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® The dosing schedule is summarized in Figure 3 (28-day cycles)
I NTRO D U CTI O N - Cycle 1: azacitidine daily on Days 1-7 and venetoclax daily on Days 1-28 + revumenib twice daily on Days 1-28
- Cycles 2+: patients who achieve a response (according to 2022 European LeukemiaNet criteria)'® may adjust

e The optimal treatment for patients with acute myeloid leukemia (AML) who are not fit for intensive venetoclax dosing based on remission status and count recovery
chemotherapy remains challenging in daily clinical practice and is dependent on': e Treatment will continue until disease progression, unacceptable toxicity, patient withdrawal, or death

- Patient characteristics (eg, age, performance status, and comorbidities)
- Disease characteristics (eg, cytogenetic/molecular abnormalities and white blood cell count) o _ o
 Patient preference Figure 3. EVOLVE-2 dosing schedule

In AML harboring an NPM1 mutation (NPM1m) or KMT2A rearrangement (KMT2Ar), the menin-KMT2A Treatment Units Schedule
interaction drives upregulation of homeobox (HOX)/Meis homeobox (MEIS) gene expression, which results in

hematopoietic differentiation arrest and leukemogenesis®* (Figure 1) 1 1 1 1 1 1 l 1
Revumenib/

Revumenib is a first-in-class, oral, potent, and selective inhibitor of the menin-KMT2A interaction® placebo mg

In the phase 2 AUGMENT-101 study (NCT04065399), revumenib monotherapy demonstrated clinically 1 1 1 1 1 1 1 1
meaningful response rates and was well tolerated in patients with relapsed/refractory NPM1m AML or
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e To further improve outcomes, studies are assessing revumenib combination regimens for newly diagnosed enetociax — msg ‘ l i
I
I
I
I
I
I
I
I
I
I
I
I

patients with acute leukemia
- In the phase 1b Beat AML study (NCT03013998), revumenib + azacitidine/venetoclax demonstrated deep Azacitidine* mg/m? 1 1 1 1 1 1 1
responses in patients >60 years of age with newly diagnosed NPM1m or KMT2Ar AML®
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Figure 1. Revumenib mechanism of action Cycle 1 Cycles 2+

Menin inhibition with revumenib . . . . .
aGiven on Days 1-7 (as shown) or on an alternate schedule (ie, over 9 days per institutional standard).

ro. bCessation of venetoclax during each cycle is dependent on blast clearance and blood counts.
Tz e ‘Revumenib/placebo is given each cycle for 28 days and will not be continued beyond Day 28 if the next cycle is delayed.
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- Overall survival - Rate of CRh and CR/CR with incomplete hematologic

HOX, homeobox; MEIS, Meis homeobox. - CR rate recovery (CRi)
e Key secondary endpoints: Measurable residual disease (MRD) negativity
- Event-free survival (CR, CR/CRh, and CR/CRi with MRD negat]V]ty)

- Rate of CR/CR with partial hematologic recovery (CRh) - Time to response
O BJ ECTIVE Duration of response
® The EVOLVE-2/HO177/AMLSG35-24/ACT-HOV-AML-002 study will assess whether revumenib + azacitidine/venetoclax
prolongs overall survival and improves the rate of complete remission (CR) in adult patients with newly C U RRE NT STATU S

diaghosed NPM1m AML who are ineligible for intensive chemotherapy

e As of May 29, 2026, this study is open to enrollment and actively recruiting patients (Figure 4)

METHODS Figure 4. Map of countries with clinical study sites

Study design

e EVOLVE-2 (NCT06652438/EU-CT 2024-512733-32-00) is a multicenter, randomized, double-blind, placebo- PN | - 3 PR S North America
controlled, phase 3 study (Figure 2) di A 71 e A ® United States of America

e Patients will be randomized 1:1 to receive either revumenib or placebo in combination with azacitidine/venetoclax o A 4 R . Europe
e Overall, 448 patients will be enrolled, including 2430 patients with NPM7Tm AML el - 8 . T - o Austria
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* Age (<75 vs =75 years) . , _
- Genotype (NPM1m vs KMT2Ar) e Placebo: PO twice daily on D1-28
* Region (Europe vs Australia vs » Azacitidine: SC or IV® daily on D1-7

United States) e Venetoclax: PO daily on D1-28
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