 should be offered midostaurin since it seems to provide a survival benefit without undue toxicity.” AML, acute myeloid leukemia; CHMP, Committee for Medicinal Products for Human Use; ChT, chemotherapy;
EMA, European Medicines Agency; FLT3, FMS-like tyrosine kinase 3; ITD, internal tandem duplication; NCCN, National Comprehensive Cancer Network; TKD, tyrosine kinase domain. 1. Adapted with permission from the NCCN Clinica Practice
Guidelines in Oncology (NCCN Guidelines®) for Acute Myeloid Leukemia v.2.2024. © 2024 National Comprehensive Cancer Network, Inc. All rights reserved. The NCCN Guidelines® and illustrations herein may not be reproduced in any form
for any purpose without the express written permission of NCCN. To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org. The NCCN Guidelines are a work in progress that may be refined as often as
CHARIT E ‘ new significant data becomes available; 2. European Medicine Agency. CHMP summary of positive opinion for Vanflyta. Available at: www.ema.europa.eu/en/medicines/human/summaries-opinion/vanflyta. Accessed October 2023; 3.

Fernandez HF, et al. N Engl J Med. 2009;361:1249-1259; 4. Burnett AK, et al. Blood. 2015;125:3878-3885; 5.Lowenberg B, et al. N Engl J Med. 2009;361:1235-1248; 6. Stone RM, et al. N Engl J Med. 2017;377:454-464; 7. Schlenk RF, et al. Blood.
2019;133:840-851.



http://www.ema.europa.eu/en/medicines/human/summaries-opinion/vanflyta

Quizartinib:
A Highly Potent and Selective Type Il FLT3 Inhibitor

Quizartinib is a highly potent, selective type Il FLT3 inhibitor and is more potent in vivo
than any other FLT3 inhibitor to date.'?

® -.}’;"’* a...-.; ;‘ Type .
_.",rﬁ"! \ ’0“ . FLT3 A\
Type | . % i S £

inhibitors> Crenolanib® Midostaurin® Sorafenib®
(targets ITD s
" and TKD mf mutations

mutations)

Gilteritinib® Quizartinib®

C H A R | T E Disclaimer: Please note that a correlation between the PK and PD data of quizartinib and clinical effect has not been established

NNNNNNNNNNNNNNNNNNNNNNNNNN 1. Pratz KW, et al. Blood. 2010;115:1425-1432. 2. Lee LY, et al. Blood. 2017;129:257-260. 3. Assi R, et al. Am J Hematol. 2018;93:553-563. 13
4. Aikawa T, et al. Oncotarget. 2020;11:943-955.



QuANTUM-First: Study design’2

Impact of allo-HCT in first CR plus
FLT3 inhibition with quizartinib

* Newly diagnosed FLT3-ITD-
positive AML

* 18-75years

* =3% FLT3-ITD allelic frequency

* Patients begin 7+ 3
chemotherapy during
screening

@HARITE

Induction
(up to 2 cycles)

Cytarabine
Days 1-7
+
Daunorubicin or idarubicin
Days 1-3

+
Quizartinib (40 mg)
Days 8-21

Randomization (1:1)
Cycle 1, Day 7 (+3 days)

1. Schlenk R, et al. EHA 2023. Abstract S137; 2. Erba H, et al. Lancet. 2023;401:1571-1583.

A 4

Consolidation
(up to 4 cycles)

HiDAC
Days 1, 3, and 5
+
Quizartinib (40 mg)
Days 6-19
+

And/or allo-HCT

Continuation
(up to 36 cycles)

Quizartinib (30 mg,
then 60 mg) QD

allo-HCT, allogeneic hematopoietic cell transplantation; AML, acute myeloid leukemia; CR, complete remission; FLT3, FMS-like tyrosine kinase 3; HiIDAC, high-dose cytarabine; HSCT, hematopoietic stem cell
transplantation; ITD, internal tandem duplication; QD, once daily.




QuANTUM-First: Overall survival'2

CHARITE ‘

100

HR, 0.78
(95% Cl: 0.62-0.98)
80 = p = 0.032 (2-sides)”
Quizartinib®
60 -

mOS: 31.9 months

Placebo® \H

mOS: 15.1 months AmOS: 16.8 months

Overall survival probability, %

20 -
0 -
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
o 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
No. at risk Time from randomization, months
Quizartinib 268 233 216 195 176 162 153 145 139 126 10 96 83 68 53 36 24 8
Placebo 271 249 21 175 151 131 126 121 n7 103 91 81 70 56 39 31 17 8

9 P value was calculated using a stratified log-rank test. ® Median follow-up time for both arms was 39.2 months.

allo-HCT, allogeneic hematopoietic cell transplantation; Cl, confidence interval; CR, complete remission; FLT3, FMS-like tyrosine kinase 3; HR, hazard ratio; HSCT,
mOS, median overall survival.

1. Schlenk R, et al. EHA 2023. Abstract S137; 2. Erba H, et al. Lancet. 2023;401:1571-1583(Suppl).

54 57 60

hematopoietic stem cell transplantation;



QuANTUM-First: Post-hoc analysis of overall survival in patients undergoing
allo-HCT in CR1 by latest pre—allo-HCT FLT3-ITD MRD status

MRD-negative (n = 96) MRD-positive (n = 55)
2 07 +CENSORED s 1007 T L— + CENSORED
~ Quizartinib (n = 54) = ke W
Z  50- £ 801 g | 14— ... Quizartinib (n = 27)
S DT U - — ] Y ]—-o-m—-o-o—u—+
o 1 o .
O 601 O 40- 1 4+ + e
S Placebo (n =42) s
5 S Placebo (n = 28)
> >
.E 40 - 'E 40+
2 Median OS 2 Median OS
T 201 HR 0717 Quizartinib: NR T 2071 HR 0471 Quizartinib: NR
g 95% CI: 0.332-1.547 Placebo: NR g 95% CI: 0.174-1.275 Placebo: NR
0- 0-
L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L]
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time from allo-HCT, months Time from allo-HCT, months
No. at risk === Quizartinib (n = 54) === Placebo (n =42) No. at risk === Quizartinib (n =27) === Placebo (n = 28)
Quizartinib 54 51 45 44 43 42 41 41 37 31 26 22 19 18 11 6 1 1 0 Quizartinib 27 27 26 25 25 25 23 21 20 19 12 12 9 9 5 3 0 0 O
Placebo 42 39 33 31 30 30 30 28 25 22 20 17 13 10 7 3 2 1 0 Placebo 28 24 22 21 19 19 17 17 16 15 13 13 1 10 10 6 3 1 0

9 Note that of the 157 patients (84 in the quizartinib arm and 73 in the placebo arm) who underwent allo-HCT in CR1, 151 with MRD data were analyzed (81 in the quizartinib arm and 70 in the placebo arm).
Post hoc analysis using Kaplan-Meier plots.

CHARIT E ‘ allo-HCT, allogeneic hematopoietic cell transplantation; Cl, confidence interval; CR, complete remission; CR1, first complete remission; FLT3, FMS-like tyrosine kinase 3; HR, hazard ratio; HSCT, hematopoietic
stem cell transplantation; ITD, internal tandem duplication; MRD, minimal residual disease; NR, not reached; OS, overall survival.
Schlenk R, et al. EHA 2023. Abstract S137.



ELN 2022: treatment recommendations

Induction Consolidation? Maintenance
Patients assessed Patients fit AML with FLT3 mutation Daunorubicin or IDAC plus Midostaurin
for IC for IC idarubicin and midostaurin
> cytarabine plus
Patients not midostaurin

suitable for ICP

Note: management
recommendations are given
on how to limit the prolonged
myelosuppression and risk
of TLS associated with the

Azacitidine or decitabine plus venetoclax

Low-dose cytarabine plus venetoclax

dimens CD33-positive AML, GO, daunorubicin IDAC/GO may be N/S
Azacitidine plus ivosidenib (AML with IDHT mutation) ¢ favorable (or and cytarabine added
intermediate) cytogenetic
Ivosidenib (AML with IDHT mutation) risk
e A Er R AML-MRC or t-AML CPX-351 CPX-351 N/S

Patients not responding to initial induction or with relapsed disease

Patients not responding to initial induction (salvage therapy)

or with relapsed disease (salvage therapy)

Gilteritinib
(AML with FLT3 mutation)

Gilteritinib (AML with FLT3 mutation) mmmnd Intermediate dose cytarabine

(with or without anthracycline)

CLAG-M

Ivosidenib (AML with IDHT mutation)

Enasidenib (AML with IDH2 mutation) FLAG-IDA Allogeneic HCT

@HARlTE ‘

Dohner H, et al. Blood. 2022;140:1345-77.



Emerging first-line AML therapies: novel combination therapies

FLT3-mutant AML treated with gilteritinib and venetoclax

Maximal % Decrease From Baseline for FLT3-Containing Clones

Pt4 Pt11 Pt3 Pt1 Pt2 Pt3 Pt5 Pté Pt7 Pt8 Pts Pt10 Pt11 Pt12
200 ITD 1ITD-1 ITD-1 ITD TKD ITD-2 ITD TKD ITD ITD ITD ITD ITD-2 ITD
0%
-20%
-40%
-60% -49.29%
-80%
-100% -92.49%
-99.98% -100% -100% -100% -100% -100% -100% -100% -100% -100% -100% -100%
Decrease of FLT3-ITD to Decrease But Not Decrease and Subsequent
Undetectable Levels Elimination of FLT3-ITD Rise of FLT3-ITD
Pre-VenGilt Pre-VenGilt EOC1 Pre-VenGilt EOC4 EOC7

oao—

FLT3-ITD #1
FLT3-ITD #2
TET2

DNMT3A
DNMT3A + NPM1
FLT3ITD #2

No detectable
mutations

. FLT34TD

TET2-Het.

TET-Hom.
TET2-Hom. + NPM1
WT1

No detectable

mutations

FLT3-ITD #1
FLT3-ITD #2
KRAS G12D
NRAS Q61R
NRAS Q61H
No detectable
mutations

» All 14 FLT3m clones
decreased in size on therapy

* 11 clones from 9 patients
decreased to an
undetectable level at
maximum response

2 clones returned at a later
time point

» Response was frequently
rapid, with maximal decrease
of FLT3 by cycle 1, day 28 of
therapy in 5 of 8 evaluable
patients

» 7 patients had matching time
points where FLT3-ITD was
evaluated by MyFLT3
specific MRD assay.
Sensitivity of decrease
ranged between 102 to 10

EOC, end of cycle; ITD, internal tandem duplication; MRD, measurable residual disease; pt, patient; TKD, tyrosine kinase domain; VenGilt, venetoclax and gilteritinib.

@HARITE ‘

Kennedy et al. ASH 2022
Daver et al. J Clin Oncol 2022



WHO Klassifikation 2022 — AML-MR

AML defined by differentiation

Acute myeloid leukaemia, defined by differentiation
Acute myeloid leukaemia with minimal differentiation

YE S Acute myeloid leukaemia without maturation
W Prior cytotoxic therapy? Acute myeloid leukaemia with maturation
Acute basophilic leukaemia
N O Acute myelomonocytic leukaemia

Acute monocytic leukaemia
Defining NO prior history of MDS or NO Aciteierythicld Ietiksemiar—==
genetic abnormalities? MDS/MPN? BRI

220% blasts required (except for acute erythroid leukaemia)

Must not meet criteria for MPAL (relevant for AML with minimal differentiation)
Must not meet diagnostic criteria for myeloid neoplasm post cytotoxic therapy
No prior history of myeloproliferative neoplasm

Note: the diagnosis of acute erythroid leukemia supersedes AML-MR

YES

ANENENENEN

AML with defining genetic abnormalities

Qualifier for —)

. Acute myeloid leukaemia with defining genetic abnormalities
d|Sease SUbtype Acute promyelocytic leukaemia with PML:RARA fusion Defini

g cytogenetic ab lities
(e.g. "AML with KMT2A rearrangement Acute myeloid leukaemia with RUNXT:RUNX1T1 fusion Complex karyotype (23 abnormalities)

post cytotoxic therapy') Acute myeloid leukaemia with CBFB:MYH11 fusion
Acute myeloid leukaemia with DEK:NUP214 fusion
Acute myeloid leukaemia with RBM15:MRTFA fusion
Acute myeloid leukaemia with BCR:ABL1 fusion
Acute myeloid leukaemia with KMT2A rearrangement
Acute myeloid leukaemia with MECOM rearrangement
Acute myeloid leukaemia with NUP98 rearrangement

Acute myeloid leukaemia with NPMT mutation

e 220% blasts + =21 of the following
1. History of MDS or MDS/MPN
Acute myeloi ed genetic alterations 2 Presence Of one or more
< AML with BCR::ABL1, AML with CEBPA mutation, and AML-MR are the H
only types thatrequire 220% blasts for diagnosis Cytogenetlc or mOIeCUIar

+  The definition of AMIL with CEBPA mutation includes biallelic mutations abnormalities (see right)
(biCEBPA) as well as single mutations in the bZIP region (smbZIP-CEBPA)

5q deletion or loss of 5q due to unbalanced translocation

Monosomy 7, 7q deletion, or loss of 7q due to unbalanced
translocation

11q deletion
12p deletion or loss of 12p due to unbalanced translocation
Monosomy 13 or 13q deletion
17p deletion or loss of 17p due.to unbalanced translocation
Isochromosome 17q z
idic(X)(q13)
Defining somatic mutations
ASXLT
BCOR

«  AML with somatic RUNX1 mutation is not recognized as a distinct disease
type due to lack of sufficient unifying characteristics

CHARITE ‘

EZH2
SF3B1

Y E S SRSF2

STAG2
U2AF1
ZRSR2

1. Adapted from: Khoury JD, et al. Leukemia. 2022



Improved OS with CPX-351 vs conventional chemotherapy

Primary endpoint analysis:?

Median OS was significantly
improved with
CPX-351 (9.56 months) compared

with 7+3* (5.95 months)
(HR, 0.69; 95% CI: 0.52, 0.90; 1-sided P=0.003)

Median follow-up of 20.7 months

CHARITE ‘

100 - OS in older adults with newly diagnosed
high-risk/sAML?
80
= 60 —
S
7p)
@)
40 -
1 21% (15%, 28%) 1 18% (12%, 25%)
20 E 1 ‘Im Ll 1 J
1 0, 0, 0, 1
| 9% (5%, 14%) | 8% (4%, 13%)
3- and 5-year KM-estimated survival rates are shown with 95% CI* : 1
0 I I I I I : I I I II I I
0 6 12 18 24 30 36 42 48 54 60 66 72
_ Months from randomisation
Number at risk:
CPX-351 153 92 62 49 40 33 30 29 29 28 22 2 0
7+3 156 77 43 28 20 17 14 13 12 12 5 0 0

Lancet JE, et al. Lancet Haematol. 2021;8:e481-91; 2. Lancet JE, et al. J Clin Oncol. 2018;36:2684-92.



Median OS landmarked from the date of HSCT

HCT was performed in
53/153 patients (35%)
in the CPX-351 arm and

39/156 patients (25%) 100
in the conventional
chemotherapy* arm? 80
Post hoc analysis?:3 50
g
In patients who received 8
CPX-351 and underwent 40
HCT, OS was maintained at
20
>50% at 5 years
post randomisation 0
Number at risk:
CPX-351
7+3

@HARITE ‘

Post hoc analysis:

OS from date of HCT in older adults with newly diagnosed high-risk/sAML*

Median OS, months
(95% CI)
CPX-351 Not reached (16.23, NE)
7+3 10.25 (6.21, 16.69)

HR (95% CI)
0.51 (0.28, 0.90)

56% (42%, 68%)

e T |

I
I
: LL Il LI 1 1]
I
| 23% (11%, 37%)
I
7 :
:
3-year KM-estimated survival rates are shown with 95% CI* :
| | | | | i | | | | | 1
0 6 12 18 24 30 36 42 48 54 60 66 72
Months from HCT
53 42 35 32 31 28 28 27 24 21 6 0 0
39 27 18 12 12 9 9 9 9 8 0 0 0

Lancet JE, et al. Lancet Haematol. 2021;8:e481-91; 2. Lancet JE, et al. J Clin Oncol. 2018;36:2684-92.



Response Rates and Predictors for Response — Real World Evidence (RWE) CPX-351

100 g

80 —
S

@ 60 -
o

= 40 —
<
o

20 -

O —

post
induction

@HARITE ‘

znd
BM

100 - 1009 3
_ 80 - = ,
e _ « CR/CRI
> D
= 60- o 60
r= c
3 D _
% 40— = 40
Q Q
20- 20 -
0- 0-
post post  EOT
induction induction

Rautenberg et al. Blood Cancer ] 2021; Chiche et al., Blood Adv 2021; Guolo et. al., Blood Cancer ] 2020



Outcome after allo-SCT — German RWE

C

Overall Survival [%]

T
>
)
—
m

82 pts without further therapy
34 pts had 21 cycle of intermittent therapy (consolidation, HMA or salvage therapy)
Median time from induction to allo-HSCT was 70 days (range: 11-215 days)

OS transplant cohort RFS transplant cohort CIR/NRM transplant cohort
100-11.“‘\"“ —. 100- ;'_9.' 100
= ‘@ 1 . 0
80 L | E BD_M 2 g | 1-year CIR: 23%
g -—tanan § 1-year NRM: 12%
60+ E 60— 2 60 -
7 2 .
401 1-yr OS: 73% £ 4 2 4
0] median OS: not reached 2 ,11-yr 0S: 71% g ) [, S
median FU: 7.6 months T median OS: not reached 5§ ' |
0 I 1 1 I I 1 1 I ® 0 I I I I I I I I 1 © 0 -
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24
months after allo-HSCT months after allo-HSCT months after allo-HSCT

Rautenberg et al. Blood Cancer ) 2021



Emerging novel compounds for (first-line) AML therapy

Immunotherapies

Macrophage

!(i:_a;: /Gemtuzumab ’
‘nhivitors SMO ozogamicin
. : N
Midostaurin, <
sorafenib, inhibitor ( Cusatuzumabt‘, e
gilteritinib, Glaneglb ) s (Magrolimab)

quizartinib

.................. ﬁmﬂ: [
u \, GLI transcription

factors
VV induction

o= '._w

IDH inhibitors

’

IDH1™ J
et | doy
T 0 S<hmC o
(a}

..........................................................................................................................

CC-486,
ASTX727

Nucleus

CHARITE ‘

Novel small molecule inhibitors
* FLT3 inhibition

* menin inhibition

Immunological treatment
approaches

* checkpoint inhibition

* bispecific antibodies /
CART cell constructs

Additional approaches
* MCL1inhibition

* TP53 reactivation

Déhner H, Wei AH, Ldwenberg B.
Towards precision medicine for AML.
Nat Rev Clin Oncol. 2021 May 18.



Menin Inhibition (I)

Other
genotypes?

Menin

Inhibitor = HOX Inhibitor =—{ HOX
| i Leukemogenesis | - Leukemogenesis
I-_—. I-——'

CHARITE ‘ Issa et al. Leukemia 2021



Menin Inhibition (II)

Phase 1 Revumenib (SNDX-5613)
n=60 relapsed AML with NPMT™'t or MLLr

a

1

2
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8 *

9 +
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13 < +*

14 £
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18 # ’
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23
24
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27
28
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30 +
n +
a2
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b o B KMT2Ar

o B Mutated NPM1

b +* <& CR/CRh

P . * CRp

ﬂ N > Ongoing at data cutoff

e o * Progressive disease

a + Adverse event

43 + + Received HSCT

5 v n Other*

g ’ © Subject withdrew consent for treatment and follow-up
; ,: 4 Subject withdrew consent for treatment
_E,‘;’ Physician decision

58

59

60 +

I T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18
Duration of treatment (months)

-g 024 — Overallmedian DOR: 9.1 (85% CI 2.7 to NR)
o + Censored

8§ 9 10 11 12 13 14 15
Months

0 1 2 3 4 5 § 1

Menin Inhibitors in Clinical Trials
Revumenib (SNDX-5613)
KO-539 (ziftomenib)
JNJ-75276617

BMF-219

BN104

DS-1594

DSP-5336

Toxicity
Differentiation Syndrome

QT Prolongation

16

Issa et al. Leukemia 2021



Menin Inhibition (lII)

Combination therapies: MENi with Venetoclax + azacytidine

- T Proteasomal
‘ Menin inhibitor degradation

‘ Mezigdomide ::ﬂc‘;a

AML with KMT2A-r or NPMTmut

0
YA W

0N I NININ ¢

N/

* MEIS1/HOXA9 gene expression program

OO SO

+ MEIS1/HOXA9 gene expression program

l

@ opiy

Leukemia cell growth Leukemia cell death

@HARITE ‘

MENi with chemotherapy
MENIi with mezigdomide

Leukemia-Free Survival
100

Probability of Survival
(@)
o
' I T N N N N N M N TN NN N NN O AN R A
84-day Treatment |

0 :I | | | | |
0 50 100 150 200 250 30

Days post-PDX injection

—e— VVehicle

—— VTP-50469 0.033% chow (cont.)y

—— MEZI 10 mg/kg/day 10/14 days :
Combination

Bullinger&Krénke. Blood 2024; Bourgeois et al. Blood 2024



Allogenic UniCAR targeting CD123 in relapsed/refractory AML

Prinzip: Targeting Module mit Leukdmie-Antigen-Spezifitédt und UniCAR-Epitop wird infundiert
allogene, partiell HLA-gematchte CART mit Spezifit&at for UniCAR-Epitop

cancer cell lysis of target cell cancer cell

'
,‘ N ovg
A TRmen

g ""“u (

(1

cancer specific
targeting module @

N
\\\gw\w *\‘ i

ﬁ\‘« f N \‘ 'u"
ﬁ{ w\\\ e iises J‘u /ff/

o
AR ’ “\\\“\*

Universal CAR =

CD28 CD28

= = release of cytokines/
Tcell hJ 2OFF* Tcell U +LON“  cytotoxic molecules

No targeting module: CAR T cells in ,off mode CD123 targeting module: CART cells in ,,on” mode

@H ARITE ‘ Ehninger et al. ASH 2022



Looking to the future

Precision medicine in AML

Genomic features at diagnosis

Treatment approaches

Measurable residual disease

CHARITE ‘

Frontline targeted-therapies that improve outcomes
Patient risk stratification and potential allo-HSCT planning

Individualized estimation of treatment response rate for both
intensive chemotherapy and non-intensive treatments

Novel targeted approaches for an increasing number of clinical
scenarios / development of novel targeted therapies

Intelligent combination therapies for both fit and unfit patients

Dynamic risk assessment that allows early intervention in certain
situations



Thanks for your attention!
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