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Asciminib 15tline: ongoing trials

Asciminib 1L treatment * ASCAFIRST, ASCA4START, * Subanalysis / pooled
(monotherapy or combination ASC2ESCALATE analysis across 1L studies
upfront) short-term and long-term RCs: EUTOS Support potential in scope lIT
outcomes IIT: ALERTCML (US CML Consortium, proposals

CABLOO1AUSO6T), FASCINATION, US CML Registry
ASCEND, ASCENDANCE,US 1L
MDACC, PEARL

Realworld use of asciminibin 1L: * CML Consortium - Prospective observational
populations, factors/drivers for studies/registries upon 1L
treatment choice, and outcomes approval

US CML Registry
Asciminib vs dasatinib (including * ASCAFIRST (dasatinib
lowerdose)in 1L cohortsub-analysis)

US CML registry (indirect
comparison)



ASCEND is an ongoing, prospective, phase Il lIT of frontline
asciminib in patients with CML-CP

Key inclusion
criteria

* Newly diagnosed
patients with CML-
CP

+ 218 years of age

Study purpose: Assess efficacy of asciminib in newly diagnosed patients with CML-CP

3months | 6months | 12months | 18 months

Treatment

starts Asciminib 40 mg BID

\ 4

Patients with

treatment failure Asciminib 40 mg QD + nilotinib 300 mg BID or asciminib 60 mg QD +

at 3,6, 12, or 1§ imatinib 400 mg QD or asciminib 80 mg QD + dasatinib 100 mg QD
months (physician’s choice)

Co-primary endpoints
 EMR or BCR::ABL1'S <10% at 3 months (final analysis)
* MMR by 12 months (interim analysis)

Reused w ith permission fromthe
American Society of Hematology. ©
2022 The Authors. Allrights reserved.
Officially licensed by ASH for distribution
via Novartis Pharmaceuticals
Corporation.

ALLG, Australasian Leukaemia Lymphoma Group; BID, tw ice daily; CML, chronic myeloid leukemia; CP, chronic phase; DMR, deep molecular response (MR4, BCR::ABL1!S
<0.01%; MR45, BCR::ABL1'S <0.0032%); EMR, early molecular response (BCR::ABL1'S <10% at 3 months); IIT, investigator-initiated trial; IS, International Scale; MMR, major

molecular response (BCR::ABL1'S £0.1); QD, once daily; PRO, patient reported outcomes.

a BCR::ABL1'S >1%, 0.1%, and 0.01% at 6, 12, and 18 months, respectively. ? BCR::ABL1'S >10% at 3 or 6 months, and BCR::ABL1'S >1% at 12 or 18 months.

¢ ASCEND has completed enrolment at 14 Australian sites and 1 New Zealand site.

1. Yeung DT, et al. Presented at: ASH 2022; December 10-13,2022; New Orleans, LA, and virtual. Abstract 79. 2. Yeung DT, et al. Presented at: ASH 2023; December 9-12,

2023; San Diego, CA, and virtual. Abstract865. 3. Yeung DT, et al. Blood. 2024,7(144):1993-2001.



Patient demographics

Age, median, years

Female

38.6%

N=101

ELTS score

Low 72,3%

Intermediate . 21,8%

High I 5,0%

NA | 1,0%

Prior therapies  Hydroxyurea 49,5%

Leukapharesis 2,0%

Race

78,2%

Caucasian East or south- Other
central Asian

Reprinted from Yeung DT, et al. Blood. 2024;144(19):1993-2001.Copyright © 2024 American Society of Hematology. Published by Elsevier Inc.

ELTS, EUTOS long-termsurvival; EUTOS, European Treatment and Outcome Study; IIT, investigator-initiated trial; NA, not applicable. 5

Yeung DT, et al. Blood. 2024;7(144):1993-2001.



Patient disposition

Patients, n Asciminib (n=101)
Continuingtreatment 81
Discontinued treatment 20

Reason for discontinuation

Intolerance®
Resistance
Failure to achieve EMR
Loss of response
Progressionto AP/BCP

Loss to follow-
up/withdrawn consent

— 01 N 00 O

5

Enrolled but never started 1

With a median follow-up of 28
months (range, 0-42 months),
20 patients discontinued
asciminib treatment

AP, accelerated phase; BC, blast crisis; EMR, early molecular response (BCR::ABL1'S <10% at 3 months); IIT, investigator-initiated trial.

a Including lipase elevations (n=3), pancreatitis (n=1), and cytopenia (n=2). b Lymphoid BC.

Yeung DT, et al. Oral presentation at: 66th ASH Annual Meeting & Exposition; December 7-10, 2024; San Diego, CA. Oral 476.



Co-primary endpoints

EMR MMR by 12 months
(BCR::ABL1'S £10% by 3 months)

100 -
80 A

60 A

Patients, %

40 A

20 A

* Almost all patients achieved EMR, supporting the early responses associated with asciminib
 The second co-primary endpoint, MMR by 12 months, was achieved by 79% of patients

EMR, early molecular response, BCR::ABL1'S £10% at 3 months; IIT, investigator-initiated trial; IS, International Scale; MMR, major molecular response (BCR::ABL1'S <0.1%).
Yeung DT, et al. Oral presentation at: 66th ASH Annual Meeting & Exposition; December 7-10, 2024; San Diego, CA. Oral 476.



Molecular responses at time points

100 - MMR MR4 MRA45
80 -
S
[ 60 T
/2]
]
c
2
240 1
o
20 -
0 -

At 18 months?2 At 24 monthsP At 18 months2 At 24 monthsP At 18 months?2 At 24 monthsP

« Of 5 patients with high ELTS risk, 3 had MMR at 12 months and 0 had MR# at 18 months

ELTS, EUTOS long-term survival score; EMR, early molecular response, BCR::ABL1'S £10% at 3 months; EUTOS, European Treatment and Outcome Study; IIT, investigator-
initiated trial; IS, International Scale; MMR, major molecular response (BCR::ABL1'S <0.1%); MR4, BCR::ABL1'S <0.01%; MR*5, BCR::ABL1'S £0.0032%.
aOf 95 eligible patients.? Of 76 eligible patients.

Yeung DT, et al. Oral presentation at: 66th ASH Annual Meeting & Exposition; December 7-10, 2024; San Diego, CA. Oral 476.



Cumulative molecular responses by specific timepoints
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The cumulative incidences of MMR, MR#, and MR#> increased from 12 to 24 months

IIT, investigator-initiated trial; IS, International Scale; MMR, major molecular response (BCR::ABL1'S £0.1%); MR?*, BCR::ABL1'S <0.01%; MR*5, BCR::ABL1'S <0.0032%.
Yeung DT, et al. Blood. 2024;7(144):1993-2001.



BCR::ABL1 kinetics in patients with suboptimal response at 12 and 18 months

'H'H‘ Patients with BCR::ABL1'S £1% but not in MMR at 12 months (n=13)

|/ 7 patients increased dose to asciminib 80 mg BID |—'5 patients continued asciminib at 40 mg QD

| |

5 of these patients achieved MMR after 3 to 18 2 of these patients achieved MMR after 6 months
months

'H'H‘ Patients not in MR* at 18 months (n=33)2

21 patients had a follow-up at 24 months

I
v v

| /' 3 of 12 patients who had a dose increase I:» 1 of 9 patients who remained on
to asciminib 80 mg BID achieved MR# asciminib 80 mg QD achieved MR#

« BCR::ABL1 kinetics were assessed in patients with suboptimal response at 12 and 18 months

BID, twice daily; IS, International Scale; MMR, major molecular response (BCR::ABL1'S <0.1%); MR*, BCR::ABL1'S <0.01%; QD, once daily.
a|ncluding 3 patients without MMR, w ith BCR::ABL1 0.12%, 0.28%, and 0.31%. 10
Yeung DT, et al. Oral presentation at: 66th ASH Annual Meeting & Exposition; December 7-10, 2024; San Diego, CA. Oral 476.



PFS and EFS at specific time points

Event, % (95% CI) EFS
At 12 months — 90 (82.1-94.4)
At 24 months 99 (96.8-100) 85 (75.7-91.4)

[Permissions line placeholder]

* No deaths were reported on study
« 4 patients received allogeneic stem cell transplants after discontinuation, including:

1 patient whose disease progressed to lymphoid BC
2 patients who discontinued due to prolonged treatment-emergent cytopenias
1 patient with EMR failure

BC, blastcrisis; EFS, event-free survival; EMR, early molecular response (BCR::ABL1'S <10% at 3 months); IIT, investigator-initiated trial; IS, International Scale; PFS,
progression-free survival. 11
Yeung DT, et al. Blood. 2024;7(144):1993-2001.



Treatment-emergent AEs

Hematologic
Wt

(>10% opratients)

N

Select nonhematologic Nonhematologic
(<10% of}\patients)

Anemia

Thrombocyto penia
Infectio r?

Fatigue

Upper respiratory infection

Increased lipase

) 8
Neutropenia [IIIINENEGEGEGEN ¢
i I - 15 *  MostTEAEs manifested within
[ 30 the first 3 months of
» 26 treatment
I 10 21 ° Hemato[ogicTEAES

Skin disorders .
N o contributed to treatment
Abdominal pain IS 18 discontinuation in 3 patients
Nausea o
- i *  Mostnonhematologic AEs
Musculoskeletal 16 were grade 1/2 and resolved
Gasfm:‘e:“"_al : ! 13 without leading to treatment
ack pain 1 1 . . .
Arthralgia 0 discontinuation
SO“‘:f - 1 * Hypertensionwas reported as
troke 1 - . . o g .
Increased bilirubin 3 a Cllnlcally SlgnIfICa I"ItAE |n
Increased ALT [ 1 4 5% Of patlentS
Increased AST Il 1 6
Increased ALP 5 Any grade
Increased amylaseC I - 7 [ | Grade 3/4
Hypertension | 3 22
0 10 20 30

Patients, %

AE, adverse event; ALP, alkaline phosphatase; ALT, alanine aminotransferase; AOE, arterial occlusive event; AST; aspartate transferase; BM|, body mass index; CTCAE,

Common Terminology Criteria for Adverse Events; DBP, diastolic blood pressure; IIT, investigator-initiated trial; SBP, systolic blood pressure; TIA, transientischemic attack.

a The 3 grade 3 infective episodes w ere hospitalizations in 3 patients for pneumonia, skin infection from cat scratch, and septic arthritis. ® A 73-year-old w oman with pre-existing

type 2 diabetes, hypertension, and high BMI had a lacunar infarct 20 months into treatment presenting as a TIA, with asecond TIA affecting the same territory 28 months into
treatment. There w as complete neurological recovery aftereach episode. No other treatment-emergent AOE w as reported. ¢ Defined as 2 consecutive measurements meeting the
CTCAE criteria, w ithout a prior history of hypertension at study entry. The relevant parameters are: SBP =140-159 mm Hg and/or DBP =90-99 mm Hg for all grades and SBP

2160 mm Hg and/or DBP =100 mm Hg for grade =3. 12
Yeung DT, et al. Blood. 2024;7(144):1993-2001.



Mutations

Mutations?

Patients with =21 mutation, n
A337T
A337T
V506L
T3151/M244V
A337T/A337V/P465S

Patients who discontinued
asciminib due to resistance

(n=8)

5
1
1
1
1
1

Reason

Loss of MMR at 6 months
Loss of MR* at 18 months
Loss of MR? at 6 months
Loss of MMR at 12 months

Lymphoid blast crisis at 6 months

¢ Ofthe 20 patients who discontinued asciminib, 8 discontinued due to resistance, with 5 patients developing mutations
leading to loss of response or disease progression’

IIT, investigator-initiated trial; IS, International Scale; MMR, major molecular response (BCR::ABL1'S <0.1%); MR2, BCR::ABL1'S £1%; MR4, BCR::ABL1'S <0.01%; MR*3,
BCR::ABL1'S £0.0032%; TMC, trial management committee.
a BCR::ABL1 kinase domain testing w as conducted if 1 of the follow ing criteriawas met: (1) BCR::ABL1'S >10% at 3 months, >1% at 6 months, and >1% at 12, 18, and/or 24
months; (2) any events classified as acquired or primary resistance or disease progression; (3) study discontinuation because of treatment failure or loss of response; (4) a>2-fold
risein BCR::ABL1 transcriptlevels at the first occurrence, froma nadir of <0.1% to a level of >0.1%; or (5) a specific request for mutation testing from the treating clinician or the

TMC.2

1. Yeung DT, et al. Oral presentation at: 66th ASH Annual Meeting & Exposition; December 7-10, 2024; San Diego, CA. Oral 476. 2. Data on file. ASCEND-CML Study Protocol 13
V2.0. Australasian Leukaemia and Lymphoma Group; 2021.



ASCA4FIRST: Study design

Keyinclusion
criteria

* Newly
diagnosed Ph+
CML-CP with
no prior TKls?

« 218 years of
age

ASC 80mg QD (n=201)

Prerandomization TKI Stratification by: Imatinib stratum: ASCMA(n=101) +
selection * Prerandomization s : T
 The TKl a patient will TKl selection (IMA 2G TKIstratum: ASC26(n=100) o
take if randomized to or 2G TKil) R 11 S
IS-TKIarm —- ELTSrisk category ———_ _ =
Selected by physician (low/intermediate/ N=405 AlLIS-TKIs at label doses (n=204) 5 S‘
In consultation with high) Imatinib stratum: IS-TKIMA(n=102) I
patient =
L]

2G TKlstratum: IS-TKI?¢(n=102)

From Hochhaus A, et al. N Engl J Med. 2024;391(10):885-898. Copyright © 2024 Massachusetts Medical Society. Adapted w ith permission fromMassachusetts Medical Society.

Primary endpoints

Key secondary endpoints

MMR at week 48 with ASC vs all IS-TKIs
MMR at week 48 with ASCMA ys IS-TKIMA (imatinib stratum)

} Datacutoff: Nov 28, 2023

MMR at week 96 with ASC vs all IS-TKIs
MMR at week 96 with ASCMA vs |S-TKIMA (imatinib stratum)

} Datacutoff: Oct 22, 2024

2G, 2nd generation; ASC, asciminib; CML-CP, chronic myeloid leukemia in chronic phase; ELTS, EUTOS long-term survival score; EUTOS, European Treatment and Outcome Study;
IMA, imatinib; IS, investigator selected; LPFT, last person 1sttreatment; MMR, major molecular response; Ph, Philadelphia chromosome; QD, once daily; R, randomized; TKI, tyrosine
kinase inhibitor.

a Ether imatinib, bosutinib, dasatinib, or nilotinib is allow ed for <2 w eeks prior to randomization. Treatment w ith other TKis prior to randomization w as not permitted. ® Patients w ill remain
on study for 5 years after the last patient 1stdose, unless they have discontinued early due to treatment failure, disease progression, intolerance, or investigator or patient decisior.4
Hochhaus A, et al. N Engl J Med. 2024;391(10):885-898.



Demographics and baseline disease characteristics

All asciminib Imatinib stratum |2G TKI stratum

Imatinib stratum [2G TKI stratum

Variable
Age, median (range), years 52.0 (18.0-79.0)  56.0 (21.0-79.0)  43.0 (18.0-76.0)  50.5 (19.0-86.0) 54.5 (20.0-86.0)  43.0 (19.0-83.0)
Age group, %

18 to <65 years 77.1 68.3 86.0 76.0 68.6 83.3

65 to <75 years 17.9 23.8 12.0 16.7 21.6 11.8

275 years 5.0 7.9 2.0 7.4 9.8 4.9
Male, % 65.2 61.4 69.0 61.3 63.7 58.8
Framingham 10-year cardiovascular disease risk, %

Low (<10%) 54.2 40.6 68.0 54.9 39.2 70.6

Intermediate (10%-20%) 15.9 20.8 11.0 21.6 28.4 14.7

High (=20%) 29.9 38.6 21.0 23.5 32.4 14.7
ELTS risk, %2

Low 60.7 61.4 60.0 61.3 62.7 59.8

Intermediate 27.9 29.7 26.0 27.9 29.4 26.5

High 11.4 8.9 14.0 10.8 7.8 13.7

From Hochhaus A, et al. N Engl J Med. 2024;391(10):885-898. Copyright © 2024 Massachusetts Medical Society. Adapted w ith permission fromMassachusetts Medical Society.

* More patients in the IMA stratum were >65 years old, with higher cardiovascular disease risk and lower ELTS risk,
which may reflect physician preference for IMA in these subgroups

2G, 2nd generation; ELTS, EUTOS long-term survival score; EUTOS, European Treatment and Outcome Study; IMA, imatinib; IS, investigator selected; TKI, tyrosine kinase inhibitor.
a Based on randomization data. 15
Hochhaus A, et al. N Engl J Med. 2024;391(10):885-898.



Patient disposition at data cutoff

Imatinib Imatinib
All asciminib stratum 2G TKI stratum stratum 2G TKI stratum
Patients randomized, % (n=201) (n=101) (n=100) (n=102) (n=102)
Treatment ongoinga:® 81.6 82.2 81.0 60.3 52.0 68.6
Discontinued treatment 17.9 16.8 19.0 38.2 46.1 30.4
Unsatisfactory therapeutic effect 9.5 7.9 11.0 20.6 28.4 12.7
Treatment failure per ELN 5.0 5.9 4.0 13.7 18.6 8.8
Confirmed loss of MMR 2.0 2.0 2.0 1.5 2.0 1.0
Other 2.5 0 5.0 5.4 7.8 2.9
Adverse event 6.0 5.9 6.0 12.7 12.7 12.7
Progressive disease 1.0 2.0 0 2.0 2.9 1.0
Physician decision 0.5 0 1.0 0 0 0
Protocol deviation 0.5 1.0 0 1.0 1.0 1.0
Patient deviation 0.5 0 1.0 1.5 1.0 2.0

Reused w ith permission fromthe American Society of Hematology. © 2024 The Authors. Allrights reserved. Officially licensed by ASHfor distribution via Novartis Pharmaceuticals Corporation.

« More patients were ongoing treatment with asciminib than all IS-TKls
» The discontinuation rate was twice as high with all IS-TKIs compared with asciminib

2G, 2nd generation; ELN, European LeukemiaNet; IS, International Scale; IS-TKI, investigator-selected tyrosine kinase inhibitor; MMR, major molecular response (BCR::ABL1'S <0.1%); TKI,
tyrosine kinase inhibitor.

a Atdata cutoff: October 22, 2024. A patient stratified to imatinib as prerandomization selection of TKI received nilotinib as actual treatment. Hence, this patient is considered in the imatinib
stratum for efficacy analysis and in the 2G TKI stratum for safety analysis. 16
Cortes JE, et al. Oral presentation at: 66th ASH Annual Meeting & Exposition; December 7-10, 2024; San Diego, CA. Oral presentation 475.



MMR rates at time points

Patients, %

ASC vs IS-TKIs ASCMA yg |S-TKIMA ASC?CG vs IS-TKI?G

Primary Key secondary Primary Key secondary Secondary
endpoint 1 endpoint 1 endpoint 2 endpoint 2 endpoints?
18.9%¢2 22.4%? 29.6%" 29.704b 8.204b
(95% Cl, 9.6%-28.2%; (95% Cl, 13.6%- (95% Cl, 16.9%- (95% ClI, 17.6%-41.8%; (95% Cl, -5.1% to 15.1%"
100 - P<.001)¢ 31.3%; P<.001)c 42.2%; P<.001)° P<.001)° 21.5%) (95% Cl, 2.3%-28.0%)
I 1 I | | 76 2 | I 1 I 1
74,1 .
g0 | 67,7 ’ 69.3 66.0 72.0
57,8
60 ] 49,0 52’0
40 - I
20 H
0 .
Week 48 96 48 96 48 96
ASC (n=201) [l IS-TKI (n=204) ASCMA (n=101) [ 1S-TKIMA (n=102) i

AsC26 (n=100)l

Reused w ith permission fromthe American Society of Hematology. © 2024 The Authors. Allrights reserved. Officially licensed by ASHfor distribution via Novartis Pharmaceuticals Corporation.

MMR rate at week 96 continued to be superior with ASC vs all IS-TKIs, meeting the 1st key secondary endpoint

MMR rate at week 96 continued to be superior with ASCMA ys IS-TKIMA meeting the 2nd key secondary endpoint
Treatment difference for the MMR rate at week 96 between ASC2¢ and IS-TKI?C increased
MMR rates at week 96 were consistently higher with ASC overall and across strata

2G, 2nd generation; ASC, asciminib; ELTS, EUTOS long-term survival score; EUTOS, European Treatment and Outcome Study; IMA, imatinib; IRT, interactive response technology; IS,
International Scale; IS-TKI, investigator-selected tyrosine kinase inhibitor; MMR, major molecular response (BCR::ABL1'S £0.1%); TKI, tyrosine kinase inhibitor.
Error bars represent 95% Cls. The common treatment difference and its 95% Cl w ere estimated using the Mantel-Haenszel method after stratifying for2 prerandomization-selected TKI and

baseline ELTS riskgroups (both IRT data) or  baseline ELTS riskgroups (IRT data). ¢ Adjusted 1-sided P value w as calculated based on the graphical gatekeeping procedure. The null
hypothesis is rejected if the adjusted P value is £.025.

Cortes JE, et al. Oral presentation at: 66th ASH Annual Meeting & Exposition; December 7-10, 2024; San Diego, CA. Oral presentation 475.

IS-TKI2¢ (n=102) Il

17



Cumulative incidence of MMR with ASC vs all IS-TKIs

ASC vs all IS-TKIs
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Reused w ith permission fromthe American Society of Hematology. © 2024 The Authors. Allrights reserved. Officially licensed by ASHfor distribution via Novartis Pharmaceuticals Corporation.

*  Cumulative incidence of MMR¢ continued to be higher with ASC than all IS-TKIs

ASC, asciminib; IS, International Scale; IS-TKI, investigator-selected tyrosine kinase inhibitor; MMR, major molecular response (BCR::ABL1'S 0.1%).

a Nonresponders w ere censored at their last molecular assessment date. ? Discontinuation fromtreatment for any reason w ithout prior achievement of MMR w as considered a competing
event. ¢ Defined as the proportion of patients w ho achieved MMR at or before specific times. 18
Cortes JE, et al. Oral presentation at: 66th ASH Annual Meeting & Exposition; December 7-10, 2024; San Diego, CA. Oral presentation 475.



Cumulative incidence of MMR with ASCMA ys IS-TKI'™MA and ASC2¢ vs IS-TKI2C

ASCMA ys |S-TKI'MA ASC?C vs IS-TKI?G

O\o-.
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o ! I
() b
S 60 - ‘ 60 - :
< : | |
— 1 | 0 1
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Reused w ith permission fromthe American Society of Hematology. © 2024 The Authors. Allrights reserved. Officially licensed by ASHfor distribution via Novartis Pharmaceuticals Corporation.

*  Cumulative incidence of MMR¢ continued to be higher with ASC than IS-TKIls across imatinib and 2G TKI strata

2G, 2nd generation; ASC, asciminib; IMA, imatinib; IS, International Scale; IS-TKI|, investigator-selected tyrosine kinase inhibitor; MMR, major molecular response (BCR::ABL1'S £0.1%); TKI,
tyrosine kinase inhibitor.

a Nonresponders w ere censored at their last molecular assessment date. ® Discontinuation fromtreatment for any reason w ithout prior achievement of MMR w as considered a competing
event. ¢ Defined as the proportion of patients w ho achieved MMR at or before specific times. 19
Cortes JE, et al. Oral presentation at: 66th ASH Annual Meeting & Exposition; December 7-10, 2024; San Diego, CA. Oral presentation 475.



DMR at week 96 overall and across strata

ASC vs all IS-TKIs ASCMA ys |S-TKI[MA ASC26 vs |S-TKI26G

52.5
60 1 48,8 45,0

35.6
30,9

Patients, %
3

N
o

MR4 MR4.5 MR4 MR4.5 MR4 MR4.5

Bl ASC (n=201) I All IS-TKIs (n=204) Bl ASCMA(n=101) [ IS-TKIMA (n=102) B ASC26 (n=100)

Reused w ith permission fromthe American Society of Hematology. © 2024 The Authors. Allrights reserved. Officially licensed by ASHfor distribution via Novartis Pharmaceuticals Corporation.

B 1S-TKI?¢ (n=102)
 DMR rates at week 96 continued to be higher with ASC overall and across strata

2G, 2nd generation; ASC, asciminib; DMR, deep molecular response; IMA, imatinib; IS, International Scale; IS-TKI, investigator-selected tyrosine kinase inhibitor; MR4, BCR::ABL1'S
<0.01%; MR*5, BCR::ABL1'S 0.0032%.

Error bars represent 95% Cls. 20
Cortes JE, et al. Oral presentation at: 66th ASH Annual Meeting & Exposition; December 7-10, 2024; San Diego, CA. Oral presentation 475.



Subgroup analysis with ASC vs all IS-TKIs

ASC All IS-TKls Favors
Subgroup n/N (%) n/N (%) ASC
All patients 149/201 (74.1) 106/204 (52.0) -
ELTSrisk based on randomization data
Low 98/122 (80.3) 81/125 (64.8) ——
Intermediate 37/56 (66.1) 20/57 (35.1) —
High 14/23 (60.9) 5/22 (22.7) ——
Sex
Female 54/70 (77.1) 42/79 (53.2) —a—
Male 95/131 (72.5) 64/125 (51.2) —a—
Race and ethnicity
Asian 66/90 (73.3) 51/90 (56.7) —a—
White 81/108 (75.0) 53/110 (48.2) —-—
Other 2/3 (66.7) 2/4 (50.0) =
Age category
18 to <65 years 113/155 (72.9) 81/155 (52.3) ——
65 to <75 years 28/36 (77.8) 21/34 (61.8) ——
275 years 8/10 (80.0) 4/15 (26.7)
Framingham 10-year CV disease risk
Low 80/109 (73.4) 62/112 (55.4) ——
Intermediate 24/32 (75.0) 18/44 (40.9) ——
High 45/60 (75.0) 26/48 (54.2) =

-50
ASC, asciminib; CV, cardiovascular; ELTS, EUTOS long-term surviv

inhibitor; MMR, major molecular response.

Cortes JE, et al. Oral presentation at: 66th ASH Annual Meeting & Exposition; December 7-10, 2024; San Diego, CA. Oral presentation 475.

0

Risk difference
(95% CI)

22.2 (13.0 to 31.3)

15.5 (4.6 t0 26.5)
31.0 (13.5 to 48.5)
38.1 (11.6 to 64.7)

24.0 (9.2 to 38.7)
21.3 (9.7 to 32.9)

16.7 (2.9 to 30.4)
26.8 (14.4 t0 39.2)
16.7 (-55.8 0 89.1)

20.6 (10.1 to 31.2)
16.0 (-5.2 to 37.3)
53.3(19.9 to 86.7)

18.0 (5.6 to 30.4)
34.1 (13.2 to 55.0)
20.8 (3.0 to 38.7)

 MMR rates at
week 96 were
higher with ASC
than all IS-TKls
across
demographic and
prognostic
subgroups

Reused w ith permission fromthe American
Society of Hematology. © 2024 The Authors. All
rights reserved. Officially licensed by ASHfor
distribution via Novartis Pharmaceuticals
Corporation.

. . o2
alscore; EUTOS, European Treatment and Outcome Study; IS-TKI, investigator-selected tyrosine kinase
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Postbaseline treatment-emergent BCR::ABL1 mutations (by NGS)

Patients

Postbaseline mutations?

Discontinuation reason

Postprotocol therapy (2L+)

Current disease/survival
status

Asciminib | Myristoyl pocket

1 A433D Bosutinib, dasatinib CP/alive

2 A337V, V506Mb Dasatinib CP/alive

3 A337T, A344P,° P465Q,° I502NP Treatment failure per ELN Dasatinib AP/alive

4 A433D Dasatinib, olverembatinib AP/alive

5 A337T, V506MP Ponatinib Discontinued study
6 L340Q Not available Discontinued study
7¢ A337T Confirmed loss of MMR Dasatinib Discontinued study
8 A337T, L340Q Unsatisfactory therapeutic effect (other) Dasatinib CP/alive

9 A337T,P F497LP Progressive disease Ponatinib BP/death post HSCT
10¢ A337V Ongoing on study Not applicable

Imatinib ATP-binding domain

1 L248V, E255V,> G250EP Flumatinib, olverembatinib BP/death post HSCT
2° F317LP Treatment failure per ELN Imatinib CP/alive

3 L248V, E450GP Nilotinib CP/alive

4° E459K Confirmed loss of MMR Dasatinib CP/alive

Nilotinib ATP-binding domain

5¢ Y253H Treatment failure per ELN Dasatinib CP/alive

6 Y253H Treatment failure per ELN Dasatinib, ponatinib CP/alive

7 Y253HP Ongoing on study Not applicable

Reused w ith permission fromthe American Society of Hematology. © 2024 The Authors. Allrights reserved. Officially licensed by ASHfor distribution via Novartis Pharmaceuticals Corporation.

2L, 2nd line; AP, accelerated phase; ATP, adenosine triphosphate; BP, blast phase; CP, chronic phase; ELN, European LeukemiaNet; HSCT, hematopoietic stem cell transplant;
MMR, major molecular response; NGS, next-generation sequencing.
a A patient w ith multiple mutations is only counted once. b Variantallele frequency was <20%. ¢ Patients w ith new mutations since the w eek 48 data cutoff (November 28, 2023). 22

Cortes JE, et al. Oral presentation at: 66th ASH Annual Meeting & Exposition; December 7-10, 2024; San Diego, CA. Oral presentation 475.




Overview of AEs

Patients, %?

AEs leading to AEs leading to dose
> ) : : ) : :
Grade 23 AEs discontinuation adjustment/interruption
80 -
60 59,8 57,8

ASC IMA 2G TKis ASC IMA 2G TKis ASC IMA 2G TKis
(n=200) (n=99) (n=102) (n=200) (n=99) (n=102) (n=200) (n=99) (n=102)

Reused w ith permission fromthe American Society of Hematology. © 2024 The Authors. Allrights reserved. Officially licensed by ASHfor distribution via Novartis Pharmaceuticals Corporation.

The median average daily dose was 80 mg/day with ASC, 400 mg/day with IMA, 600 mg/day with NIL, 100 mg/day
with DAS, and 316 mg/day with BOS
The hazard ratio for time to treatment discontinuation due to AEs with ASC vs 2G TKIs was 0.46 (95% CI, 0.215-

0.997)
— Risk of discontinuation due to AEsP was 54% lower with asciminib than 2G TKIs

2G, 2nd generation; AE, adverse event; ASC, asciminib; BOS, bosutinib; DAS, dasatinib; IMA, imatinib; NIL, nilotinib; TKI, tyrosine kinase inhibitor.

a Safety analyses were done in patients w ho received 21 dose of study drug. Patients w ere analyzed according to the study treatment received. A patient w ith multiple severity
grades for an AE is only counted under the maximum grade. P Discontinuation for other reasons w as a competing event.

Cortes JE, et al. Oral presentation at: 66th ASH Annual Meeting & Exposition; December 7-10, 2024; San Diego, CA. Oral presentation 475.



Most relevant AEs? with asciminib vs all IS-TKlIs

Hematologic

Laboratory Constitutional

A

Thrombocytopenia
Neutropenia
Leukopenia
Lymphopenia
Anemia

Diarrhea

Nausea

Fatigue

Headache

Rash

Myalgia

Arthralgia

Muscle spasms
Periorbital/face edema
ALT increased
AST increased
Lipase increased

ASC (n=200)

All IS-TKIs (n=201)

13.0 28,0 10.0 31,3
105 25,2 17,9 33,3
19,0 8.0 24,9
3.0 11,9
125 _ 6.0 25,9
17,5 10 279 * Most relevant
| 19.9 AEs were
15,0 1 o5 174 lower with
0,5 16,5 | 16.4 ASC than all
| 14,5 1715 17.4 IS-TKIs by the
fos 155 ' 7 week 96 cutoff
_L 2.0 13,0 105 95
;30 _ 11,9
| 10 I os 10,9
20 85 5.0 13,9
ndl All grag 1.5 114 All grade  Soiey of venaiolog, © 2004 o Aurrs. A
— 135 B Grade i 35 149 Grade 3 (A esesed Ol lersedy Ao
0 10 20 30 0 40 10 20 30 40 CorPoraton

Patients, %

Patients, %

AE, adverse event; ALT, alanine aminotransferase; ASC, asciminib; AST, aspartate aminotransferase; Gl, gastrointestinal; IS-TKI, investigator-selected tyrosine kinase inhibitor.
a A patient w ith multiple severity grades for an AE is only counted under the maximum grade. COVID-19 is not listed. ® Includes platelet count decreased and thrombocytopenia.
¢ Includes neutrophil count decreased and neutropenia. ¢ Includes decreased w hite blood cell count and leukopenia. € Includes decreased lymphocyte count and lymphopenia.
fincludes anemia and red blood cell count decreased and hematocrit decreased. ¢ Includes periorbital edema and face edema.

Cortes JE, et al. Oral presentation at: 66th ASH Annual Meeting & Exposition; December 7-10, 2024; San Diego, CA. Oral presentation 475.
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AOEs

All ASC (n=200)2 IMA (n=99)2 2G TKiIs (n=102)2
Patients, n (%) All grade | Grade 23 | All grade | Grade 23 | All grade | Grade 23
Patients with 21 AOE 4 (2.0) 1 (0.5) 0 0 3(2.9) 1(1.0)
Angina pectoris 1 (0.5) 0 0 0 0 0
Peripheral arterial occlusive disease 1 (0.5)° 0 0 0 0 0
Arteriosclerosis coronary artery 2 (1.0 0 0 0 0 0
Cerebrovascular accident 1 (0.5) 1 (0.5) 0 0 0 0
Cerebral infarction 0 0 0 0 1 (1.0) 0
Myocardial infarction 0 0 0 0 1 (1.0)c 1 (1.0)c
Myocardial ischemia 0 0 0 0 1 (1.0)¢ 0
Vertebral artery arteriosclerosis 0 0 0 0 1 (1.0) 0

Reused w ith permission fromthe American Society of Hematology. © 2024 The Authors. Allrights reserved. Officially licensed by ASHfor distribution via Novartis Pharmaceuticals Corporation.

« Since the week 48 cutoff, 2 additional patients had AOEs with ASC (angina pectoris and peripheral arterial occlusive
disease [in the patient who had arteriosclerosis coronary artery in the week 48 analysis] and arteriosclerosis
coronary artery), and 1 additional patient had an AOE with bosutinib (cerebral infarction)

* AOEs occurred in 2 patients with ASCMA stratum and 2 with ASC?26

2G, 2nd generation; AOE, arterial-occlusive event; ASC, asciminib; IMA, imatinib; TKI, tyrosine kinase inhibitor.

a Safety analyses were done in patients w ho received 21 dose of study drug. Patients w ere analyzed according to the study treatment received. ® 1 patient w ho had arteriosclerosis
coronary artery atthe w eek 48 analysis presented w ith new peripheral arterial occlusive disease. ¢ Myocardial infarction and myocardial ischemia occurred in the same patient w ith
2G TKis. 25
Cortes JE, et al. Oral presentation at: 66th ASH Annual Meeting & Exposition; December 7-10, 2024; San Diego, CA. Oral presentation 475.



ASCA4FIRST: Week 48 PROs in ND CP-CML EHA2025,, bt 2

Congress Poster Presentation #PS1588

EORTC QLQ-C30*
» More patients receiving ASC vs IS-TKIs had improvements in:
— Fatigue, pain, HRQOL, and cognitive and social functioning

Methods

+ 21 PRO assessment: ASC (n=194), IS-TKIs (n=195)

+ Completion rates in pts (with PRO assessments at baseline and =1 post baseline) = . - ASC 1S-TKIs had i .
receiving ASC vs IS-TKI were balanced for QLQ-C30 and QLQ-CML24 ewer patients receiving Vs IS-TKls had improvements in:

— Financial difficulties and constipation

60

Functional scales ! o 3 Symptom scales m All ASC (n=79/201) + GHS
< 36,7 38,6 38,0357 pu All 1S-TKls (n=70/204) i 43,0
q |03 2° 20,0 | 20,3 200! -
Y ’ 17,1 19 0 I 17,7 15,7 )
g 2 -.12,9 I | I 101gg 39114 139129 143 l 15,22 10,1 |
@ ! I
Sl | O e B I Tl
Cognitive Social Physical Role Emotional Fatigue Pain Nausea/ Diarrhea Dyspnea Insomnia Appetite Financial Constipation QOL
function function function function function vomiting loss difficulties
EORTC QLQ-CML24* 80 - 6110 y mAll ASC (n:77/201)
. . o 60 - , All IS-TKIs (n=66/204
« More patients receiving ASC vs IS-TKIs had X 39,0 40,9 333 44,2 s(n )
improvements in: g 407 57 ’ 23,4 27,3 195 21.2
— Symptom burden, impact on dalily life, -% 20 1 ’
worry/mood, body image, and a 0 - . .
satisfaction with care and information Symptom burden Impact on daily life Impact on Body image Satisfaction with Satisfaction

worry/mood problems care and information with social life
*Improvements2in EORTC QLQ-C30 and EORTC QLQ-CML24

scores from baseline to wk 48 in pts with both baseline and wk 48 assessments in ASC4FIRST. a Improvements were defined as anincrease in functional scales and GHS/QOL and decrease for sym ptom scales.
AE=Adverse Event. ASC=Asciminib. EORTC=European Organization for Research and Treatmentof Cancer. GHS=Global Health Status. GI=Gastrointestinal.

IS-TKI=Investigator-Selected Tyrosine Kinase Inhibitor. PRO=Patient Reported Outcomes. QLQ-C30=Qualityof Life Questionnaire.

Hochhaus etal, Poster#PS1588. 2025 EHA Congress. June 12-15,2025, Milan, Italy.



ASCA4FIRST: Week 48 PROs in ND CP-CML EHA2025,, et

Congress Poster Presentation #PS1588

C PRO-CTCAE & EACT-GP5 R

« Based on PRO-CTCAE, patients receiving ASC vs IS-TKIs had fewer and less severe:
— Pain and Gl-related AEs, less fatigue, and slightly less severe itchy skin

» Per FACT-GP5, 68.4% of patients with ASC and 45.5% with IS-TKIs were not bothered
by treatment side effects, suggesting better tolerability of ASC

- A

*Improvements2in EORTC QLQ-C30 and EORTC QLQ-CML24
scores from baseline to wk 48 in pts with both baseline and wk 48 assessments in ASC4FIRST. a Improvements were defined as anincrease in functional scales and GHS/QOL and decrease for sym ptom scales.
AE=Adverse Event. ASC=Asciminib. EORTC=European Organization for Research and Treatmentof Cancer. GHS=Global Health Status. GI=Gastrointestinal.

IS-TKI=Investigator-Selected Tyrosine Kinase Inhibitor. PRO=Patient Reported Outcomes. QLQ-C30=Qualityof Life Questionnaire.
Hochhaus etal, Poster#PS1588. 2025 EHA Congress. June 12-15,2025, Milan, Italy.




Presented at

ASCA4START: Phase 3b - Study Schema 2005 ASCO EHA202S,,  ASCOEHAZ0ZS:

ASCO #6501, EHA #S166

(" ASC4ASTART )
(N=568) Asciminib 80 mg QD (n=284)

Inclusion:
* Newly diagnosed

Ph+ CML-CP within

3 months of diagnosis
* No prior TKls

\’ =18 years of age )

Methods Stratification Primary endpoint:
. o . * TTDAE
* Recruited from 120 participating sites * ELTSrisk category (AEs leading to treatment discontinuation and deaths due to AE)
across 24 countries .
. , L Secondaryendpoints:
2 patients who did not receive nilotinib
» Molecular response

were excluded from safety analysis. . Safety

AE=Adverse Event. BID=Twice A Day. CP-CML=Chronic Phase CML. ELTS=EUTOS Long-Term Survival Score. ND=Newly Diagnosed. QD=Daily.

TTDAE=Time to TreatmentDiscontinuation Due to Adverse Events.
1. Clinicaltrials.gov. NCT05456191. Available at: https://clinicaltrials.gov/study/NCT05456191. 2. Hochhaus etal, Abstract 6501. 2025 ASCO Annual Meeting. May 30 — June 3, 2025.

3. Hochhaus etal, Abstract S166. EHA 2025 Congress. June 12-15,2025.



ASCASTART: Phase 3b ND CP-CML - Efficacy

Patients, %

Patient Characteristics

Data cutoff: Sep 3, 2024
Median follow-up: 9.7 months

Molecular Response Rates by 12 Weeks

12.7%2
" (95% Cl: 6.8-18.7%) = ASC
7 I I = NIL
22,9%
20 1 3.5% 2.1%
0 (95% Cl: 0.8-6.2%) (95% CI: 0.2-4.1%)
10 10,2% —
4, 6%
- - ey 0:4%
0 - 4 MR4.5

Patients, %

100

90
80
70
60
50
40
30
20
10

O_

Presented at
ASCO/EHA 2025:

Prof. Andreas Hochhaus
ASCO #6501, EHA #5166

2025 ASCO EHA2025,

ANNUAL MEETING | Congress

BCR::ABL1'S Response Rates by 12 Weeks

7.8%2 = ASC
(95% Cl: 2.1-13.5%) = NIL
1
0)
89,8% 16.6%
82.0% (95% Cl: 8.8-24.4%)
1
69.0%

52,5%

BCR::ABL1'S <10%

a The common risk difference and its 95% Cl were estimated using the Mantel-Haenszel method after adjusting for stratum: ELT scores atbaseline.

BCR::ABL1"S <1%

ASC=Asciminib. CP-CML=Chronic-Phase Chronic Myeloid Leukemia. ND=NewlyDiagnosed. NIL=Nilotinib. HR=Hazard Ratio. MMR=Major Molecular Response. MR=Molecular Response.
TTDAE=Time to TreatmentDiscontinuation Due to Adverse Events.

1. Hochhaus etal, Abstract 6501. 2025 ASCO Annual Meeting. May 30 — June 3, 2025.
2. Hochhaus etal, Abstract S166. EHA 2025 Congress.June 12-15,2025.



ASCA4START: Phase 3b ND CP-CML - Safety |20:ASCO EfiA2025,

ANNUAL MEETING | Congress

Presented at
ASCO/EHA 2025:

Prof. Andreas Hochhaus
ASCO #6501, EHA #5166

= o Asciminib
Safety esponses, 7 N=284

« Primary Endpoint: Statistically significant difference  Txdiscontinuationat cutoff

in TTDAE in favor of ASC — Due to AE ‘
Cause-specific HR 0.45 (95% CI: 0.25-0.81; P=0.004) Unsatisfactory therapeutic effect
_ _ _ Median duration of exposure, weeks
« Fewer treatment discontinuations due to AEs Mean relative dose intensity
(including deaths due to AESs): Any-grade AE
ASC (5.6%) vs NIL (12.1%) Grade 23
_ AEs leading to dose
© Selealns Sle o e adjustment/interruptions
o ASC: cardiac arrest, suicide, n=1 each Mostfrequentany-grade AEs (210%)
o NIL: cardiac arrest, n=1 Thrombocytopenia
Headache
Myalgia
Rash
Summary Increased ALT

AEs of special interest
Arterial occlusive events
Acute pancreatitis
Hepatotoxicity

AE=Adverse Event. ALT=Alanine Aminotransferase. ASC=Asciminib. CP-CML=Chronic-Phase Chronic Myeloid Leukemia. ND=NewlyDiagnosed. NIL=Nilotinib.
TTDAE=Time to TreatmentDiscontinuation Due to Adverse Events.

1. Hochhaus etal, Abstract 6501. 2025 ASCO Annual Meeting. May 30 — June 3, 2025.

2. Hochhaus etal, Abstract S166. EHA 2025 Congress. June 12-15,2025.

The study met the primary endpoint with asciminib showing
significantly superior tolerability vs nilotinib based on TTDAE

10.9
4.9
2.5

39.1

94.8

80.3

25.0

24.3

15.1

10.2

10.2
8.5
3.2

0.7
0.4
8.1

17.3
11.6
2.8
38.0
92.6
86.5
31.9

30.1

13.8
13.1
8.2
16.3
12.4
2.1

2.5
24.8




Conclusions

* Asciminib, firstexample of allosteric TKI, is a manageable and effective option in first
line.
* The currenttrials showed higherrates of MR compared to imatinib and 2gen TKls

* The mostcommon side effects reported are fatigue, myalgia, thrombocytopenia.

* Thefirst QoL study showed improvementsin several PROs compared to available
TKls.

 Longerfollow-upis needed to determine the impact of the drug as 15tline and its role
for TFR.



