U NOVARTIS

oooobobobobooboobibinuoboboubouooboobgn
ool ooouooooaMmeg g ot
oUdorDAOOOOO

Nov 15, 2024

goobbiooooobbbbbdogogozoz40100200 bbb bbooo
goobbbbbodoooibbdgoogoboobbbodooooobobooboogaa
gopolboooooboboobobboogro https://www.novartis.com
gogobbobbooooigbobobouodoooooboobobooaoMulogoooooooo

oogoooo
Dooood

googobo oggoboood
530 LtrRUObOoggog

00000000000 00000000TKIODOODOO0ODOOomooooooooo
0000000000000 00000000000ICMLO0000000000000
oooooooooots®
O0000000000000000000000000000000000000000
ooooooooots
CMLOODOO0O50%0000000000000TKIOOODOOD0OO0OOMMROOODOO
000025%00000001000000000000000000 4°
0000000000 00000000000CMLO00000000 00000000
0040000

202401 100290 oo ooono -

Doooooooomooooog ©
gobobbobbbugogoiboimgoobobbibiooooobbooboobbooaa
O0o00o0obo0oboonDDbdpeh+ CML-
cpObbuoooguiodoouubebADb O O0000bbbObObOOo00oooon

gobbbioooobbbniigobobbodsbouggseCcodggonn
goobbbobmKiooogoomooooibobbbomobobbbooooooool
IOASCAFIRSTU OO DD U480 00000 ooMMrRODODO0O0O0OOOOODOO
golbbdoooobooooooobbooTkKiooooobobobboooomMdsoboboboog



OMMROOOOIOOODOOODOOOOOO
oooots

00000000000 0000000M000000000000000000000000
O00000000000o0n

Ph+ CML-CPOUOUODOOOODOOIDOODOODODbDOODbDOObDbDOObDUOODbOoOD
goobbbbodo4ooobobbbbboooibbbboooooTkKIDODbDbObbOOoOoo
goobbobboogoooobbobbbooooooboobbuooooouooboooo

Leukemia & Lymphoma Society[] Chief Scientific Officerl] O [0 Lee Greenberger, Ph.D.00J 10 O O O
doooooooopoocMLO00ooooooobooooimooboooooooooooo
000000000 DOO000oo00o0bO0o0oo0ooDbOo0oooooDboooooooboOooog
OoopodoOooO0DoDbOO0o0bOo0ooDbOo0oOo0ooDbOOo0oOoooDoOOooobOoOooDoDOon
000000000000 000oDOmbOo0oo0ooDb0o0oooooDbOoooooooOooog
O00a0oo

TKIDDOODOCMLOOOOO0DO0O00000Mmo0oo00ooooooooooooom
00000000000000000000000000000000000000000000
ooooooo

Omoo00000o0ooon

Doo0ooooooooooooo*®

ICMLO OO O00D0000000000OMMRODOOOOOOID4001001000000
Ooo00o0oooooooo*

Georgia Cancer Center, Director] J O Jorge CortesU D D 00000000 OOODOOOO0OO
0000000000000 07TKIDOODDODO00oO0o0oo0omoooooooooooooog
oo bigouoouoooTkKiDoobooooooooua
OO0OASCAFIRSTO OO OOOIODOODOODIODDOIOODIODDOO0O30000000
godgouioodgougoTkKiDboobooooobooooooooobuoouood
000000000000 00000O000000d

O0bOO0boooorDAUODOMOOOPh+ CML-CPOOUODOODODOOMO ASC4FIRSTOD OO
doobobobboooiooooobobobobboooo

e I00D0D0DDNOODODNODNONONONOINODN0N0NOOOOTKIODOOONmO
000000000 000000000000020%000000480000MMRO
00 0 0 6B% vs. 49%[<
0001 000000000030%000000MMROODOODOBEDBY vs. 40%<
0.00101 12

e 000000 DDOD0NDDN0NDON0NDON0NOTKIOODODODOO0ODO00DO0o0o0Oo
000000000000 00000000CMLO0OO0ONO0000000onos30n
00 00BRDOODPE.5% vs.

33%00042% M 000000000000 06R6 VS,
14%00024% M0 0000000000000000000045% vs.
11%0 0 0 9.8%0 13

e 000000 DDDD0DONO0NDN0N0NDINDON0N0N0NDNONOTKIODOOODOOOOO
O00M80000MRAODODONDONDNOONOODOODOODOODOD &Y% vs.
22%0 0 0 16%0 *2

e J0DODOOOOIMOODOONONDONDNODODOONONONONDODODOONINOOOONOOn
000000000000000000000000ARRD%O OO0 00ID0O0



O0IOo000oopooimoooooog 1-3

ASCAFIRSTUUO OO DODeODOOOODODOOO0sodoMMROED D DODDDOOO
gooobobbboooooood

UOobidngASC2ESCALATELD DD O OOodoobobbodoooibboTkigbogd
0000000000000 0FalureD00OWarningDO OO OO ODODOODDODOOOOOOO
00 00Ph+ CML-
cPOOOUO00oUoUoUbDbbObbObbUUUUDbbbbbUoooUUUBb Lo

000000000000 Db00b00ggOVictorBultoDIDODODODODODDODOODOODO200000
goocecMLbboboodogooooooboodoooouboobimooobooboboooooeM
Lbboogogouoobobboooooobbioooubobbuoooobobboonibbd
gogobbobbiobobobbtbddodobiooooobobobbooooooobnboon
doobbbbboooooooobobbbooooooobbbboooooobobboeMu
gobobbobobooooooobobbbooooooboobboooooooboboobobooada
JooooobooboooobooboooooopPh+CML-CPOODOOODDOOOOOODODOO

ASCAFIRSTU N DO OOOOUon

ASCA4FIRSTO 0 NCT049712260 00 O 00 Ph+ CML-

CPOOO0O040500000I0000000 "08mgl010000000000000000O
D00TKIDODODIWMOOOOmoO0oomoooo0ooooooooomomoo

O hkad-to-

headlD DD ODIDODIODOODOODOO 124
I00002000000000M80000MMROCOOONODONODOONOONDNODODOOGOO
0000000000000 00000TKIOODO0DO000000WM000000000000
0000000000000 0000000000000TKIOOODOoOooooooooo g

0000000000000 000000009%0000MMRODODOOOOOOOOND
0000000000090 0000000000000000000000000NTDAED
D 1,24

0000000000000 0000000000000000000000000000
000000000000 000000000000000000MMRIMR4IMR4.510 00 01
00000CHRIBCR:ABLL 0 1%0 000 0 0OMMRIMR4ADO O OMR450 00000000
000000000000 00000000I000000000000000000000
Ooooooor®g

bbb oobgoouon

O000D000000IABLOOO0DODOO00D000D000O0O0STAMPOOOOODOOOOO
0000000000000 0000

OOooOCcMLOOODOO®?

000000000 CMLOODOOIATPODOODOOOODDOOATPODOTKIOO 27

00000000000 000000000000000000000I000000Ph+ CML-
CPODODODDOODNDDOODDOODDNOONDONDDDODDNODDONDNINDODNDNOODNONOonoon
0000000000 00000D0ODOIFDAO Real-Time Oncology

ReviewWRTORO OO O OO OOOODOOOOO B0 opoTKIDOODOOO00OOPh+
CML-



cPOODOOOOOOonOn
IEU000750000000000000 28293t
0000000000 00T315[000000Ph+
CML-CPOODDODODODODDODO®3

00000000000 000000000000000Ph+ CML-
CPOODODODOOOOOOOOOOOOOQOQ b24262932447

cMLOOdoooobboooouoobobogn

goobboobobieMlOOoobooobooooooobboobboodoooobobobbogoa
pjbgoogobz2o0bbobbtbdoooobbimoooobobbobbbombobobobbog
gobobbobboogooooooboobbooooibbboooooobbooboboooogo
gogoioogooobobobbotodouoibbboob bbb LbL b D
gobobbobbuoogooobbbobbioooooiobobbbugooobioooon
goobbobbtoooooooooboobbooooogieMb bbb bbuooo
goobobbboooooobbobbbuoooooboobobbooooouobbobbiMa
x FoundatonD D200 D 0D 000000 DOO0OMUOOOODDOO0OOOOO0DDOO0OODOOOoO
gl bmuooooobobbbbbooobboooooobooboobio
goopbilobbobbbooooooobbobbouoogo

Ooon

gobobobbigbobobobbbddoooobbobobbodoooooobbiooooon
goiboiobooboboodooibbbdooooobbobbbooooobDooOoo
gobobbobbbougogooboobobboiobboobbooooibbbboooooon
goobbobbbodddddrorm20-FO O DO OOO0OO

ooooobogd

O00ooooompmoooooooomoioommoobboooooooooooooooaa
J000l0oddmoodomobooddo0dooDoboiooooDooODbOo00oOoOoan
00000000000 0000000 (Reimagining Medicine)lO D OO0 00O OoOoOooOOO
O0000DOO0mOooo20000000000000O0000ODO00OOOO0DOO0ODOOOn
O O Ohttps://lwww.novartis.com

0000000000000 0000000000O0Facebook LinkedIn X/Twitter Instagram

gd
goadad

1. Scemblix (asciminib) Prescribing information. East Hanover, New Jersey, USA: Novartis
Pharmaceuticals Corporation; October 2024.

2. Hochhaus A, Wang J, Dong-Wook K, et al. Asciminib in Newly Diagnosed Chronic Myeloid
Leukemia. N Engl J Med. 2024. doi:10.1056/NEJM0a2400858

3. CABL001J SCS/RMP. Novartis Pharmaceuticals Corp; 2024.

4. Kota VK, Wei D, Yang D, et al. Treatment Patterns and Modifications of Tyrosine Kinase
Inhibitors (TKI) Therapy in Early Lines in Patients with Chronic Myeloid Leukemia in Chronic
Phase (CML-CP): Real-World Analysis from a Large Commercial Claims Database in the



10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

United States (US). Blood. 2023;142:5190.

. Hochhaus, A., & Ernst, T. 2021. TKI discontinuation in CML: How do we make more patients

eligible? How do we increase the chances of a successful treatment-free remission?
Hematology Am Soc Hematol Educ Program, 2021(1), 106-112.

. Hochhaus A, Saglio G, Hughes TP, et al. Long-term benefits and risks of frontline nilotinib vs

imatinib for chronic myeloid leukemia in chronic phase: 5-year update of the randomized
ENESTnNd trial. Leukemia. 2016;30(5):1044-1054. doi:10.1038/leu.2016.5

. Bri mmendorf TH, Cortes JE, de Souza CA, et al. Bosutinib versus imatinib in newly

diagnosed chronic-phase chronic myeloid leukaemia: results from the 24-month follow-up of
the BELA trial. Br J Haematol. 2015;168(1):69-81. d0i:10.1111/bjh.13108

. Cortes JE, Gambacorti-Passerini C, Deininger MW, et al. Bosutinib Versus Imatinib for Newly

Diagnosed Chronic Myeloid Leukemia: Results From the Randomized BFORE Trial. J Clin
Oncol. 2018;36(3):231-237. doi:10.1200/JC0O.2017.74.7162

. Hehlmann R, Cortes JE, Zyczynski T, et al. Tyrosine kinase inhibitor interruptions,

discontinuations and switching in patients with chronic-phase chronic myeloid leukemia in
routine clinical practice: SIMPLICITY. Am J Hematol. 2019;94(1):46-54.
doi:10.1002/ajh.25306

Claudiani S, Chughtai F, Khan A. et al. Long-term outcomes after upfront second-generation
tyrosine kinase inhibitors for chronic myeloid leukemia: managing intolerance and resistance.
Leukemia. 2024;38:796 - 802. doi:10.1038/s41375-024-02187-w

Kohlbrenner K, Galuschek N, Fabarius A, et al. Therapy in Patients with Chronic Myeloid
Leukemia Outside of Clinical Trials: Results of the German CML-Registry (CML-VI). Blood.
2022;140(Supplement 1):947 - 949. doi:10.1182/blood-2022-159412

Cortes JE, Khoury HJ, Kantarjian HM, et al. Long-term bosutinib for chronic phase chronic
myeloid leukemia after failure of imatinib plus dasatinib and/or nilotinib. Am J Hematol.
2016;91(12):1206-1214. doi:10.1002/ajh.24536

Garg RJ, Kantarjian H, O'Brien S, et al. The use of nilotinib or dasatinib after failure to 2 prior
tyrosine kinase inhibitors: long-term follow-up. Blood. 2009;114(20):4361-4368.
doi:10.1182/blood-2009-05-221531

Steegmann JL., Baccarani M, Breccia M, et al. European LeukemiaNet recommendations for
the management and avoidance of adverse events of treatment in chronic myeloid leukaemia.
Leukemia. 2016;30:1648-1671. doi:10.1038/leu.2016.104

Hochhaus A, Larson RA, Guilhot F, et al. Long-Term Outcomes of Imatinib Treatment for
Chronic Myeloid Leukemia. N Engl J Med. 2017;376: 917 - 927.
doi:10.1056/NEJM0a1609324

Cortes JE, Saglio G, Kantarjian HM, et al. Final 5-Year Study Results of DASISION: The
Dasatinib Versus Imatinib Study in Treatment-NalJ ve Chronic Myeloid Leukemia Patients Trial.
J Clin Oncol. 2016;34:2333-2340. doi:10.1200/JC0.2015.64.8899

Akard LP, Albitar M, Hill CE, Pinilla-Ibarz, J. The ““Hit Hard and Hit Early’” Approach to the
Treatment of Chronic Myeloid Leukemia: Implications of the Updated National
Comprehensive Cancer Network Clinical Practice Guidelines for Routine Practice. Clin Adv
Hematol Oncol. 2013;11(7):421-432.

Cortes JE, Kim DW, Pinilla-Ibarz J, et al. Ponatinib efficacy and safety in Philadelphia
chromosome-positive leukemia: final 5-year results of the phase 2 PACE trial. Blood.
2018;132(4):393-404. doi:10.1182/blood-2016-09-739086

Hochhaus A, Baccarani M, Silver RT, et al. European LeukemiaNet 2020 recommendations
for treating chronic myeloid leukemia. Leukemia. 2020;34:966-984.
doi:10.1038/s41375-020-0776-2

Flis S, Chojnacki T. Chronic myelogenous leukemia, a still unsolved problem: pitfalls and new
therapeutic possibilities. Drug Des Devel Ther. 2019;13:825-843. doi:10.2147/DDDT.S191303



21.

22.

23.

24.

25.

26.

27.

28.
29.
30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

Cortes, J., Lang, F. Third-line therapy for chronic myeloid leukemia: current status and future
directions. J Hematol Oncol. 2021;14:44. doi:10.1186/s13045-021-01055-9

Shyam Sunder S., Sharma UC, Pokharel S. Adverse effects of tyrosine kinase inhibitors in
cancer therapy: pathophysiology, mechanisms and clinical management. Sig Transduct
Target Ther. 2023;8:262. doi:10.1038/s41392-023-01469-6

Yoshifuji K, Sasaki K. Adverse events and dose modifications of tyrosine kinase inhibitors in
chronic myelogenous leukemia. Front Oncol. 2022;12. doi:10.3389/fonc.2022.1021662

A Study of Oral Asciminib Versus Other TKIs in Adult Patients With Newly Diagnosed Ph+
CML-CP (ASCA4FIRST). ClinicalTrials.gov identifier: NCT04971226. Updated March 25, 2024.
Accessed March 26, 2024. https://clinicaltrials.gov/study/NCT04971226

Rea D, Mauro MJ, Boquimpani C, et al. A Phase 3, Open-Label, Randomized Study of
Asciminib, a STAMP Inhibitor, vs Bosutinib in CML After 2 or more prior TKIs. Blood.
2021;138(21):2031-2041. doi:10.1182/blood.2020009984

Cortes JE, Hughes TP, Mauro MJ, et al. Asciminib, a First-in-Class STAMP Inhibitor, Provides
Durable Molecular Response in Patients (pts) with Chronic Myeloid Leukemia (CML)
Harboring the T315I Mutation: Primary Efficacy and Safety Results from a Phase 1 Trial. Oral
presentation at: ASH Annual Meeting; Dec. 7, 2020.

Schoepfer J, Jahnke W, Berellini G, et al. Discovery of Asciminib (ABLO01), an Allosteric
Inhibitor of the Tyrosine Kinase Activity of BCR-ABL1. J Med Chem. 2018;61(18):8120-8135.
doi:10.1021/acs.jmedchem.8b01040

Scemblix. US FDA Prescribing Information. Novartis Pharmaceuticals; 2021.

Novartis data on file.

National Comprehensive Cancer Network. NCCN Clinical Practice Guidelines in Oncology
(NCCN Guidelinesd ) Chronic Myeloid Leukemia Version 2.2024. December 5, 2023.
Accessed April 3, 2024. https://www.nccn.org/professionals/physiciangls/pdf/cml.pdf
Scemblix. EMA Summary of Product Characteristics. Novartis Europharm Limited; 2022.
Wylie AA, Schoepfer J, Jahnke W, et al. The allosteric inhibitor ABLOO1 enables dual
targeting of BCR-ABL1. Nature. 2017;543(7647):733-737. d0i:10.1038/nature21702

Hughes TP, Mauro MJ, Cortes JE, et al. Asciminib in Chronic Myeloid Leukemia after ABL
Kinase Inhibitor Failure. N Engl J Med. 2019; 381(24):2315-2326.
doi:10.1056/NEJM0a1902328

Hughes TP, et al. Expanded Phase 1 Study of ABLOO01, a Potent, Allosteric Inhibitor of BCR-
ABL, Reveals Significant and Durable Responses in Patients with CML-Chronic Phase with
Failure of Prior TKI Therapy. Presented at: ASH Annual Meeting & Exposition; Dec. 5, 2016.
Ottmann OG, Alimena G, DeAngelo DJ, et al. ABLOO01, a Potent, Allosteric Inhibitor of BCR-
ABL, Exhibits Safety and Promising Single- Agent Activity in a Phase | Study of Patients with
CML with Failure of Prior TKI Therapy. Blood. 2015;126(23):138.
doi:10.1182/blood.VV126.23.138.138

Mauro MJ, Kim DW, Cortes J, et al. Combination of Asciminib Plus Nilotinib (NIL) or Dasatinib
(DAS) in Patients (PTS) with Chronic Myeloid Leukemia (CML): Results from a Phase 1
Study. Presented at: EHA Annual Meeting; June 15, 2019.

Cortes JE, Lang F, Kim DW, et al. Combination Therapy Using Asciminib Plus Imatinib (IMA)
in Patients (PTS) with Chronic Myeloid Leukemia (CML): Results from a Phase 1 Study.
Presented at: EHA Annual Meeting; June 15, 2019.

Manley PW, Barys L, Cowan-Jacob SW. The specificity of asciminib, a potential treatment for
chronic myeloid leukemia, as a myristate-pocket binding ABL inhibitor and analysis of its
interactions with mutant forms of BCR-ABL1 kinase. Leuk Res. 2020;98:106458.
doi:10.1016/j.leukres.2020.106458

Study of Efficacy of CML-CP Patients Treated with ABLOO1 Versus Bosutinib, Previously



40.

41.

42.

43.

44.

Treated With 2 or More TKIs. ClinicalTrials.gov identifier: NCT03106779. Updated February
7, 2024. Accessed April 3, 2024. https://clinicaltrials.gov/ct2/show/NCT03106779

Asciminib in Monotherapy for Chronic Myeloid Leukemia in Chronic Phase (CML-CP) With
and WithoutT315I Mutation (AIM4CML). ClinicalTrials.gov identifier: NCT04666259. Updated
September 7, 2023. Accessed April 3, 2024. https://clinicaltrials.gov/ct2/show/NCT04666259
Study of Efficacy And Safety Of Asciminib In Combination With Imatinib In Patients With
Chronic Myeloid Leukemia In Chronic Phase (CML-CP). ClinicalTrials.gov identifier:
NCT03578367. Updated March 22, 2024. Accessed April 3, 2024.
https://clinicaltrials.gov/ct2/show/NCT03578367

Study of Efficacy and Safety of CML-CP Patients Treated With Asciminib Versus Best
Available Therapy, Previously Treated With 2 or More Tyrosine Kinase Inhibitors.
ClinicalTrials.gov identifier: NCT04795427. Updated October 19, 2023. Accessed April 3,
2024. https://clinicaltrials.gov/ct2/show/NCT04795427

A Phase | Study of Oral ABL0OO1 in Patients With CML or Ph+ ALL. ClinicalTrials.gov
identifier: NCT02081378. Updated March 18, 2024. Accessed April 3, 2024.
https://clinicaltrials.gov/ct2/show/NCT02081378

Asciminib Treatment Optimization in 0 3rd Line CML-CP. ClinicalTrials.gov identifier:
NCT04948333. Updated February 28, 2024. Accessed April 3, 2024.
https://clinicaltrials.gov/ct2/show/NCT04948333&nbsp;

gobobbobbbdgogoobobbooibbbobbboddooobobioooobubo
gooboobooogo
goiboogooooboboboooooag o

Source URL: https://prod1.novartis.com/jp-ja/news/media-releases/prkk20241115

List of links present in page

https://prod1.novartis.com/jp-ja/jp-ja/news/media-releases/prkk20241115
https://www.novartis.com/

https://www.facebook.com/novartis/
https://jp.linkedin.com/company/novartis?trk=publicprofileexperience-itemprofile-section-
cardimage-click

https://twitter.com/Novartis



https://www.instagram.com/accounts/login/?next=https%3A//www.instagram.com/novartis/%3
Fnext%3D%252Fpmineiro%252F%26hI%3Dja

https://clinicaltrials.gov/study/NCT04971226
https://www.nccn.org/professionals/physiciangls/pdf/cml.pdf
https://clinicaltrials.gov/ct2/show/NCT03106779
https://clinicaltrials.gov/ct2/show/NCT04666259
https://clinicaltrials.gov/ct2/show/NCT03578367
https://clinicaltrials.gov/ct2/show/NCT04795427
https://clinicaltrials.gov/ct2/show/NCT02081378
https://clinicaltrials.gov/ct2/show/NCT04948333&nbsp


http://www.tcpdf.org

