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Venetoclax kombiniert mit Daunorubicin und Cytarabin (2 + 6) in AML

American Society of Hematology

Helping hematologists conquer blood diseases worldwide

Venetoclax combined with daunorubicin and cytarabine (2 + 6) in
Acute Myeloid Leukemia: Updated Results of a Phase Il Trial

Xiaohui Suo'®, Dongmei Wang?*, Fang Zheng?*, Suping Zhang*, Congcong Zhang’, Yinling Li*, Rui Shi?, Yan Wu?, Sisi Yang?,
Xuemei Zhao?, Liyun Zhao®, Zongjiu Jiao®, Jiaojie Song®, Jie Liu®, Ling Zhang?, Ling Li’, Zhihua Zhang®, Xinxiao Lu?, Linyu Yuan?,
Sifeng Gao'", Jilei Zhang'? ,Xingli Zhao®*, Guanchen Bai'"", Kaiqi Liu'"", Yingchang Mi''*

'Department of Hematology, Handan Central Hospital, Handan 056001,Hebei,China
“State Key Laboratory of Experimental Hematology, National Clinical Research Center for Blood Diseases, Institute of
Hematology & Blood Diseases Hospital, Chinese Academy of Medical Sciences & Peking Union Medical College, Tianjin
300020, China
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Hintergrund

* Venetoclax:

e Oraler BCL-2-Inhibitor, bindet selektiv an BCL-2,
um

* Proapoptotische Proteine freizusetzen

* Multicenter, einarmige Phase-2-Studie

e Zur Untersuchung der Sicherheit und
Effektivitat von Venetoclax in Kombination mit
DA (2+6)
in der Induktionstherapie bei neu
diagnstizierter AML
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Cancer Res. 2016 October 15; 76(20): 5914-5920.
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Studiendesign

1Rt ALAV S = “ ﬁ * ﬁ . ’ -
Induction Consolidation Consolidation yumdll Consolidation | Consolidation _’

Venetoclax400mg d1-7

i-—» o DNR 60 mg/m2 d2-3

Cytarabine 100 mg/m2 q12h d2-7

« White cell counts, hydroxyurea and cytarabine were permitted for cytoreduction before induction therapy to decrease
the possibility of tumor lysis syndrome until the white cell count (WBC) was<30x 109 /L.

« Patients receiving potent CYP3A inhibitors, such as voriconazole and posaconazole, Ven reduced to 100mg.

& American Society of Hematology Exp Hematol Oncol. 2023 May 12;12(1):45.
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Flowchart und Patientencharakteristika

Patients enrolled (n=70) ELN 2022 risk group
40+
l < 45.7%
@
=
Patients received introduction therapy (n= -
61 CR e = erapy (n=70) | 3 withdrew before consolidation G
> Cri 3 withdrew because of infection ]
= = & 8 auto withdrew ‘g
2PR < | » | NR g
4 NR | died
1 died

Patients received consolidation therapy (n=57)

l

L
s
Patients received maintenance therapy (n=19) "é 20—
=
£ 15
o
@
® 104
: =
Medianes Alter 44 (16 —61) 2 -
=
. E
Manner 37 (52,9%) R S W T -
'S ~ ~
S A P e A
S & s v
Frauen 33 (47,1) g & <



AML
#969

Ergebnisse nach Induktion

Overall(n=70) Favorable Intermediate Adverse

risk(n=32) * risk(n=9) * risk(n=29) *
Overall response rate (CR+CRi+PR) 92.9% (65/70) 96.0% (31/32) 77.8% (7/9)  93.1% (27/29)
composite complete remission rate 90.0% (63/70) 96.0% (31/32) 77.8% (7/9)  86.2% (25/29)
CR 87.1% (61/70) 96.0% (31/32) 77.8% (7/9) 79.3% (23/29)
CRi 2.9% (2/70) 0 0 6.9% (2/29)
PR 2.9% (2/70) 0 0 6.9% (2/29)
Died 1.4% (1/70) 0 0 3.4% (1/29)
MRD (-) after induction by flow cytometry 89.5% (51/57)
Responders that received allo-HSCT 6/69 (8.7%)
Time to blood cell count recovery after induction, days
Time to absolute neutrophil count >0.5x10%1, days 13 (5-36)
Time to absolute platelet count > 30x10%L., days 13 (8-48)
Evenfreesurvival,
Median, months NR NR NR NR
1 2-month. %(95% CI) 81.0%

Overall survival
Median. months NR NR NR NR
1 2-month. %(95% CI) 84.9%
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OS, EFS & DFS
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Decitabine/Cedarudizine plus Venetoclax in AML

Abstract #833
MD Anderson Srae
Center

Making Cancer History

A Phase 2 Study of the Fully Oral Combination of
ASTX727 (Decitabine/Cedazuridine) Plus Venetoclax
for Older and/or Unfit Patients with
Acute Myeloid Leukemia

Alexandre Bazinet, Guillermo Garcia-Manero, Nicholas J. Short, Yesid Alvarado,
Alex Bataller, Tareq Abuasab, Rabiul Islam, Kathryn Montalbano, Ghayas Issa,
Abhishek Maiti, Musa Yilmaz, Nitin Jain, Lucia Masarova, Steven Kornblau, Elias
Jabbour, Guillermo Montalban-Bravo, Sherry Pierce, Courtney D. DiNardo, Tapan
Kadia, Naval Daver, Marina Konopleva, Hagop Kantarjian, Farhad Ravandi

Department of Leukemia
University of Texas MD Anderson Cancer Center

65" ASH Annual Meeting and Exposition. San Diego, California. December 11th, 2023.
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Rationale & Studiendesign

AML Erkrankung der Alteren
 Komorbiditaten, geringere physiolog. Reserven
* Hohere Inzidenz von Hochrisiken

* Keine Kandidaten fur Intensive Therapien oder Allo-
PBSCT

VIALE A-Studie
* Azacitidine + Venetoclax als Standard in AML fur
dltere/nicht fitte Patienten

ASTX727 (Decitabine/Cedazuridine)
e Aquivalente, orale Formulierung fiir i.v. Decitabine

Phase II-Studie zur Evaluation von Effektivitat und Sicherheit
einer komplett oralen Kombination aus ASTX727 und
Venetoclax in dlteren/nicht fitten Patienten mit AML

Single Center Phase Il Trial (2 cohorts)

General Inclusion Criteria
+ Age:z=18
+ Diagnosis of AML by WHO 2016
Antecedent MDS eligible
Prior receipt of HMA permitted
« Adequate hepatic/renal function

Criteria for frontline older/unfit cohort
+ Agez750r
Major comorbidity:
* CHF requiring therapy or LVEF =< 50%
« DLCO = 65% or FEV1 < 65%
« ECOG2o0r3

Criteria for relapsed/refractory cohort

« ECOG=2

Key Exclusion Criteria

« APL
*  Uncontrolled CNS leukemia
» Active uncontrolled infection

* Primarer Endpunkt: Overall response rate
e Sek. Endpunkte

* Overall Survival (0OS)

* Relapse free survival (RFS)

* Duration of response (DOR)

e Safety
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Therapieplan

28-day cycles, up to 24 cycles)

INDUCTION

ASTX727 35/100 mg PO on D1-5

Venetoclax:
» Adjusted for concomitant CYP3A4 inhibitors
*« 100 mg PO on D1, 200 mg on D2, 400 mg on D3-28
« Held on D21 if blast clearance in bone marrow)

CONSOLIDATION

ASTX727 35/100 mg PO on D1-5
* Dose reduction to D1-3 permitted for toxicity

Venetoclax 400 mg on D1-21
* Dose reduction to D1-14 days permitted for toxicity

Antibacterial, mold-active antifungal, and antiviral prophylaxis provided.
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Patientencharakteristika

Agere— — ===+ | 80 [50-82]
ECOG Performance Status
0-1 27 (55)
22 (45)
Cytogenetics |
| Nomal 000000000 17 (35)
12 (24)
2 (4)
2(4)
9 (18)
9 (18)
4 (8)
| Complex 00| 12 (24)
7(14)
3 (6)
39 (80)
Prognostic Risk Signature’
Higher benefit 28 (57)
13 (27)
enefit (TP53) | 8 (16)
Prior MDS/MF 11 (22)
— LA : g 10 (20) |
oy-related A 7 (14)

Dohner, H, et al. ELN Risk Stratification Is Not Predictive of Qutcomes far Treatment-Nalve Patients with Acute Myeloid Leukemia Treated with Venetoclax and Azacitidine. ASH 2022

Relapsed/Refractory Cohort (n=13
72 [46-82]

8 (62)
5 (38)

4 (31)
2 (15)
2 (15)
0 (0)
4 (31)
2 (15)
2 (15)
6 (46)

0 (0)
4 (31)
9 (69)

8 (62)
2 (15)
3 (23)
1(8)
2 (15)
3 (23)
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Ergebnisse

Median follow-up time: 18.3 months

n (%) or median [range] Frontline Cohort Relapsed/Refractory Cohort
n=47 n=13
4 (31)

ORR 30 (64) 6 (46)
16 (34)

11 (23) 2 (15)
PRl 0 (0) 0 (0)
3 (6) 0(0)
27 (57)  (Viale A: 66%) 6 (46)
12/27 (44) 1/5 (20)
3 [1-16] 3 [1-10]
Cycles to first response 1[1-4] 1[1-2]
Cycles to best response 1[1-7] 2 [1-6]
4-week mortali 5(11) 0 (0)
8 (17) 0 (0)

Rate of transition to SCT: 5% (3/62)
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OS,RFS, DOR

OS: Defined as enroliment to death RFS: Defined as response to relapse or death; DOR: Defined as response to relapse
amandialo Lol L Median follow-up time: 18.3 months
04 e S
1 : 1.0 RFS 10 DOR
.91 ' Frontline 0.4 bt
0.8 Relapsed/refractory 064 0.8
0.7 0.94 07 x
£ g Frontline § Frontline
i 0.6 ; 0.64 Relapsed/refractory 4 ol Relapsed/refractory
a 0.5 & 0.57 & 05
g 0.4+ g 0.4 g 0.4
3 3 3
? 0.3 ? 0.3 ? 0.3
0.2+ 0.24 ‘ 0.2
0.11 0.14 ‘ 0.11
0.0 ; T - . : 0.0 v . - : 0.01 T - . . .
0 6 12 18 24 A Q 6 12 18 24 30 0 6 12 18 24 3c
Months Months Months
Number at risk Number at risk Number at risk
- 40 (0) 27 (6) 16 (12) 6 (16) 2(19) 02! - 2T 18(1) 8 (5) am 2(9) oM - 27 (0) 1843) 8 (8) 110 2(12) 1
- 13 (0) B8(2) 2(2) 2(2) 1(3) 04, - &0 21 1M 100 ) (0} o - 60 ZM (1) ) {1
N Median OS o N Median RFS 1-year N Median DOR 1-year
Frontline 49 | 135 months 49.5%, Frontline 2f 12.0 months 46.7% Frontline £f 13.2 months 21.0%
Relapsed/refractory | 13 7.2 manths 18.2% Relapsed/refractory | 6 4 6 months 16.7% Relapsed/refractory | 6 5.4 months 25.0%

Viale A: 14,7 months
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Nebenwirkungen

Non-infectious TEAEs Infectious TEAEs

| Grade1-2 | Grade3-5 | Any |
Adverse Event Grade 1-2 | Grade 3-5| Any | -

11 (18) 11 (18)
Constipation 14 (23) 0 14 (23) 0 8 (13) 8 (13)
1(2) 4(6) 5(8)
Oral mucositis 12(19) 2(3) 14 (23) ET 0 4 (6) 4 (6)
9 (15) 1(2) 10(16) 0 2(3) 2(3)
3y Sinusitis 0 2(3) 2(3)
Nausea 10 (16) 0 10 (16) Urinary tract Infection 0 2(3) 2(3)
Ssbiiache 8(13) 0 8.(13) 0 4(6) 4(6)
Data displayed as n (%)
ALT increased 5(8) 2(3) 7 (11)
m 3(5) 2(3) 5(8) + 37% of patients experienced at least one infectious TEAE
Respiratory failure 0 5(8) 5 (8) « Most common grade 2 3:
Thromboembolic event 21{3) 3(3) 5(8) * Febrile neutropenia (18%])

*  Pneumonia (13%)
3(5) 1(2) 4 (6) + Respiratory failure (8%)
3(5) 1(2) 4 (6) « Bacteremia (6%)
1) 2(3) 3(5) . Sepsis (6%)
e o 35 + Four grade 5 TEAEs occurred

« 1 Respiratory failure (in CR)
« 1 Cerebral hemorrhage (non-responder)
Neutrophil count decreased 0 3(5) 3(5) « 1 Gastrointestinal hemorrhage (in CRI without platelet recovery)

0 36 36 + 1 Sepsis (in CR)

TEAES occurring in 2 5% of pabents shown
Data displayed as n (%)

Leukocytosis 0 3(5) 3(5)
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Revumenib Monotherapy in Patients with
Relapsed/Refractory KMT2Ar Acute Leukemia:

Topline Efficacy and Safety Results from the
Pivotal AUGMENT-101 Phase 2 Study

Ibrahim Aldoss, Ghayas C. Issa, Michael Thirman, John DiPersio, Martha Arellano, James S. Blachly, Gabriel N. Mannis,
Alexander Perl, David S. Dickens, Christine M. McMahon, Elie Traer, C. Michel Zwaan, Carolyn Grove, Richard Stone,
Paul J. Shami, loannis Mantzaris, Matthew Greenwood. Neerav Shukla, Branko Cuglievan, Yu Gu, Rebecca G. Bagley,

Kate Madigan, Soujanya Sunkaraneni, Huy Van Nguyen, Nicole McNeer, Eytan M. Stein
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KMT2Ar & Revunemib

« KMT2Ar starker leukdmische Treiber S —
Histon-Lysin-N-Methyltransferase 2A-Rearrangements

* In 10% aller AL-Falle vonn QT

e ey
* Schlechte Prognose nach Rezidiv
Menin eukemia
e NPM1-Mut. Bei ca. 30% der AML-Falle G &
Y s liis T 2
* Bislang keine zugelassenen bei
KMT2Ar-Rearrangements Gae e pbedylion I
. . Menin inhibition with revumenib
* Menin-KMT2A-Interaktion e
Schlussel-Treiber der Leukamogenese . O cirzae
* Positive Effekte von Revumenib bei
r/r KMT2Ar u. NPM1m AL i G i ;{_::
%HM Differentiation/

Apoptosis

Gene transcnption OFF
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Studiendesign
AUGMENT-101 Phase 2

4 R . a
Revumenib RP2D ST
| 163 mg (95 mg/m? if body weight <40 kg) q12h oral ; C’I.\‘,’+0Rtfr;te*
Patients + a strong CYP3A4i in 28-day cycles . Key secondary
aged (7 9 efficacy endpoints
. - CR
230 days |— KMT2Ar acute leukemia _ &RR
with R/R e 4
actlile | A planned interim analysis
SiikEmila ‘ 5 of patients with
' ! KMT2Ar acute leukemia
— i
: NPM1m AML : was conducted
\ ) i e W\ D
*CR+CRh rate >10% in adult evaluable population considered lower efficacy bound
@ American Society of Hematology ST A RS ST S AE A .



Efficacy population Salety population

A M I_ Parameter (n=57) (n=94)"

. 49 (86)
LBA 5 ALL 7(12) 14 (15)
Patientencharakteristika e L2 22)
Co-mutations®, n (%)
FLT3 5 (9) 7(7)
RAS 9 (16) 12 (13)
p53 4(7) 5 (5)
Primary refractory, n (%) 14 (25) 18 (19)
Number of prior lines of therapy. median 2 (1-11) 2 (1-11)
(range)
1, n (%) 17 (30) 25 (27)
2, n (%) 14 (25) 28 (30)
—— e — e e e §
Prior venetoclax, n (%) 41 (72) 61 (85) |
Prior HSCT, W (%) 26 (46) 47 (50)
Efficacy population Safety population
(n=57) (n=94)2
Median age, y (range) 34.0 (1.3-75) 37.0 (1.3-795)
Age <18y, n (%) 13 (23) 23 (25)
Age 218 y, n (%) 44 (77) 71 (76)
\Sex. n (%)
Female 33 (58) 56 (60)
Race, n (%)
White % 43 (75) 68 (72)
Non-White 10 (18) 14 (15)
Unknown 4 (7) 12 (13)

Data cutof!. July 24, 2023, *Delined as patents with KM T2Ar acute leukemia having received al least 1 dose of revumenit
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Ergebnisse

Efficacy population Efficacy population
Parameter (n=57) Parameter (n=57)

ORR, n (%) 36 (63) Best response, n (%)

CR+CRh rate, n (%) 13 (23) CR 10 (1
CRh 3(5

95% CI 12.7-35.8 :
CRI 1(1

P value. 1-side 0.0036 :

CRc 25 (44) MLFS 10 (1
95% ClI 30.7-57.6 PR 1(1

Negative MRD status?® PD

4 (
CR+CRh 7/10 (70) No response 14 (25
CRc 15/22 (68) Other® 3(

Data cutoff. July 24, 2023, "MRD done locally; not all patients had MRD atatus reported . PIncludes patientis without postbaseline disease assessment

. g : . ) Ll mehal N RS - pos R ICH+C RN CHp+ L) HN H owlh parssl hemalologic rmeoosery. (- Howith
& American Society of Hematology  mereits e ecovery. CRo. CR i ccmpisis el scovesy, MLFS, ool ks e s, Vi
- ’ - plang < IS m widual dissase, ORI, ow GSPOI rale (CHoMLFS+PR) F W vo discarse ) i 1A
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Nebenwirkungen

Any grade TEAEs that occurred in 225% patients Grade 23 TEAESs that occurred in 210% patients

Safety population Safety population

All terms, n (%) (n=94)° All terms, n (%) (n=94)°
Nausea 42 (45) Febrile neutropenia 35 (37)
Febrile neutropenia 36 (38) Decreased neutrophil count 15 (16)
Diarihea 33 (35) Decreased white blood cell count 15 (16)
Vomiting 29 (31) Decre?sed platelet count 14 (15)
Diff Hat 5898 Anemia 17 (18)

Tstee '_On BYNCIOME ( ) Differentiation syndrome 15 (16)
Hypokalemia 26 (28) QTc prolongation 13 (14)
Epistaxis 25 (27) Sepsis 11 (12)
QTc prolongation 24 (26) Hypokalemia 10 (11)
Data cutofl: July 24, 2023 Delined as patients with KMT2Ar acute leukemea having recewved at least 1 dose of revumemb

No patients discontinued due to differentiation syndrome, QTc prolongation, or cytopenias

) ‘ : ) KM I2ZA slone-yene Nanethyansiorase 2A roarran wat AL traxtmant orgont a
‘.’ American Society of Hematology
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Duration of Response

Patients achieving

Parameter L CR+CRh (n=13)
Median duration of CR+CRh, months (95% CI) 6.4 (3.4-NR)
Proceeded to HSCT, n (%) 14/36 (39)
Proceeded to HSCT in CR or CRh 6/14 (43)
Proceeded to HSCT in MLFS or CRp 8/14 (57)
Restarted revumenib post HSCT, n (%) 7/14 (50)*

Data cutoff: July 24, 2023
*3 additional patients remained eligible to initiate revumenib after HSCT at the time of data cutoff.

( CARLR (s s 1 W 4 =TI C ¥ pary H; R with i S DIAIA O] e
A . .Y 4 . C . . I vy M I ~ 1 hem Ty " ! traevscdant M noent il b e " tal T 2 ranct
‘.? American Society of Hematology Hsc! hemaiopoati stem cel ransplant, MLFS. B wnambw stoie; 1 :




Publication Number: 832

QuANTUM-First Trial: FMS-Like Tyrosine Kinase 3-Internal
Tandem Duplication (FLT3-ITD)-Specific Measurable Residual
Disease (MRD) Clearance Assessed Through Induction and
Consolidation Is Associated with Improved Overall Survival in

Newly Diagnosed FLT3-ITD+ AML Patients

Alexander E. Perl,' Harry P. Erba,? Pau Montesinos,® Radovan Vrhovac,* Elzbieta Patkowska,> Hee-Je Kim,? Pavel Zak,’
Po-Nan Wang,® Jaime E. Connolly Rohrbach,? Ken C.N. Chang,® Li Liu,® Yasser Mostafa Kamel,® Karima Imadalou,®
Abderrahmane Laadem,® Arnaud Lesegretain,? Jorge Cortes,'” Mikkael A. Sekeres," Hervé Dombret,'? Sergio Amadori,'s
Jianxiang Wang,'* Richard F. Schlenk,'> Mark J. Levis'®

"Univarsity of Pernsytvania, Philadaiphia, PA, USA; *Duke Cancer Instiute, Durham, NG, USA La Fe Lnversty and Polytachnic Hospital, Valancia, Spain; ‘Urwersty Hospral Centre Zagrab, Zagrad, Croass
“Insteute of Hematology and Blood Transtusion, Warsaw Potand; ‘Catholc Hamatology Hospiial, Seoul St Mary's Hospoal, College of Medicne, The Catholic Uniersity of Korea, Secud. South Korea, "Linversty
Hospeal Hradec Kralove, Hradec Kralove, Czechia, *Chang Gung Madical Foundation, Linkow, Tamwan, *Usachn Sankyo, Inc, Basiong Ridge NJ, USA. '“CGecegin Cancar Centos at Auqgusta Unmmrsty. Augusta, GA
USA, V' Sytvestier Cancer Canter, Ursversity of Mesm Health Systom, Miami, FL, USA '“Sart Lows Hospilal, Unwersty of Pans, Pans, France, 1o Vergala Polycine Hospdal Rome, Rome, laly, “insstute of
Hematology and Blood Disesases Hospilal, Terpn, China, “Hedeberg University Hospital and Germisn Cancer Research Centes, Mondoburg, Gonmany, "Jobns Hopkins Ureversty, Baltimore, MD, USA

QuANTUM-FIRST
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Quizartinib: Typ Il FLT3-ITD-Inhibitor

Background: Addition of Quizartinib to Intensive Induction, Consolidation,
and Continuation Therapy Improved OS in QUANTUM-First Phase 3 Trial

QuANTUM-First Trial Protocol (NCT02668653)" Primary Endpoint: Overall Survival'

U sion g o
eihurenrt dubas: B 2018 6 A 20 Fopr el <o rract Focis it HR=0.78
Data cutet!: Aug 13 Sep 20, 2022 (MRD aata \ — - ad= ) v A =u.
B s 1 3 (95% CI, 0.62-0.98)
Qays 3.7 HIDAC s
‘ dayn 1 3 and b Quilcartieddy 7 P=0.032 (2-3|d0d)b

Region NA EU and Asla'other regons Daneorubicie o . ';“ " ety “_ 0

Patient age <50 years, 260 yuars 9 idarubicia > Gusizarsinib (40 mg) lh':gﬁ. ) 3

WEBC* <alx108 240x10°4 days 3.3 chyy 619 ontn dady k Quizartindb:

. -4 0 “
Quaarieib (40 mg) andfor alleHCT i mOS: 31.9 mo
Newly deagnosad FLTIITD AML doys 821 - e = o - o- o e po
years of age Rendomiestion {1:1) .‘;. & Placebo®
FLTIITD aliele frequency cyche 1, day 7 {3 days) B mOS: 156.4 mo AmOS: 16.8 mo
z
Primary endpoine 15
Secondary endpoints ©FS, OR CRC 1 G A 17 s W A N OIT X DN » 42 - 4 51 M T @
CR/CRE with MRD- end of induction, satety NO. 31 1k Tanve from taeduossization (months |
Explecatery endpoints 775 DotR Miearbeib 208 230 204 M98 A6 1T M) WA 1 1M 10 W B S %) % M 8 1 1 (
» " o A\ J L ! ' (4] | [

Rates of CR/ICRi per IRC
FLT3-ITD mutations After 1-2 Courses of Induction

Common in AML and are a negalive prognostic marker? ¢ CR (%) CRI/CRi

3 FDA- andf/or EMA-approved FLT3 inhibitors: midostaurin,” gilteritinib,® and quizartinib' 3::::::!!1 ;;L: ,4‘:
Quizartinib:
Type Il inhibitor*? active against FLT3-ITD mutations?+
Meore potent and selective than either midostaurin or gitteritinib2*
Improved survival when added to induction, consolidation, and continuation therapy of newly diagnosed adulis with FLT3-ITD+ AML
S lowes by FES OR CHe CHweh FL N '/.Nl‘nu}u.t. and CHe with FLTSTD MED negatedy "V vatue wes calzulsled using a stratrted lagrmak faxd "Wadan Soloa-op Sme Sor Both srms was 3 2 moeiba -

0 plontafion; AL @y
Agenty EU E oan Lnon A Uvwted States F
Arrmricn 05, oversdl wervival RFS 1wl agree-Bew surpved, WEC

T Erhart ot Lancel MZTADIT00ES) AT 1583 2 Ao

ol N EngtJ Nea 201938010 17281740

0% rerksian CRe comoee
THATD. FVE b hyres

shve namckesion CRE. comgdate semissicn

noseplete rostiphd o plateiet seco My, DeCR dwna

3 # compivto romission, EFS svomt Yor suvival € Wrapa en Mo ddres
Sl 1andem Supdcaton HIDWE Noh Sose cytaebing. 43 hazaod catio. RC independen® 163w Commmos. MOS, medan overtdl survival MAD measersdle rescuel dsoase NA Nean

JU2S TINS5 5 loes M M Spy Am Soc fMamwo’ Save Fragrem JOTS 1S 2J0-276 & Pratg KW of al Slood JO10 187 TS 5452 S Stone RV ot 3l W Eog'J Mog 2007377151 654004 & Ped AE
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AML

Schlussfolgerungen

Venetoclax kombiniert mit DA (2+6) ist eine hoch effektive und sichere
Induktionstherapie flir Erwachsene mit neu diagnostizierter AML

Eine komplett orale Therapie mit Decitabine/Cedazuridine ist eine sichere und effektive
Therapie fiir dltere/nicht fitte Patienten mit nd AML, vergleichbar mit Daten der VIALE-A-Studie

Revumenib ist effektiv und sicher bei padiatrischer u. adulter r/r KMT2Ar Akuter Leukdamie mit
dauerhaften MRD-negativen Remissionsraten und hohen Transplantationsraten unter den
Respondern

Quizartinib als spezifischer FLT3-ITD-Inhibitor in der Erstlinientherapie mit int. Chemotherapie
und als Erhaltungstherapie bei nd AML zugelassen.
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,Comprehensive Analysis of Treatment Related Morbidity and Progression-
Free Survival in the GHSG Phase Il HD 21 Trial“ , P. Borchmann et al.

o

GHSG HD21 study design and primary endpoints

HD21 is an ongoing, randomized, open-label, Phase 3 study of BrECADD versus eBEACOPP in patients with
previously untreated, advanced cHL

PET2 neg.

q

L PET2 pos.
o) e 5

RT 30Gy
Restaging in PET+
patients

PETICT
1:1 - Etﬂglng PET2 neg.
N=1,500 T 2 x eBEACOPP —

PET2 pos.

ﬁ'

Co-primary objectives achieved:

1. Reduced treatment-related morbidity (TRMB) with BrECADD highly significant.
2. Non-inferiority of 4-6 x BrECADD in terms of PFS already at interim analysis shown

| {03 GHSG ]
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Volle Dosis pro Zyklus eBEACOPP vs. BrECADD

Patients receiving full dose per cycle (%)
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3y PFS in Abhangigkeit vom PET2-Status

HD21: 3y progression-free survival and PET2-status by treatment arm

PET2-negative (4 cycles) PET2-positive (6 cycles)

askl Al
axe s ERETT

171 {33 T30 i}

T — T E— e —— 100 —'L.\'..',_‘_“‘-:__‘_. e T el
w0 | 0 o EEEEEEEE S
£ w 3-yr PFS (95% Cl) . 3-yr PFS (95% Cl)
E : BrECADD97.1%  (95.5% - 98.7%) : : BrECADD93.5%  (90.6% - 96.5%)
~ =| BEACOPP 93.6% (91.3% - - =] BEACOPP 90.6%  (87.1% -
=1 95.9%) n! 94.1%)
Time [manths | Time [maontha]
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. 5 American Soc:lety ofHematology Abstract #181

.“ Helping hematologists conquer blood diseases worldwide

-
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Y

Nivolumab-AVD is better tolerated and improves PFS
vs Bv-AVD in older patients (aged 260 years) with
advanced stage Hodgkin lymphoma (cHL) on S1826

Sarah C. Rutherford MD', Hongli Li MS?, Alex F. Herrera MD?, Michael Leblanc PhD?, Sairah Ahmed MD*, Kelly L. Davison MD,
PhD?>, Carla Casulo MDE, Nancy L. Bartlett MD?, Joseph M. Tuscano MD?®, Brian Hess MD®, Pallawi Torka MD'®, Pankaj Kumar MD™,
Ryan W. Jacobs MD'2, Joo Y. Song MD'3, Sharon M. Castellino MD, MSc'*, Brad S. Kahl MD'5,

John P. Leonard MD’, Sonali M. Smith MD'®, Jonathan W. Friedberg MD, MMSc® and Andrew M Evens DO, MBA, MMSc'7
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Probleme flur Patienten ab 60 Jahre

* (Ca.15-25% aller Patienten mit klassischem Hodgkin-Lymphom

* Schlechtere Toleranz gegeniber Chemotherapien aufgrund von Komorbiditaten und
Medikamentennebenwirkungen

* Haufig Dosisreduktionen oder weniger Therapiezyklen
* Behandlungsbedingte Mortalitat

« Weniger Uberlebensvorteile als jiimgere Patienten



HRS Cell BV Primary MOA and Proposed Secondary Effects
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S1826 Studiendesign

N-AVD x 6 cycles

Nivolumab 240mg days 1,15°
Doxorubicin, Vinblastine, Dacarbazine days 1,15

( \ *G-CSF optional "
Newly Diagnosed E
Stage llI-IV i
R (30-36 Gy) ;
ClaLssic ':1°d9k'" (residual FDG-avid |
mphoma [ ;
W r Bv-AVD x 6 cycles . I |
Bv 1.2mg/kg days 1,15
P ™\ Doxorubicin, Vinblastine, Dacarbazine days 1,15° JEEIAN S

*G-CSF required

Stratification:
« Age (12-17/18-60/>60)

« IPS (0-3/4-7) . . .
. EOTRT intended (Y) Primary endpoint: PFS

\_ ) Secondary endpoints: EFS, OS, EOT CMR rate, PROs

Herrera et al. ASCO and ICML 2023,

a2 - " & a Nivolumab 3mg/kg for ages s 17, max 240mg
G American Society of Hematology uconventionst doses of AVD: Stephens DM et sl Biood 2019, Ansell SM et al NEJM 2022
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Patientenrandomisation

Total pts registered
N = 994 Dates of enrollment:

July 19, 2019 — Oct 5, 2022

Data cut-off: Dec 15, 2022 S MEERMEEE—

Not eligible N=4 ' Not eligible N=2

Efficacy Analyzable
(N-AVD)

Efficacy Analyzable

(Bv-AVD)
N = 49

N =48

Not evaluable N=1

Not evaluable N=1 (Too early N=1)

Safety Analyzable Safety Analyzable

(Bv-AVD)

(N-AVD)

N =47 N =47

& American Society of Hematology




Baseline characteristics

Age, median (range)

Age 60-69
Age 70-79
Age 280

Female Sex

Race
White
Black
Asian

Other/Unknown

Hispanic

N-AVD
N =48
N (%)

66.4 (60-84 y)

31 (65%)
14 (29%)
3 (6%)
19 (40%)

43 (90%)
1(2%)
1(2%)
3 (6%)

5 (10%)

Hodgkin Lymphom
#181
Patientencharakteristika

Bv-AVD
N =49
N (%)

67.1(60-87 y)

36 (74%)
12 (24%)
1(2%)
18 (37%)

40 (82%)
2 (4%)
1(2%)
6 (12%)

5 (10%)

Baseline
characteristics

Stage
i
v
B symptoms present
IPS Score
0-3
4-7
Bulky disease > 10cm

HIV+
Elevated bilirubin

N-AVD
N =48
N (%)

16 (33%)
32 (67%)
25 (52%)

24 (50%)
24 (50%)
7 (15%)
0 (0%)
4 (8%)

Bv-AVD
N =49
N (%)

22 (45%)
27 (55%)
27 (55%)

27 (55%)
22 (45%)
5 (10%)
1(2%)
4 (8%)
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60%

40%

20%

0%

# at Risk
BV-NVD
N-AVD

Hodgkin Lymphom

#181
Ergebnisse EFS & PFS

EFS PFS

—L'“-_,' . 100% L =

1y IL__un T 1) N-AVD i ‘__l " h—m—ll—l—u-l—ﬂ-l—‘ N-AVD

oo L_um ‘l I "
ll ! 80% ~
L

il - \ : 50 L Bv-AVD

] Bv-AVD E ' |

‘
1-Year 95% 40%
| N Events Estimate Conf Int 1-Year Q5%
N Events Estimate Conf. Int
= AVD 48 5 93% 79% - 98% 20% = ‘
ONE-SIDED LOG-RANK P-VALUE = 022 N-AVD 93% {(79% - 98%)
. HR=035,85% CI(0.12 - 1.02) x ONE-SIDED LOG-RANK P-VALUE = .0011
HR=0.19, 95% C1(0.06 - 0.61)
T T T T T T ] 0% T T T T T |
0 12 24 36 48 0 12 24 36 48
Menths After Randomization # al Risk Months After Randomization
> BV-NVD .
4g 36 24 6 ) 2 1 0 N-AVD 18 24 14 ‘ 2 | 0
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Nebenwirkungen
N =47 N 47 N =47 N=47 N=47 i 47 I

Febrile Peripheral

N . 6 (13%) 9 (19%) 0.57 6 (13%) 9 (19%) 0.57 sensory 15 (32%) 31 (66%) 0.0018 1(2%) 5 (11%) 0.20
eutropenia neuropathy*

Sepsis 3(6%) 10(21%) 0.07 3(6%) 10(21%) 0.07 Peripheral

Infections/ . : - . motor 4(9%) 7(15%) 0.52 0(0%) 1(2%) 1.00

stastations 9(19%) 16 (34%) 0.16 3(6%) 10(21%) 0.07 neuropathy*

N-AVD Bv-AVD
N = 47 N =47
Toxici

Any Grade Grade > 3 Any Grade
N (% N (% N (% N (%)

Disposition N-AVD Bv-AVD
N =48, N (%) [N=49, N (%)

ALT increased 9 (19%) 4 (9%) 11 (23%) 1(2%)
AST increased 7 (15%) 3(6%)  11(23%)  1(2%) geat"l‘e”?”g"'”g ;2(2"8/‘20/ §1(422v
Hypothyroidism 7 (15%) 1 (2%) 0 (0%) 0 (0%) ompeolog freatmont Bk B3%)
Discontinued all treatment early 5 (10%) 16 (33%)
Rash maculo-papular 5 (11%) 0 (0%) 1(2%) 0 (0%) Adverse event 2 (4%) 7 (14%)
Rash acneiform 3 (6%) 0 (0%) 0 (0%) 0 (0%) Refusal unrelated to AE 1(2%) 2 (4%)
" < 7 . > Progression/relapse 0 (0%) 1(2%)
Pneumonitis 3(6 /o) 1 (2 /o) 3(6 A) 3 (6 %) Death on treatment 1(2%) 5 (10%)
Gastritis 0 (0%) 0 (0%) 1(2%) 0 (0%) Other — not protocol specified 1(2%) 1(2%)

Colitis 0 (0%) 0 (0%) 1(2%) 0 (0%) Received protocol radiotherapy 0 (0%) 0 (0%)
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Gesamtuberleben

N-AVD
100% =T
Ll o OIF HEnE D AN et o LUl . d 1 -4
1'%
' ALl !
- - S e B — ! J
80% -
Bv-AVD
60%
1-Year 95%
40% N Events Estimatas Conf. Int
BV-NVD 49 ' 57 ¢
M| N-AVD 48 2 95% (83% - ©9%)
20%
0% T I T T T T T ]
0 12 24 36 48
# at Risk Months After Randomization
BV-NVD | . : ‘ :
N-AVD 48 25 16 6 3 2 0 0

1-year OS
N-AVD 95%
Bv-AVD 83%

Median follow-up
12.1 months

p-value = 0.091
HR=0.35,
95% CI (0.07-1.75)
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#182: PD-1 Blockade before Autologous Stem Cell
Transplantation Improves Outcomes in
Relapsed/Refractory Classic Hodgkin Lymphoma:
Results from a Multicenter Cohort

Sanjal H. Desai, MBBS'?, Reid W. Merryman, MD?, Harsh Shah, DO, Levi D. Pederson, MS?", Susan M.
Geyer, PhD?, Nivetha Ganesan®’, Tiffany Chang, MS®", Tamer Othman, MDS, Ayo S Falade, MD, MBA®?, Gunjan
L. Shah®, Urshila Durani, MD, MPH?, Kelsey Baron, MD", Shin Yeu Ong, MD, FRCPath®", Stephen M Ansell’,
Philippe Armand, MD, PhD?, Siddharth lyengar, MD'", Ivana Micallef, MD?", Alison Moskowitz, MD?, Alex F.
Herrera, MD!}, Robert Stuver, MD® and Matthew Genyeh Mei, MD!"
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Hintergrund & Methodik

Klassische Hodgkin-Lymphome sind mittels Erstlinientherapie in 80 bis 90% heilbar

Rezidivtherapien als konventionelle Chemotherapien oder auch in den letzten Jahren
basierend auf Brentuximab-vedotin oder PD-1-Checkpointinhibitoren und anschliessender
Hochdosischemotherapie mit autologer Stammzelltransplantation sind Basis der Therapie des r/r cHL

Es gibt keine randomisierten Studien, die die neuen Substanzen mit konventionellen Chemotherapienim
Rezidiv vergleichen

Retrospektive Studie mit erwachsenen Patienten mit r/r cHL, die zwischen 2010 und 2021 in 5 US
akademischen Institutionen eine Rezidivtherapie mit konventioneller Chemotherapie, PD-1-
Checkpointinhibitorbasierter Therapie und/oder mit Brentuximab vedotin basiert erhalten habe und
anschliessend eine HD-Therapie mit autologer PBSCT.

Studienziele:
* Progressionsfreies Uberleben (PFS): Zeit von ASCT bis Progress oder Tod
e Gesamtulberleben (0S): Zeit von ASCT bis zum Tod.
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Patientencharakteristika (N = 981) & Mediane Beobachtungszeit

Relapse characteristics m Type of Salvage therapies at
any point before ASCT:

Age(median 1GR) S ipLAd) Salvage therapy (median, 2(1-8)
|Male Sex 504 (52) | range)
Advance stage 323 (32) >1 line of salvage therapies 308 (31)
Extranodal disease 353 (35) Chemotherapy only without 474 (48)
Primary refractory disease 345 (35) novel agents

o= BV based regimen without 312 (32)
Early relapse within 1 year 317 (32) PD-1
B symptoms 345 (35) PD-1+BV 83 (9)
Post-ASCT consolidation 268 (27) fﬁ'iéﬁ, -BV
Peritransplant RT 239 (24) 20) ' PD-1without 112 (11)

BV

Salvage Therapy (any line) Median follow up
(years, 95% Cl)
BV only without PD-1 5.3 (5.0-6.0)
PD-1 with or without BV 2.8 (2.4-3.1)

Chemotherapy only 5.3 (5.0-5.7)



Hodgkin Lymphom

#1382
PFS & OS

100 ]
% - p— PFS
- PD-1 with or without BV
[
E 70 ——— BV without PD-1
E' 60 Chemotherapy only W
=
& %
_g 20| Salvage therapy any point 2 year survival (Clgyg) Events P value
= before ASCT
30
= Chemotherapy only 71.6 (67.6 - 75.9)% 159/474 100 . .
20 ] PD-1 with or without BV
i > ” ) y Al
BV without PD-1 73.9 (69.1-79.1)% 97/312 <0.0001 90 BY only without PD-1
01 pPD-1 with or without BV 93.1 (89.4 - 96.9)% 15/195 80 4 Chemotherapy only = immsoingi
0 L L] ] ] ] L} L] L]
0 1 2 3 4 5 6 7 B " 0OS
Years from Transplant g 90
Patients-at-Risk 2‘ 50
e o i i s o o s 2 e Salvage therapy any point 2 year survival (Clys) Events P value
195 147 120 77 45 27 3 1 0 * 404 3
474 339 286 244 199 159 123 106 84 before ASCT
0 Chemotherapy only 91.8 (89.3 -94.4)% 77/474
201 BV only without PD-1 94.3 (91.7 - 97.0)% 40/312 =0.2
104 PD-1 with or without BV 96.2 (93.2-99.2)% 9/195
o L Ll L Ll Ll L T L Ll T
0 1 2 3 4 5 6 7 8 9 10
Years from Transplant
Patients-at-Risk
312 283 260 227 186 150 118 &9 60 32 7
195 154 125 83 47 29 4 2 1 0

474 425 369 318 271 215 166 145 114 89 59
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Bleomycin affects lung function for
at least 5 years after treatment for
Hodgkin lymphoma: data from the
international, randomised phase 3

RATHL trial

Elizabeth Phillips, Amy Kirkwood, Christina Hague, Jorgen Vestbo,
Massimo Federico, Francesco D’Amore, Alexander Fossa, Judith Trotman,
Leanne Berkahn, Daniel Molin, Stefano Luminari, Sally Barrington,
Peter Johnson, John Radford

558% CANCER | CANCER ....
1./ RESEARCH | TRIALS m m b T8 AlL|L|IG
-".'W“ UK CENTRE Together LeukAeMia & Lymrroma




Hodgkin Lymphom

#612
Bleomycin Lungen Toxizitat

Inzidenz von bis zu 27% in unselektierten Patienten in Behandlung mit ABVD (1)

N . 1) WG Martin et al, J Clin Onc, 2005
Mortalitatsraten bis zu 25% (2) 2) AEvens et al, Blood, 2012

3) S Steiffer et al, Chest, 2001
Alter (>40 — 60 J.), Anzahl der Zyklen, G-CSF als identifizierte Risikofaktoren (2,3)
Publikationen fokussieren vornehmlich auf akute Lungentoxizitat
Langzeiteffekte von Bleomycin auf die Lungenfunktion sind nicht bekannt

Keine etablierten Leitlinien flr Screening und Monitoring

Ziel: Evaluation der kurz- und langfristigen Effekte von Bleomycin auf die Lungenfunktionen von
Patienten, die in der RATHL-Studie behandelt wurden.
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RATHL Studiendesign

* Classical HL Bleomycin dose: 10,000 iU/m?
+ Stage IIA with risk Days 1 & 15 per cycle AVD/ABVD
factors, IIB, lll or IV Day 1 per cycle BEACOPP
*« ECOG PS 0-3 / PET
PET-positive DS 4-5

Randomise

PET
4 cycles ABVD 4 cycles AVD \

* ot

RT or salvage
regimen

Follow-up (no RT)
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RATHL Studiendesign

Age (years), median (IQR)

DLCO (% predicted), median (IQR) [ 82(73-93)  82(73.9-93.9) 83(73.3-93) 79 (70.5—90)
DLCO <75% predicted, N (%) 327 (29.4) 121 (27.3) 129 (29.1) 59 (38.1)
Sex Male 653 (54.4) 259 (55.2) 251 (54.1) 92 (53.5)
No 807 (84.9) 330 (86.8) 314 (84.4) 105 (81.4)
Yes 144 (15.1) 50 (13.2) 58 (15.6) 24 (18.6)
:;;'t'::y"a'y Asthma 80 (8.4) 26 (6.8) 37 (9.9) 11 (8.5)
COPD 12 (1.3) 6 (1.6) 3 (0.8) 1(0.8)
Missing 250 89 92 43
Never smoked 535 (59.5) 215 (60.9) 221 (62.1) 71 (57.7)
Ex-smoker 200 (22.2) 68 (19.3) 81 (22.8) 31 (25.2)

Smoking status
Current smoker 164 (18.2) 70 (19.8) 54 (15.2) 21(17.1)

Missing 302 116 108 49
Pack years, median (IQR) 10 (4 - 20) 11 (5 - 24) 8 (4-19) 8 (2 - 20)
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Behandlung und Akute Toxizitat

Bleomycin doses: median (IQR) 12 (12-12) 4 (4-4) 8 (8-10)

Cycles with G-CSF: median (IQR) 0 (0-3) 0 (0-4) 5 (4-6)
G-CSF use (% pts) 40.7% 39.7% 98.3%
. 17 (3.6) 7 (1.5) 10 (5.8)
> . 0
Grade 23 respiratory AE: N (%) p=0.041
Grade 5 respiratory AEs: N (%) 1(0.2) 0 0

-11.6 (-13.1to -10.0) -3.8(-5.4t02.2) |-9.5(-12.5to -6.4)
Difference* 7.1 (5.1 to 9.0), p <0.001
247/413 (59.8%) 167/411(40.6%) 63/121(52.1%)
p<0.001

Mean change in DLCO (95% ClI) [

DLCO <90% baseline

*adjusted for baseline DLCO

Mean DLCO at EOT was 12.8% lower for pts with grade 3+ pulmonary events compared to
those without (95% Cl: -19.4 to -6.2; p<0.001)
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Erholung der Lungenfunktion (bei Pat. mit DLCO-Red. < 90% d. Basiswerts)

1.00

Time to recovery: B

>90% baseline DLCO value 2
5 0.75- it

Slower recovery with: S _,f"f

 ABVD arm (HR 0.71, p=0.004) £ 0.50- j =

* Male sex (HR 0.80, p=0.041) S ;
= ]

» Respiratory history (HR 0.66, 5 0.25- J

p=0.023) 8 F-__, ----- iﬁ;ﬂ

E )
o papa il BEACOPP

Recovery by 2 years: o . . . . . . . .
0 12 24 36 48 60 T2 84 96

+ ABVD: 69.6% (64.9 — 74.1)
* AVD: 81.4% (77.4 - 85.2)

Time since registration (months)
Number at risk

 BEACOPP:GBSK(598-769) B0 i W @ % m oW 3@
BEACOPP 63 41 24 18 10 7 1 0 0
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Anteil der Patienten mit einer DLCO < 75%

60.0% p=0.001
i o

ABVD AVD

50.0%

A40.0%
p=0.002
- > p=0.007 p=0.011
- =

o = : =0.19 .
30.0% p=0.15 p

10.0%

=8]) 1 year 2 years 3 years 4 years 5 Years
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Schlussfolgerungen

#3057 PET-2 adaptiertes BrECADD mit hochster 3-Jahres PFS Rate in einer randomisierten Studie fur

#1381

#182

#612

AS-cHL. Nutzen sowohl bei PET2-neg. als auch PET2-pos. Patienten.

N-AVD wird von Pat. > 60 J. besser toleriert und verbessert das Progressionsfreie u. Ereignisfreie
Uberleben im Vergleich zu Bv-AVD.

Das Gesamtlberleben war in der Studie nicht signifikant unterschiedlich mit einem Trend zu
weniger Todesfallen unter N-AVD.

N-AVD neuer Standard zur Therapie des fortgeschr. cHL bei Patienten > 60 Jahre?

Die Vorbehandlung mit PD-1-Checkpointinhibitoren kdnnte bei r/r klassischen
Hodgkinlymphomen, die mit HD-Therapie und auto PBSCT behandelt werden, das
progressionsfreie Uberleben erhdhen (Cave retrospektive Daten).

Einschrankungen der Lungenfunktion im ABVD-Arm sind Uber einen Zeitraum von 5 Jahren nur
partiell reversibel.
Aus den Daten ergibt sich, dass man die Anwendung von Bleomycin moglichst minimieren sollte.
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