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Pharmacokinetic (PK) Assessment of Revumenib in Patients With Relapsed/Refractory (R/R) PFse4
Acute Leukemias Harboring a AM72A Rearrangement (KMT72Ar) or NPM17 Mutation (NPM7m):
Impact of Food and Concomitant Medications
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INTRODUCTION RESULTS

Revumenib, a first-in-class, oral, potent, and selective inhibitor of the Food effects Effect of concomitant CYP3A4i

menin-KMT2A interaction (Figure 1), is used for the treatment of « Revumenib and M1 exposure ranges overlapped under fasted and fed (low-fat ‘ ini ‘ '
relapsed/refractory (R/R) acute myeloid leukemia harboring an P g PP « PopPK modeling showed that co-administration with a strong

NPM T mutation (NPM1m) or R/R acute leukemia with a AMT72A translocation meal) conditions (Figure 2) CYP3A4i, such as voriconazole, posaconazole, and
in adult and pediatric patients 1 year and older?:2 As Compared with the fasted state, a low-fat meal (400_500 calories with <25% itraconazole, resulted in a 2.2-fold increase in revumenib Revumenib AUC,., (ng-h/mL) Revumenib Cp.ss (ng/mL) Revumenib C, s (ng/mL)

fat content) reduced revumenib C.,, and AUC by 27% and 12%, respectively, and AUC0_12h,SS, Cmax,sw and Cmin,sw while M1 exposure was not 00 OOO:_Mediar':l::ﬂ,JSS.96Media:l::1165,:72.86 30’000:'Medi?\ln::124%67.16 Medi?\lr::1251693.98 10rOOOEMediS?:1zg6.17 Mediﬁ?:1;23.85

Given the severity of disease, frequent polypharmacy, and variable clinical M1 C,... and AUC by 14% and 18%, respectively. Median T.... was unchanged for affected (Figure 3) /000 o ool

status in patients with R/R acute leukemias,3¢ dosing flexibility is essential : i 1000}
‘ revumenib and delayed by 1.8 hours for M1 (Table 1 ) o : : : 30,9001 . :
to support consistent treatment delivery and optimize outcomes Y y ( ) co-administration with a moderate CYP3A4i, such as 10,000k 30001 3

fluconazole and isavuconazole, did not show a meaningful " 1000}
/- . . o Median: : ian: ] 2 ian: A ian: ! 10,000 ian: ; ian: !
/ | \ Figure 2. Mean (SD) plasma concentration-time profiles of N e E s e L R

\ effect on the exposures of revumenib or M1 (data not shown) 2 :' O
Figure 1. Revumenib mechanism of action (A) revumenib and (B) M1 under fasted or fed (low-fat meal) conditions / \ I 000} i |
igure 3. Forest plot showing the effect of strong ol ——— | I — ——
-aFasted -e-Fed CYP3A4i on steady-state exposure of revumenib O el

o piot B. and M1

Mutated LWl fusion protein
). expression : 10 " Median: 15,287.1 Median: 18,345.72 F Median: 2068.17 Median: 2433.20| 10,000 median: 664.82  Median: 897.80
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Figure 4. Predicted steady-state exposures of revumenib in \
patients who did and did not receive gastric acid-reducing agents

sjuage sulonpal-ploe
nv

sploejuy

=

Leukemic gene

10’000:_ i E

P

0’@'

Leukemia

N
i

KMT2Ar AL: interaction between menin and KMT2A fusion protein drives leukemic gene expression resulting in leukemogenesis
" NPM1m AML: interaction between menin and WT KMT2A drives leukemic gene expression resulting in leukemogenesis

Adults and children =1 year of age
with R/R AML or AL
Leukemic gene

‘ ¥u Y Ira Y ex ressron
NPM1m AML Vestded bl led . & fusion protein \ p —

|

' - - i
| - ] 100
|

' Fedi - F edi - 10,000 pod; -
I Median: 15,933.05 Median: 16,374.23 E Median: 2141.08 Median: 2176.84 ’ F Median: 728.02 Median: 694.12
|

I.H 100,000  N:191 N: 105 e | N: 191 N: 105 - N: 191 N: 105

—
gl
1 1

Ll

30,000F 1 1000}

KMT2Ar A

10,000

Mean (SD) dose-normalized
concentrations (ng/mL/mg)
Mean (SD) dose-normalized
concentrations (ng/mL/mg)

1OOE

No Yes No Yes No Yes

o
-_—
o
—

Different1atlon yi

|
|
|
|
|
|
|
|
|
|
:
: Data presented are PopPK model-predicted exposures at steady state following administration of revumenib 270 mg q12h
|

AUC, 1,,, area under the concentration-time curve from time 0 to 12 hours; C,, s, maximum concentration at steady

: state; C.inss, Minimum concentration at steady state; CYP3A4i, cytochrome P450 3A4 inhibitor; H2RA, histamine 2
: receptor antagonist; PopPK, population pharmacokinetics; PPIl, proton pump inhibitor; g12h, every 12 hours.
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iy CONCLUSIONS

KHOX, homeobox; MEIS, Meis homeobox. /
Q, major metabolite of revumenib; SD, standard deviation.

Table 1. Summary of dose-normalized PK parameters of revumenib anh

To characterize the pharmacokinetics (PK) of revumenib and its major M1 under fasted or fed (low-fat meal) conditions Low-fat meals did not cause clinically meaningful

metabolite (M1), with emphasis on factors that may influence dosing Geometric mean 05 10 15 220 25 30 05 10 15 20 25 30 changes in revumenib or M1 PK, which indicates that

fle>.<1t?1l1ty, mcludm.g food and c;oncqmltant medlcatmns (such as CYP{SA4 Analyte ey : Fasted? ratio (90% Cl) | | revumenib can be administered inderai T .
inhibitors [CYP3A4i]) and gastric acid-reducing agents (such as antacids, Fed vs Fasted Geometric mean ratio (90% Cl) :
histamine 2 receptor antagonists [H2RAs], and proton pump inhibitors [PPIs]) or with a low-fat meal
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|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|

11.99 8.715 72.61 . .
(26.6); 11 (51.8); 11 (52.37, 100.68) Revumenib can be dose adjusted to enable

Gray shaded region represents a range of 0.8 to 1.25. Horizontal bars represent geometric mean

d 90% ClI f h ter. ) o o . - .

DN AUC ng- h/mL/mg 42.02 34.20 81.47 ZTJCOQh,SS, a(r)(;aeaﬁdgra’zﬁ(renioircentration-time curve from time 0 to 12 hours at steady state; CO ad mi n]Stratlon W]th d Strong CYP3A4]
M E H O D S - Catt (34.3); 11 (64 3) 11 (60. 52, 109.67) Ciax,ss» Maximum concentration at steady state; C;, s, minimum concentration at steady state; . . . . .
I Revumenib \cwm, cytochrome P450 3A4 inhibitor; M1, major metabolite of revumenib, / Revumenib has no drug-drug interaction with antacids,

119.2 101.7 87.69 . .
DN_AUCq 1z ngh/mL/mg - 1) o).y (62.5): 9 (67.06, 114.66) H2RAs, or PPls, which enables concomitant use of

PK data were obtained from 286 adult (=18 years of age) and 49 pediatric 5 00 5 13 revumenib with these gastric acid-reducing agents

(<18 years of age) patients with acute leukemia, including those with Tnax (0.48-4.13): 11 (2.00-4.20); 11 NA . . .. ; .
KMT2A rearrangements (KMT2Ar) and NPMTm, who were enrolled in the Effect of concomitant antacids, H2RAs, and PPIs Overall, these findings reinforce the flexible

: : : . 2.401 2.080 86.31 . . . . . s . . .
322: ; f/fef\/tdrihé\gir:)mo1 trial (NCT04065399) following single and multiple DN_Cpox  ng/mL/mg ("0 59.3): 1 6121, 121.7) . In AUGMENT-101, 52.7% of patients received gastric acid- administration and individualized dosing provided

10.90 9 271 84 99 reducing agents, with PPls being most common (PPls [35.5%], by revumenib
For the food-effect assessment, noncompartmental PK analyses were DN_AUCo.en ng-h/mbimg 4g 2. 41 (58.7); 11 (60.9, 118.61) H2RAs [18.2%], antacids [5.7%])

performed in a subgroup of patients (n = 11) who received revumenib in a
fasted state and after the intake of a low-fat meal DN_AUC, ;,;, ng-h/mL/mg

DN_C..x ng/mL/mg

37.29 30.78 81.83 PopPK modeling showed no statistically significant effect of

(44.9); 11 (60.3); 10 (59.87, 111.86) these concomitant medications on any revumenib PK REFERENCES
. . . . . . . 1.1 GC, et al. J Clin Oncol. 2025;43(1):75-84. 4. | GC, et al. Blood C J. 2021;11(9):162.
For concomitant medication assessment, population PK (PopPK) modeling was 2 00 3.83 parameters, with comparable revumenib exposures between Z,Zfiuanoi,\f ot al.";logé?zozs;146(59));1065_1077. 5. I_Sisi, ctal. Cancer Chemother Pharmacf:l? 2019;84(4):799-807.

conducted using data from all patients to systematically quantify PK Tinax (0.50-6.03): 11  (2.00-6.03); 11 NA patients who did and did not receive these agents (Figure 4); 3. RanieriR, et al. Leukemia. 2022;36(10):2351-2367. 6. Dohner H, et al. Blood. 2022;140(12):1345-1377.

variability and evaluate these covariate effects similar findings were observed for M1
aParameter values shown as geometric mean (geometric CV%); n. T,,,, presented as median (min-max); n ACKNOWLEDGMENTS
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