AML-142 CLINICAL SUPPORT FOR STUDY TREATMENT Figure 1. Clinical Treatment Objective of AlloSCT PATIENT-FOCUSED TREATMENT CONSIDERATIONS

{@} Robert Zeiser : . _ _ _ _ o _
robert zeiser@uniklinik-freiburg.de STR ATEG I ES Patient: Host / Recipient Donor / Graft Figure 3: Patients With AML in Remission Post Transplant Have Varied Treatment Needs

e The risk of disease relapse in patients who undergo allogeneic hematopoietic stem cell &
P = H - h R - k f transplantation (alloSCT) for acute myeloid leukemia (AML) is high and remains the main GVHD /\/\ Iégltljgemic Patient 1
atients at AHigh RISK O cause of ransplant faiure' AQ %

e The great majority of patients destined to relapse post alloSCT will do so within the first cells ®
Re I a pse POSt—Tra n S p I a nt: 12 months, and survival after early relapse is dismal. Therefore, strategies to prevent Dot o>
: relapse are urgently required cells ®:
A P h ase 1 Stu dy Des I g n e A potent graft-versus-leukemia (GVL) effect is exerted after alloSCT, and strategies Patient 4 _
that may augment a GVL effect have the potential to reduce relapse risk post alloSCT Phase
W m t h N I T t t (Figure 1)4’5 AlloSCT, allogeneic stem cell transplantation; GVHD, graft-versus-host disease; GVL, graft-versus-leukemia. Patient 5 _ Priming
: : : C e : . Combinatio
I a Ove rea m en e Siremadlin (HDM201) is an oral, small-molecule inhibitor of the p53-murine double Figure 2. Siremadlin Mechanism of Action Patient 6 B I\/IariT:\tlenna:\cne

minute-2 (MDM2) interaction, which results in the upregulation of the tumor-suppressive

Strategy Using the Estimand ffoct of 53 Figure 2 \ —

* An exploratory post hoc analysis from the first-in-human study (NCT02143635) Proteasome-mediated

p&3 degradation and

Fra m ewo rk shows antileukemic activity with single-agent siremadlin in patients with relapsed AML tumor cell survival AL st mydoid edkemia: DL conor oo hison
post-alloSCT” i ‘ ‘X
* Areport by Wang and colleagues demonstrated the immunomodulatory effects of ciremadiin Gegracaton Treatment deCiS‘:_iOHS are guided by patients' status during each treatment phase (priming, combination
Gheath Al-Atrash,’ Charles Craddock,? Christoph Schmid,® Yunnan Xu,* siremadlin in vitro and in murine syngeneic models. Treatment with siremadlin led to therapy, and maintenance)

@

Hans-Jochen Weber,®> Lamis Eldjerou,® Sebastian Weber,” Lukas Widmer,’ upregulation of the costimulatory cluster of differentiation (CD) 80 molecule expression &

. . . . . e A treatment strategy is defined as a treatment plan of several predefined parts. Depending on the treatment journey, patients
Robert Zeiser?® on tumor cells. This resulted in enhanced T-cell stimulation, increased CD8+ T-cell / gy P P P P 9 J Y, P

may receive only a part of the interventions of the sequence (Figure 3)

frequency, and promoted T-cell-mediated killing of tumor cells® Activated

p53 Transcription of Promotion of ke
tumor suppressor tumor cell death o 0
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IMPLEMENTATION OF THE TREATMENT STRATEGY INTO A CLINICAL STUDY
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e To determine the safety of siremadlin monotherapy and in combination with donor lymphocyte infusion (DLI; incidence of DLT in priming phase PHASE PHASE PHASE
and time to DLT in combination phase)
e To evaluate preliminary efficacy of study treatment strategy (siremadlin monotherapy, as priming and/or maintenance, with or without siremadlin YES Siremadlin + DLI . .
in combination with DLI) on prevention of relapse Up to 3 cycles e S';%Tﬁ%ggggg%tgg;zpy
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e High risk for relapse based on pretransplant risk factors:

PRIMING PHASE
continue

— AML in CR1 with adverse-risk genetic abnormalities per ELN 2017, therapy-related AML, or AML secondary to myelodysplastic syndrome or
myeloproliferative neoplasm

Screening <28 days
eligibility
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e Adequate engraftment and organ function
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tolerability, incidence of grade Illl and grade IV acute GVHD and moderate to severe chronic GVHD, GVHD-free/relapse-free survival, pharmacokinetics
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Secondary Objectives Up to 24 cycles in total (including all treatment phases)

different treatment conditions™

“The decision of DLI administration will be at the discretion of the treating investigator per standard of practice/institutional guidelines; however, patients must fulfill the combination phase eligibility criteria after completion of at least 2 cycles of priming.
DLI, donor lymphocyte infusion.
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