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Asciminib Demonstrates Comparable Tolerability and KEY FINDINGS & CONCLUSIONS
Efficacy With Once'Dain and TWice'Dain DOSing in * The end of study analysis of AIM4ACML supports the favorable safety, tolerability, and efficacy of

both asciminib 40 mg BID and 80 mg QD

C h rO n iC Mye I O i d Le u ke m ia i n C h ro n ic P h ase : F i n al — The safety and tolerability of both doses were comparable and consistent with prior studies of

asciminib in this patient population’-

An a Iys is (Wee k 72) Of the P h ase 3 b AI M4C M L Tri al — No new TEAEs leading to treatment discontinuation occurred between weeks 48 and 72,

indicating consistent tolerability across both cohorts

— By week 72, patients in both cohorts achieved or maintained MMR and/or DMR, which may be
prognostic of improved long-term outcomes in CML5 "

* Overall, the results from AIM4CML continue to support the flexibility of asciminib QD or BID
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I N T RO D U CTI 0 N * AIM4CML is a multicenter, phase 3b, open-label study of * The study was not powered to detect statistical differences

asciminib in patients with CML-CP without the T315] mutation between cohorts

Overall survival and molecular response rates in patients with CML have greatly Figure 1. Asciminib: Designed to Improve who have received =2 prior TKls and patients with CML-CP with

improved with the advent of TKIs'>': however, a real-world analysis indicated that Efficacy and Reduce Off-Target Effects vs Current T315 after 21 prior TKI (Figure 2) The study completion date (last patient last visit) was June 26,
26.0% of newly diagnosed patients and 30.5% of patients receiving their second ATP-Competitive TKls'27:28 ) ] 2024
treatment may require treatment switch5'6 * Three cohorts were enrolled in the study + All patients were followed up for 30 days after the last dose of
Intolerance is among the most common reasons for treatment discontinuation or switch All FDA.-?pproved ATP- - Cohor't A patients without T315] randomized to receive stU(_jy treatment for AEs and SAEs during the safety follow-up
and can lead to nonadherence to treatment'”-?° ;? m:_?gtll)YeJKls t:':r?f :1 a4 ) ElD pelioe
e -binding site?* R . ; ; . : T :
Patients who are nonadherent to their treatment have a lower likelihood of MMR gosutinib - Coljor_t B patients without T3151 randomized to receive The_ primary objective was t(_) evalu_ate the safety_proflle of
achievement and a higher likelihood of switching TKis;?' there remains an unmet need Dasatinib asciminib 80 mg QD asciminib by week 24 in patzlsents with CML-CP without the T315|
for safe, tolerable therapies with improved efficacy that facilitate long-term treatment a Imatinib — Cobhort C: patients with T315I assigned to receive asciminib mutation after 22 prior TKls
Asciminib is a BCR:zABL1 inhibitor that inhibits ABL1 kinase activity by binding to the S - 200 mg BID (not presented in the current analysis)
ABL myristoyl pocket (Figure 1)’ > Ponatinib Fiaure 2. Study Design?
— The phase 3 ASCEMBL and phase 1 monotherapy trials led to the approval of 9 ’ y 9
asciminib 40 mg BID _and 80 mg QD for pa’Fients w_ith previously_treated Ph+ Week 12 Week 24 Week 48 Week 72
CMtL:[QP1a3r21;:iZESC|m|n|b 200 mg BID for patients with CML-CP with the T315I [Data cutoff: June 26, 2024 ]
mutation’-322 ~
— The phase 3 ASC4FIRST trial led to the approval of asciminib for patients with o Cohort A [I.’;i:r:abry e?gpA‘;i"StAE © aboratony evaluat
newly diagnosed CML_CP22’24 ASciminib 40 mg BID arety by weel . S, S, and laboratory evaluations ) g_
Kev study criteri CML-CP without T315I =26)P e - N
Previously reported exposure-response models have revealed similar efficacy and ey study eriferta BN \ith resistancefintolerance (n=26) Secondary endpoints , 3
. s : : X « Adults with CML-CP to =2 prior TKls * Weeks 48 and 72: AEs, SAEs, and laboratory evaluations =
safety profiles of asciminib 40 mg BID and 80 mg QD in patients without the T315I Cohort B « Weeks 24, 48, and 72: PFS and OS 2
mutation®; furthermore, a more convenient QD dosing regimen may improve patient ~ Mutation analysis within Asciminib 80 mg QD O e e e o R 2
adherence and outcomes?® _ 2 leon ® Ohscreemlng (n=27)° . TL:T) :nd dir:ation-ofCI-;R, BC'.;?::ABL1‘_55:;%, MMR, Mﬁa‘*a,nand MR#5 §
’ ' * Failure® with or intolerance . N\ J
In the primary analysis of AIMACML (NCT04666259), QD and BID dosing of asciminib to the most recent TKI | Withcrgﬂs'i-égzc“é'/ti:tﬁrg:we el re—— Sooint Ny >
demonstrated comparable tolerability and efficacy in patients with CML-CP who therapy at screening to 21 prior TKI e 2 . ’V‘V‘;e‘k’:‘;‘ aﬂ;’;i';laff;'zofcemraﬁons of asciminib g
i i + ECOG PS 0-2 . screening and weeks , an : mutation profile analysis
recelved 22 prlor TK|826 \\A . C\;eeks_24, 38, adnd 72l:( MZIZ?A‘St?-CMI(_j ijpto:ntsco?esfalnd th;)i/r chang_es, EQ—SD—SL ®
Here we present the EOS (week 72) analysis from the phase 3b AIM4CML trial to Asciminib Specifically Targets the L health index and EQ VAS and their changes, healthcare resource utilization J

further evaluate the safety and efficacy of asciminib monotherapy and QD dosing in

1 27
patients with CML-CP without the T315] mutation after =2 prior TKls ABL MyrIStoyI Pocket (STAMP) Reused with permission from the American Society of Hematology. © 2023 The Authors. All rights reserved. Officially licensed by ASH for distribution via Novartis Pharmaceuticals.?®
= Adapted from Manley PW, et al. Leuk Res. 2020;98:106458. Copyright © 2020 a Must meet failure criteria adapted from the 2020 ELN recommendations.?® ® The study was not powered to detect statistical differences between cohorts.

Elsevier Ltd.?"

R E S U LTS » Similar TEAEs were reported in both cohorts and were mostly grade 1 or 2 (Figure 4)
— In cohorts A and B, respectively, 24 (96.0%) and 26 (96.3%) patients experienced 21 TEAE
« Atthe EOS analysis (week 72), 26 and 27 patients were enrolled in cohorts A and B, respectively — Grade 23 TEAEs were reported in 15 patients (60.0%) in cohort Aand 14 (51.9%) in cohort B

+ Baseline characteristics were mostly well balanced between both cohorts; overall, most patients were <65 years old and female (Table 1) Figure 4. Most Frequent All-Grade TEAEs (in 220% of Patients in Cohort A or B)

Table 1. Demographics and Baseline Characteristics 50 1 ggltlie G';;’e
Cohort A Cohort B - e T
Characteristic 40 mg BID 80 mg QD 40.0
(n=26) (n=27) 7 36.0 37.0 - Cohor8 (=21
Age <65 years, n (%) 17 (65.4) 19 (70.4) 2 33.3 32.0
Age, median (range), years 58.5 (24.0-81.0) 57.0 (22.0-84.0) % 30 - 29.6
Female, n (% 16 (61.5) 14 (51.9) t 25.9 25.9
Race, n (%() ) % 24.0 24.0 240, 240
Asian 0 2 (7.4) % 20 20.0 200,55 200
Black/African American 4 (15.4) 2(7.4) 14.8
White 21 (80.8) 22 (81.5) 111 1.1 12.0
Unknown 1(3.8) 1(3.7) 10 7.4 7.4 7.4
ECOG performance status, n (%) 3.7 4.0 4.0 4.0 37
0 12 (46.2) 13 (48.1)
1 12 (46.2) 13 (48.1) 0 Fatigue Headache  COVID-19 Abdominal Arthralgia Diarrhea Rash Cough Dyspnea Pain in Nausea
2 1(3.8) 1(3.7) pain extremity
Missing 1 (3.8) 0 2 One patient in cohort A was assigned to treatment, but treatment was not administered; therefore, the patient was not included in the safety analysis set. ® AEs occurring during treatment or within 30 days of the last study
Time since initial diagnosis, median (range), yearsa oF (0'7_1 7.6) 50 (1 2-1 7'5) medication are presented. A patient with multiple severity grades for an AE is only counted under the maximum grade.
No. of prior therapies, n (%) » Dose adjustments and discontinuations occurred in 72.0% of patients in cohort A and 51.9% in cohort B (Table 3)
. 1(3.8) 0 » AEs were the most common reason for adjustments and discontinuations in both cohorts
2 10 (38.5) 13 (48.1) . . . .
3 10 (38.5) 10 (37.0) * No new TEAEs leading to treatment discontinuation were reported between weeks 48 and 72
= 2 (10.2) c (142 Table 3. Dose Adjustments and Discontinuations
Reprinted from Andorsky D, et al. Blood. 2023;142(Suppl 1):3172. Copyright © 2023 The American Society of Hematology. Published by Elsevier Inc.*?
= Time (years) since initial diagnosis of CML = [treatment start date - diagnosis date]/365.25. Cohort A
Adjustments and discontinuations/reasons, n (%)? 40 mg BID
« By the EOS data cutoff, 46.2% of patients in cohort A and 74.1% in cohort B completed study treatment (Table 2) (n=25)°
— Overall, 50.0% of patients in cohort A and 25.9% in cohort B discontinued treatment, most commonly because of physician decision due to Patients with dose reduction, interruption, or permanent discontinuation 18 (72.0) 14 (51.9)
treatment failure per protocol (15.4% vs 11.1%) Reason for dose reduction
— The proportion of patients enrolled in safety follow-up was 88.5% in cohort A and 88.9% in cohort B, and the proportion who completed safety N S e 1)
follow-up was 76.9% and 85.2%, respectively Pgr protgcol 10 e
. . . . L . . Dispensing error 1 (4.0) 0
— Discontinuation of safety fqllow-up was due to treatment failure per protocol, decision based on the protocol, and travel issues (3.8% each) in Dosing error 0 13.7)
cohort A and death (3.7%) in cohort B Sl desitn 1(4.0) 0
Table 2. Patient Disposition® Reason for dose interruption
AEs 8 (32.0) 12 (44.4)
. Cohort A COliSLIE Per protocol 2 (8.0) 0
Variable, n (%) 40 mg BID 80 mg QD .
(n=26) (n=27) Dosing error 2 (8.0) 2(7.4)
Patients treated 25 (96.2)° 27 (100) ShpEielzi SEGEian < (1210 1G.7)
Patients who completed treatment 12 (46.2) 20 (74.1) Patient decision 1(4.0) 4(14.8)
Patients who discontinued treatment 13 (50.0) 7 (25.9) Technical problems 0 1@3.7)
Primary reason for treatment discontinuation Reason for permanent discontinuation
Physician decision 9 (34.6) 3 (11.1) AES 31(12.0) 1 (5.7
Treatment failure per protocol® 4 (15.4) 3 (11.1) Per protocol 0 1@3.7)
Noncompliance? 3 (11.5) 0 Physician decision 1 (4.0) 0
Early discontinuation 1(3.8) 0 Eatignt depision - | | . 1 (4_0) 0
Potential future intolerance® 1 (3.8) 0 ;Qﬁ;()::tl?Ar;;;A/rl]tgtr:]tgltl:;élgdogc?r:;eggfzstyo;sarlszisso:eft(.)r dose reduction or interruption was only counted once in that category. ® One patient in cohort A was assigned to treatment, but treatment was not administered; therefore, the
AE 3 (11.5) 1(3.7)
Patient decision 1(3.8) 2(7.4) » By week 72, molecular response rates were comparable between cohorts A and B (Figure 5)
Withdrawal of participation 1(3.8) 0 + The median time to first MMR was 24.0 weeks (95% Cl, 4.1 weeks-NE) in cohort A and 22.9 weeks (95% CI, 11.1-28.3 weeks) in cohort B, and the
Patient decided to withdraw 0 1(3.7) median time to first MR* was 36.1 weeks (95% ClI, 11.1 weeks-NE) and 58.6 weeks (95% Cl, 23.1 weeks-NE), respectively
Patient’s co-pay was too high 0 1(3.7)
Progressive disease 0 1(3.7) Figure 5. Molecular Responses by Week 72
Patients enrolled in safety follow-up 23 (88.5) 24 (88.9) 100 1 Cohort A (n=26)
a By the completion date of June.26, 202.4..At0tal of 3 pati.ents V\{ith the T3151 mutation werg enrolled to recei\{e asciminib 200 mg BID; this treatment arm is not prgsented in the currept analys!s. bA.patient en.rol.led in cohort A 40 mg BID
did not receive treatment per patient decision. ¢ Includes discontinuation due to treatment failure, treatment failure per protocol, and no MMR. ¢ Includes noncompliance and noncompliance while taking prescription.

¢ Investigators provided an explanation of “Discontinuation due to physician decision” at their own discretion.

80 85.2 B Cohort B (n=27)

(66.3-95.8) 80 mg QD
70.4

60 61.5 (49.8-86.3)

(40.6-79.8)

* The median (range) duration of exposure was 55.3 weeks (2.9-73.3 weeks) in cohort A and 71.0 weeks (1.3-80.6 weeks) in cohort B
» The safety profile of asciminib was similar in cohorts A and B (Figure 3)

— Atotal of 3 patients (12.0%) in cohort A and 1 (3.7%) in cohort B experienced TEAEs leading to discontinuation, these were neutropenia and
thrombocytopenia (in the same patient), abdominal pain, and hypertension (4.0% each) in cohort A and myocardial infarction (3.7%) in cohort B

— SAEs (any AE [appearance of or worsening of preexisting] undesirable signs, symptoms, or medical conditions that are fatal or life-threatening)
were infrequently reported in both cohorts; no fatal SAEs were reported in cohort A, and 1 fatal SAE (3.7%) was reported in cohort B (sepsis)

» AOEs were reported in 2 patients (8.0%) in cohort A and 2 (7.4%) in cohort B
— In cohort A, brain stem infarction and coronary artery stenosis were reported in 1 patient each

1

50.0 48.1

29.9-70.1 y
( ) 38.5 (28.7-68.1)

(20.2-59.4) 30.8

40

1

Patients (95% CI), %?

29.6
(14.3-51.8) W (13.8-50.2)

20

1

— In cohort B, acute coronary syndrome, angina pectoris, myocardial infarction, and increased troponin T level were reported in 1 patient, and 0 - S <10 . s
arteriosclerosis coronary artery was reported in another patient BCR::ABL1> 1% MMR MR MR*

. . . . . . . . 2 Patients included in th lysi ind dent of th t baseline.
« No on-treatment deaths were reported in cohort A, and 2 were reported in cohort B (1 each due to study indication/disease progression and sepsis); afients incudedin The analysis are indepencent of he response & baseine

there were no new on-treatment deaths since the primary analysis « Of 10 evaluable patients in cohort A and 12 evaluable patients in cohort B with BCR::ABL1'S >10% at baseline, 4 and 8, respectively, had improved
» One patient in cohort B died during the safety follow-up period responses (Table 4)

— Of 10 patients with BCR::ABL 1" >10% in cohort A, 2 (20.0%) achieved BCR::ABL1'S >1% to <10% and 2 (20.0%) achieved BCR.::ABL 1" >0.1%

Figure 3. Overview of Treatment-Emergent AEs to <1% by 6 months

= a . . . . .
100 - fg':g"é?[g" 25) — Of 12 patients with BCR::ABL1'S >10% in cohort B, 3 (25.0%) achieved BCR::ABL1' >0.1% to <1%, 4 (33.3%) achieved BCR::ABL1'S >0.01% to
<0.1%, and 1 (8.3%) achieved BCR::ABL 1" <0.01% by 6 months
[ Cohort B (n=27)
m D . . .
i 80mg Q Table 4. Categorical Response Shift From Baseline by 6 Months
80
Cohort A Cohort B
Posttreat ¢ 40 mg BID 80 mg QD
o . .
2 40 - B%;_f:‘; ,'_"ﬁsn Baseline BCR::ABL1'S* Baseline BCR::ABL1'?
3 h >0.01to >0.1to >1to . >0.01to >0.1to >1to I
2 <0.01% 0 0 o >10% Missing <0.01% 0 0 o >10% Missing
< <0.1% 1% £10% £0.1% 1% £10%
= 40 - Evaluable patients 5 2 4 2 10 3 3 4 4 4 12 0
o Distribution, n (%)°°
<0.01% 5(100.0)[1(50.0) 0 [1(500) © 1(33.3) 2(66.7) 0 0
20 | >0.01t0 <0.1% 0 1(50.0) [2(50.0) © 0 0 0 3 (75.0) 0
>0.1to 1% 0 0 2 (50.0) 0 0 0 1(25.0) 1(25.0) 0
>1 to <10% 0 0 0 1 (50.0) 1(33.3) 0 0 0 0 0 0
0 >10% 0 0 0 0 5 (50.0) 0 0 0 0 1(25.0) 2(16.7) 0
All-grade AEs Grade 23 AEs SAEs®¢ AEs leading to AEs leading to Missing 0 0 0 0 1(10.0) 1(33.3) 1(33.3) 0 0 0 2(16.7) 0
treatment dose adjustment
. . . c . . c i .
discontinuation and/or interruption Compared to baseline, BCR::ABL1'S level category: - Improved Did not change Worsened
2 One patient in cohort A was assigned to treatment, but treatment was not administered; therefore, the patient was not included in the safety analysis set. ® A patient with multiple severity grades for an AE is only counted under 2 The number of patients is the number who received 21 dose of asciminib in each category of BCR::ABL1 transcript level at baseline. ® Percentages may not total 100 because of rounding. ¢ Percentages were calculated on the
the maximum grade. ° All grade. ¢ SAEs were defined as any AE (appearance of or worsening of preexisting) undesirable signs, symptoms, or medical conditions that are fatal or life-threatening. basis of the number of patients who could be evaluated.
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