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PERSPECTIVE ARTICLE

Interrogating the molecular genetics of ®Fewata FU -
chronic myeloproliferative malighancies
for personalized management in 2021
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Treatment Response and Potential Uses of Emerging
Technologies for Diagnostics, Monitoring and Mutation Testing in
Chronic Myeloproliferative Neoplasms

At diagnosis

1. Real time sequencing-for DNA monitoring
2. RNA sea-risk stratification

3. “NGS+” of suspect genes-risk stratification
4. Single cell genomics-ITH and resistance

; diagnosis
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() 3. “NGS+” for mutation
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The International Scale for Quantitative Reverse Transcriptase
Polymerase Chain Reaction Analysis of BCR-ABL1 Transcripts

100% [IRIS standardized Leukocytosis
baseline] - e F— ' rre——— 12
9 >
ol Ll £ 1.0 Ph-chromosome pos - ] §
G ]
I § e RT-gPCR<3log ¥ &
Decreasing 0.1% [MR3;MMR &2 3. . . -9 o
: : —
Iresll(dua.l 0.01% [MRA]* g 4.0 RT-qPCR >3 log =
eukemia — =
ol 5.0 * =
0.001%[MR5]* & Deep molecular 1 B
o 6.0 response 6 3
B )
3 . 7
- —
%o undetectable) 3 ,S%
— -

0

Operational
Cure?
JC Kiis

Mughal Tl et al. Haematologica 2021;106(7):1787-93. OURNAL LS |



Comparison Between Sanger Sequencing and Next-Generation

Sequencing — The NEXT-in-CML Study

CML patients positive for CML patients positive for
mutations by SS mutations by NGS
resistant other than T315I

2» 47A
21.6% (n=59 pts)
A —) Unknown/unreported

(n=10 pts)

T315I (n=10 pts)

IMA/DAS/NIL/BOS-

. High level mutations only (n= 31 pts)
. High level + low level mutations (n=29 pts)

_J Low level mutations only (n=51 pts)

Mughal Tl et al. Haematologica 2021;106(7):1787-93.

M By SS

W By NGS

JOURNAL CLUB TO PRACTICE




Single-Cell -Omics Demonstrate a Trajectory for Megakaryocyte-
Biased Hematopoiesis in Myelofibrosis (MF)

A Control + MF

HSPC Erythroid Megakaryocyte Myeloid Lymphoid
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Single-Cell -Omics Demonstrate a Trajectory for Megakaryocyte-
Biased Hematopoiesis in MF (Continued)
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Therapies in Development versus Approved Therapies for CML
in the Third-Line Setting or Later

TKis in development
for CML in the 3L:
» HQP1351
* PF-114 A6
» K0706 . v o8 ATP-binding site

TKls approved for CML
inthe 3L:

+ Bosutinib

+ Dasatinib

+ Nilotinib

« Ponatinib

Non-TKI therapies approved
for CML in the 3L:

+ Allo-SCT

* Omacetaxine

Myristoyl pocket (STAMP) inhibitor
in development for CML in the 3L
* Asciminib

Myristoyl pocket

‘ J C FQETARE‘I
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Asciminib Mechanism of Action

¢ Asciminib is a potent allosteric inhibitor of BCR-ABL1 that works by Specifically Targeting the ABL Myristoyl Pocket (STAMP)'7-*° (Figure 1)
— The specificity of asciminib is intended to avoid off-target effects from inhibition of other kinases, potentially leading to reduced toxicity

Figure 1. Asciminib Specifically Targets the ABL Myristoyl Pocket (STAMP)

Normal Conditions

Inactive ABL1
with N-terminus binding

ATP-binding site

Myristoylated
N-terminus

Myristoyl pocket

Native ABL1 is inhibited by the interaction
of its N-terminus and the myristoyl pocket,
which helps regulate and control cell
proliferation in the bone marrow

In CML

Constitutively active BCR-ABL1
with loss of N-terminus

* Displaced
DaR 3 N-terminus
= . | ATP-binding site
ABL1 M
L Asciminib
Myristoyl pocket

In the BCR-ABL1 fusion protein, the ABL1 N-terminal
region is replaced with BCR, and this loss results in a
constitutively open/active conformation resulting in

uncontrolled cell proliferation of immature abnormal blood cells

In CML With Asciminib

Inactive BCR-ABL1
with asciminib binding

r TKIls approved
BCR for 1L target the
= ATP-binding site
\
ABL1

Asciminib targets the
myristoyl pocket

Unlike ATP-competitive TKIs, by Specifically Targeting
the ABL Myristoyl Pocket (STAMP), asciminib restores
inhibition of BCR-ABL1, preventing unregulated
cell proliferation'

Cortes J et al. ASH 2021;Abstract 1478.
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FDA Approves Asciminib for Philadelphia Chromosome-Positive

Chronic Myeloid Leukemia
Press Release: October 29, 2021

“On October 29, 2021, the Food and Drug Administration granted accelerated approval to
asciminib for patients with Philadelphia chromosome-positive chronic myeloid leukemia (Ph+ CML)
in chronic phase (CP), previously treated with two or more tyrosine kinase inhibitors (TKls), and
approved asciminib for adult patients with Ph+ CML in CP with the T315] mutation.

ASCEMBL (NCT03106779), a multi-center, randomized, active-controlled, open-label clinical trial, is
evaluating asciminib in patients with Ph+ CML in CP, previously treated with two or more TKls. A
total of 233 patients were randomized (2:1) and stratified according to major cytogenetic response
(MCyR) status to receive either asciminib 40 mg twice daily or bosutinib 500 mg once daily.
Patients continued treatment until unacceptable toxicity or treatment failure occurred.

CABLO01X2101 (NCT02081378), a multi-center, open-label clinical trial, is evaluating asciminib in
patients with Ph+ CML in CP with the T315| mutation. Efficacy was based on 45 patients with the
T3151 mutation who received asciminib 200 mg twice daily. Patients continued treatment until
unacceptable toxicity or treatment failure occurred.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-asciminib-philadelphia-chromosome-positive-
chronic-myeloid-leukemia




Efficacy and Safety Results From ASCEMBL,
a Phase 3 Study of Asciminib vs Bosutinib
in Patients With Chronic Myeloid Leukemia
in Chronic Phase After 22 Prior Tyrosine
Kinase Inhibitors: Week 96 Update

Presenter: Jorge E. Cortes

Delphine Réa,’ Michael J. Mauro,2 Andreas Hochhaus,?
Carla Boquimpani,* Elza Lomaia,®> Sergey Voloshin,® Anna
Turkina,” Dong-Wook Kim,® Jane F. Apperley,® Jorge E.
Cortes,’® Koji Sasaki,’ Shruti Kapoor,'? Alex Allepuz,’ Sara
Quenet,’® Véronique Bédoucha,’® Yosuke Minami'4

Oral preserton & 2022 ASCO Annual Meeting. Jure 2.7 2027 Chizago, L, & anlre

ASCO 2022;Abstract 7004. RTP
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ASCEMBL Phase Il Study Design

Data cutoff for current analysis: October 6, 2021

Median duration of follow-up: 2.3 years (120 weeks) from randomization to last contact date
Primary endpoint: MMR rate at week 24

* |Key secondary endpoint: MMR rate at week 96

Treatment duration: 296 weeks ( \
N Y $rerees N s
/ Key Study Criteria

Adults with CML-CP, Asciminib
previously treated with (Ngioc;hg:?&w) 40 mg twice daily ¥
>2 TKls n=157 Survival
. Ffailure: or int?l_?rKa}nce Randomized 2:1 follow-up
of most recen S
* Patients with intolerance ’ (susuliedbyMGYR

of most recent TKI must b= Egs'\:l(i?'lyel:){ at Bosutinib

have BCR::/ABL1* 500 mg once daily 3

>0.1% at screening n=76 S
*  NoT315l or V299L peess

mutations

\____

Not part of current analysis

————

\ / \ / Switch allowed for Asciminib =
those meeting lack | _ _ TS R - - - Survival
of efficacy criteria dail follow-up

on bosutinib” y
2L, 2nd line; ELN, Evropean Leukemialet.

* Must meet lack of efficacy criteria based on 2013 ELN recemmendations for 2L TX| therapy®.
* Patients who discentinued besutinib treaiment due 1o intolerance or any reasen other than lack of efficacy were not allowed to switch to asciminib.

Oral presertxon o 2022 ASCO Annuzl Meeting. Jure 3.7 2027 Chizago, L & onlre

RTP
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ASCEMBL Primary Endpoint: MMR Rate at Weeks 24, 48 and 96

M Asciminib
I Bosutinib
50 - 50 - 50 -
Primary endpoint Key secondary
40 40 40 endpoint
PSS
o 30 30
£ I
= ! 16.1%"
= 20 - i 20 - A%
g 12.2% l
10 10
0 - 0
n=157 n=76 n=157 n=76 n=157 n=76
Week 24 Week 48 Week 96

+ The MMR rate with asciminib increased consistently over time suggesting the long-term benefit of
continuing treatment with asciminib

*The treatment difference after adjusting forbaseline MCyR status was 12.24% {65% Cl, 2.19%-22.30%, 2-sided P=0.029) at week 24, 16.09% {95% Cl, 5.68%-28.49%. 2-sided P=0.007) at
week 48, and 21.74% (85% CI: 10.53%-32.95%); 2-sided P=0.001} at week 96.

Oral preserren o 2027 ASCO drvual Meeting, Jure 2.7, 2027 Chizage | & anlre

RTP
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ASCEMBL: Overview of Adverse Events (AEs)

= Asciminib (n=156) . E : .
B Bosutinib (n=76) Median duration of exposure:
100 : : o 23.7 months (range, 0.0-46.2 months) for
90 - asciminib
o 7.0 months (range, 0.2-43.3 months) for

< %07 bosutinib
o ] .
w 10 64.5 o AR -
- g : + Safety and tolerability of asciminib continued
@ 60 —_ to be better than with bosutinib
- - . -
E 50 5 o No new or worsening safety findings

40 - o No on-treatment deaths in either arm since the

primary analysis cutoff
30 A :
20 | * Most common AEs leading to treatment
~ 7 2 e discontinuation did not change since the
10 1 i primary analysis:
0 Al Grade Grade Grade &l Grade Grade &l Grade : o Thrombocytopenia (3‘20/°) and neutropenia
grade =3 grace =2 gade =3 qrade =3 glace *3 grade =3 (26%) with asciminib
AEs leading to AEs leading to dose -
AEs disconunuagiona adjustmenu,ﬂte,,up,,on Fatal AEs o Increased ALT (5.3%) and neutropenia (3.9%)

with bosutinib

ALT, alanine aminotransferase; AST, aspartate aminctransferase.
= Grade 1/2 AEs leading to discontinuation with besutinib (n=5} included ALT/AST level increased, blood creatining level increased, diarrhea. drug eruption, and pleural effusion.

Oral preserlron o 2027 ASCO vzl Meeting, Jure 2.7 2027 Chizago, L & onlre

RTP
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ASCAFIRST: Schema of a Phase lll Trial of Asciminib versus TKI for

Newly Diagnosed CP-CML

le M I;: I rimary iendpoinl = I
evailuation 48 weeks 96 weeks
@k
* Newly diagnosed patients with = -
CML-CP with no prior TKls? —> Asciminib80 mgQD —— Failure/intolerance % =
3 =
e}
« > 18 years of age R1:1 ,qz; é
» Stratified by prerandomization N=402 Investigator-selected TKI®: & _‘_2“
selection of TKI (imatinib/2G TKI) : ; g m ﬂ)fggm% — Failure/intolerance § =
and ELTS (high/intermediate/low) dasatinib, o nilotiﬁib) 8‘ ()

1G, 1st generation; 2G, 2nd generation; CML-CP, chronic myeloid leukemia in chronic phase; ELTS, EUTOS long-term survival; EUTOS, European Treatment
and Outcome Study; IS, International Scale; MMR, major molecular response (BCR::ABL1" s0.1%); QD, once dalily; R, randomized; TKI, tyrosine kinase inhibitor.
2 Only imatinib therapy <2 weeks is allowed. * The investigator-selected TKI treatment group will be distributed evenly between patients prerandomized to either
1G TKI or 2G TKI at their approved dose, with dose modifications for intolerance allowed at the investigator’s discretion and in accordance with local labels.

¢ Patients will remain on study for 5 years after the last patient’s 1st dose, unless they have discontinued early due to treatment failure, disease progression,
intolerance, or investigator or patient decision. ¢ Patients who discontinue early will continue to be followed up for survival and disease progression until the

end of the study.
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FASCINATION (CMLXI) Phase Il Study Design

Imatinib 400 mg qd +

Asciminib 60 mg 1d
Nilotinib 300 mg BID +
—
Asciminib 20 mg BID

) Nilotinib 300 mg BID +
Chronic-Phase CML Asciminib 40 mg qd

Dasatinib 100 mg qd +

Primary endpoint: MR4 rate, MR4.5 rate Asciminib 80 mg qd

Secondary endpoints: MMR and MRA4.5 rate, AEs, PFS, OS

RESEARCH
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www.clinicaltrials.gov. NCT03906292. Accessed May 2022.



AIMA4CML Phase lllb Study Design

Primary
Objective

Key inclusion criteria

Adults (=18 years of age) with a diagnosis of CML-CP

Prior treatment with =2 ATP-competitive TKis in patients without the T315I
mutation or >1 ATP-competitive TKI in patients with the T315| mutation

Treatment failure (adapted from the 2020 ELN recommendations) with or
intolerance of the most recent TKI at screening

Evidence of typical BCR-ABL1 transcripts at screening

CML-CP with the T315] mutation
with resistance to/intolerance of >1 prior
ATP-competitive TKI

Andorsky D et al. ASH 2021;Abstract 3599.

Evaluate the safety profile of asciminib monotherapy in
patients in the 3L and beyond (3L+) in cohorts A and
B for 24 weeks

Evaluate the safety profile of asciminib monotherapy in
cohorts A, B, and C for 48 and 72 weeks

Estimate hematologic response and MR rates by specific
time points

Estimate time to and duration of hematologic response
and MR

Assess progression-free survival and overall survival
during 72 weeks

Cohort A
Asciminib 40 mg BID
CML-CP without the T315/ mutation Cohort (n=45)
with resistance to/intolerance of >2 prior assignment
ATP-competitive TKiIs 1:1 Cohort B
Asciminib 80 mg QD
(n=45)

RTP
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Meet The Professor with Dr DeAngelo

Introduction: Perspectives on CML

MODULE 1: Asciminib — ASCAFIRST Study

MODULE 2: First-Line Treatment

* Dr Grunwald: A 61-year-old woman with PMH of Stage IA hormone receptor-positive breast cancer on adjuvant
tamoxifen with newly diagnosed CML

MODULE 3: TKI Discontinuation

MODULE 4: Disease Monitoring

MODULE 5: Relapsed Disease

MODULE 6: Treatment Complications
MODULE 7: Appendix of Key Recent Data Sets
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Case Presentation: A 61-year-old woman with PMH of
Stage IA hormone receptor-positive breast cancer on
adjuvant tamoxifen with newly diagnosed CML




Which scoring system do you use to risk stratify patients with
chronic-phase CML?

- ¥ Dr Cortes % Dr Mauro Sokal and ELTS

Sokal, Hasford )
and ELTS ﬂ or Syseh

ELTS = EUTOS long-term survival




Regulatory and reimbursement issues aside, what initial
therapy would you recommend for a 55-year-old woman with
Sokal low-risk CML?

Dasatinib

) [S— £ o sves sosutins




Regulatory and reimbursement issues aside, what initial
therapy would you recommend for a 55-year-old woman with
Sokal high-risk CML?

"I Dr Cortes **% Dr Mauro Dasatinib

Dasatinib Y Dr Shah Dasatinib

¢ | Dr Grunwald Bosutinib ﬂ Dr Sweet Bosutinib




Meet The Professor with Dr DeAngelo

Introduction: Perspectives on CML
MODULE 1: Asciminib — ASCAFIRST Study
MODULE 2: First-Line Treatment

MODULE 3: TKI Discontinuation

e Dr Bufalino: A 44-year-old man with low-risk CML who achieves MR4 on imatinib but loses molecular response
3 months after discontinuing therapy

MODULE 4: Disease Monitoring

MODULE 5: Relapsed Disease

MODULE 6: Treatment Complications
MODULE 7: Appendix of Key Recent Data Sets
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Case Presentation: A 44-year-old man with low-risk CML
who achieves MR4 on imatinib but loses molecular
response 3 months after discontinuing therapy

Dr Shams Bufalino (Park Ridge, Illinois)

RTP
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In what situation, if any, would you consider treatment
discontinuation for a patient with chronic-phase CML in
molecular remission?

Stable BCR-ABL
6l Dr Cortes MR4.5 for at least 2y, 72 Dr Mauro transcript of <0.01%

ideally6y for2y

| Stable BCR-ABL ~ Stable BCR-ABL
% Dr DeAngelo transcript of <0.01% s BolEY i1y transcript of <0.01%
for2y for2y

| . Stable BCR-ABL
'@ Dr Grunwald MR4.5 for at least 2y ﬂ Dr Sweet transcript of <0.01%

A for2y




What would you estimate to be the likelihood of 2-year disease
recurrence for a patient with CML who has discontinued imatinib
after achieving a sustained deep molecular response?

“ I Dr Cortes .= Dr Mauro

) ¥ Dr Shah

ﬂ Dr Sweet 40%-50%




What would you estimate to be the likelihood of 2-year disease
recurrence for a patient with CML who has discontinued a

second-generation TKI after achieving a sustained deep
molecular response?

“ I Dr Cortes .= Dr Mauro

) ¥ Dr Shah

ﬂ Dr Sweet




Meet The Professor with Dr DeAngelo

Introduction: Perspectives on CML
MODULE 1: Asciminib — ASCAFIRST Study

MODULE 2: First-Line Treatment

MODULE 3: TKI Discontinuation

MODULE 4: Disease Monitoring

 Dr Grunwald: A 40-year-old man with CML on dasatinib who does not achieve treatment milestone (MR3) at
18 months but does at 24 months

* Dr Peswani: An 82-year-old man with CML who initially receives imatinib followed by nilotinib, develops CHF and
has a BCR-ABL of 0.8% (IS)

MODULE 5: Relapsed Disease

MODULE 6: Treatment Complications
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MODULE 7: Appendix of Key Recent Data Sets




Case Presentation: A 40-year-old man with CML on
dasatinib who does not achieve treatment milestone (MR3)
at 18 months but does at 24 months

Dr Michael Grunwald (Charlotte, North Carolina)




BCR-ABL (IS)

40-Year-Old Man: BCR-ABL PCR (International Scale) by Time
After Treatment Initiation

90.00%

80.00%

70.00%

60.00%

50.00%

40.00%

30.00%

20.00%

10.00%

0.00%

82.5%

At Diagnosis

12.9%

3 months

0.44% 0.26% 0.19% 0.22% 0.12%
6 months 9 months 12 months 15 months 18 months
—e—BCR-ABL IS

Time points after treatment initiation
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Case Presentation: An 82-year-old man with CML who
initially receives imatinib followed by nilotinib, develops
CHF and has a BCR-ABL of 0.8% (IS)

Dr Namrata Peswani (Richardson, Texas)




BCR-ABL (IS)

82-Year-Old Woman: BCR-ABL PCR (IS) by Time After Treatment
Initiation

1.20%

1.1%
1.00%

0.80%
6 .8%

6%

0.60%
0.40% )
0.20% 0.3%

0.00%
Baseline 3 months 6 months 9 months 12 months

—e—BCR-ABL (IS)

Time points after treatment initiation

e
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In general, how frequently do you monitor peripheral blood
quantitative PCR in patients who have achieved a major
molecular response?

Every 3 months
! Dr Cortes Every 3 to 6 months a Dr Mauro (every 6 weeks in
| resistant cases)

% Dr DeAngelo Every 3 to 6 months Qi Y Dr Shah Every 3 to 6 months

'@ Dr Grunwald Every 3 months ﬂ Dr Sweet Every 3 to 6 months
= A




In general, in what situations do you repeat a bone marrow
biopsy for a patient who is receiving treatment for chronic-
phase CML?

Any case where I’'m
. 12-mo BCR-ABL

¥ Dr Cortes '**! Dr Mauro concerned about

: qPCR >1% Ve disease evolution

Only if disease ~ 12-mo BCR-ABL

% DrDeAngelo J progression or failure i JolEto qPCR >10%, late cytopenias,
to respond loss of response*

- 12-mo BCR-ABL - 12

3 ) -mo BCR-ABL

'@ Dr Grunwald qPCR >1% or steadily rising ﬂ Dr Sweet PCR >0.1%
A BCR-ABL even below qPCR <1% 9 o2

* Loss of hematologic or molecular response, without BCR-ABL1 kinase domain mutation

TP
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Meet The Professor with Dr DeAngelo

Introduction: Perspectives on CML
MODULE 1: Asciminib: ASC4FRIST
MODULE 2: First-line Treatment
MODULE 3: TKI Discontinuation
MODULE 4: Disease Monitoring

MODULE 5: Relapsed Disease

* Dr Patel: A 28-year-old woman with CML that is resistant to multiple TKls with therapy compliance concerns

* Dr Grunwald: A 41-year-old woman who initially receives dasatinib for chronic-phase CML with a good response
but then develops lymphoid blast crisis

MODULE 6: Treatment Complications
MODULE 7: Appendix of Key Recent Data Sets
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Case Presentation: A 28-year-old woman with CML that is
resistant to multiple TKis with therapy compliance concerns

Dr Minesh Patel (Peachtree City, Georgia)




Case Presentation: A 41-year-old woman who initially
receives dasatinib for chronic-phase CML with a good
response but then develops lymphoid blast crisis




Regulatory and reimbursement issues aside, what second-line
treatment would you recommend for a patient with chronic-
phase CML who achieves a major molecular response with
imatinib and experiences disease progression without evidence
of BCR-ABL kinase domain mutation?

A 2nd-gen TKI depending -~

~“!l Dr Cortes on comorbidities and 7= Dr Mauro Dasatinib
other factors L

Dasatinib Dasatinib

Bosutinib
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TO PRACTICE



Regulatory and reimbursement issues aside, what second-line
treatment would you recommend for a patient with chronic-
phase CML who achieves a major molecular response with a
second-generation TKI and experiences disease progression
without evidence of a BCR-ABL kinase domain mutation?

"I Dr Cortes

Ponatinib =% Dr Mauro Ponatinib or asciminib

Switch to a different
2"d-gen TKI

¥ Dr Shah Ponatinib

Switch to a different \ . .
an_gen TKI ﬂ Dr Sweet Ponatinib




What third-line treatment would you recommend for a 65-year-old
patient with chronic-phase CML who received imatinib for 3 years
with disease progression followed by dasatinib with further disease

progression after 18 months and no evidence of a BCR-ABL kinase
domain mutation?

=" Dr Mauro Ponatinib or asciminib

¥ |




Based on current clinical trial data and your personal
experience, how would you compare the efficacy of asciminib

to the TKIs that are currently approved as second-line
treatment for chronic-phase CML?

= Dr Cort Asciminib is more Dr M Asciminib is more
r Lorres . . r viauro . .
> efficacious | efficacious

- Asciminib is more N
% Dr DeAngelo officacious '™} Dr Shah About the same

) orcrumvei m foses T
= A




What second-line therapy would you recommend for a 75-year-old
patient with chronic-phase CML who develops resistance to
imatinib and is found to have a T315] mutation?

) [S— £ o sves ponatins




Based on available clinical data and your personal experience, in
general, how would you compare the tolerability of asciminib to
that of the second-generation TKis?

Asciminib is better

he DriCorias About the same "= Dr Mauro tolerated

)

- Asciminib is better N® Asciminib is better
% Prbeangele tolerated g O Shieh tolerated

¢ " Dr Grunwald Al 2 ) Dr Sweet About the same
g tolerated
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Based on available clinical data and your personal experience,
how do the severity and frequency of gastrointestinal side
effects associated with asciminib compared to those with other

TKIs in the treatment of CML?

= o Cort Less frequentand Dr M Less frequent and
- oSS severe with asciminib [ fatiiaaie severe with asciminib

% Br DeAngsio Less fre-quent.an.d. Y br Shah Less fre.quent.an.d.
severe with asciminib severe with asciminib

8-} br Grunwald Less frequent and \ Dr Sweet Less fre.quent.an.d.
e severe with asciminib

7 severe with asciminib




Based on available clinical data and your personal experience,
how do the severity and frequency of dermatologic side effects
associated with asciminib compare to those with other TKils in

the treatment of CML?

Less frequent and
pj Or Cortes AJERIDEES ) | Draire severe with asciminib

% Br DeAngsio Less fre.quent.an.d. Y br Shah Less fre.quent.an.d.
severe with asciminib severe with asciminib

'@ Dr Grunwald Less frequent and ﬂ Dr Sweet About the same

&) severe with asciminib
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Meet The Professor with Dr DeAngelo

Introduction: Perspectives on CML
MODULE 1: Asciminib — ASCAFIRST Study
MODULE 2: First-Line Treatment
MODULE 3: TKI Discontinuation

MODULE 4: Disease Monitoring

MODULE 5: Relapsed Disease

MODULE 6: Treatment Complications

* Dr Grunwald: A 75-year-old woman with CML who achieves MMR on nilotinib but then develops peripheral
arterial occlusion after 9 years on therapy

* Dr Grunwald: A 65-year-old man with CML initially treated with imatinib and then dasatinib achieves MR4 but
then develops dyspnea and pleural effusions

* Dr Grunwald: A 35-year-old man and helicopter pilot with CML who is switched to dasatinib due to resistance to
imatinib but develops painful gynecomastia

* Dr Grunwald: A 47-year-old woman with CML who develops transaminitis after starting bosutinib

MODULE 7: Appendix of Key Recent Data Sets
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Case Presentation: A 75-year-old woman with CML who
achieves MMR on nilotinib but then develops peripheral
arterial occlusion after 9 years on therapy




Case Presentation: A 65-year-old man with CML initially
treated with imatinib and then dasatinib achieves MR4
but then develops dyspnea and pleural effusions

Dr Michael Grunwald (Charlotte, North Carolina)




Case Presentation: A 35-year-old man and helicopter pilot
with CML who is switched to dasatinib due to resistance to
imatinib but develops painful gynecomastia




Case Presentation: A 47-year-old woman with CML who
develops transaminitis after starting bosutinib




Meet The Professor with Dr DeAngelo

Introduction: Perspectives on CML
MODULE 1: Asciminib — ASCAFIRST Study
MODULE 2: First-Line Treatment
MODULE 3: TKI Discontinuation

MODULE 4: Disease Monitoring

MODULE 5: Relapsed Disease

MODULE 6: Treatment Complications
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Front-Line Management of CML




Considerations for Selection of Initial Therapy
for Chronic-Phase (CP) CML

CP-CML

v

.

Imatinib (first-generation tyrosine-kinase
inhibitor)

« Once daily, with food

« Most experience in clinical setting

« Most follow-up and general use data available
« Lowest risk of arterial-occlusive events

« More treatment-free remission data

« Some renal toxicity

« Official generic formulations (but also copies)

Second-generation tyrosine-kinase inhibitors

« More molecular responses

« Deep molecular response

« More sustained deep molecular response

« Faster molecular responses

« Lower rate of transformation from chronic phase
to accelerated phase or blast phase

« More prospective treatment-free remission data
(nilotinib superior to dasatinib; no data with

available bosutinib)
v v .
Dasatinib Nilotinib Bosutinib
« Once daily, with or without food « Twice daily on an empty stomach « Once daily, with food

« Only 5 year follow-up data available

« Higher risk of arterial-occlusive events
« Optimal dose uncertain

« Longest follow-up data available

« Risk of pleural effusion, pulmonary hypertension « Higher risk of arterial-occlusive events

« Risk of metabolic syndrome

« Only 5 year follow-up data available
« Lower risk of arterial-occlusive events
« Frequent diarrhoea, usually mild

Adapted from Cortes J et al. Lancet 2021;398:1914-26.
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Risk Stratification Prognostic Scoring Systems

Hasford (Euro)?

EUTOS3

EUTOS long-term (ELTS)?

Year introduced 1984 1998 2011 2016
Predominant Conventional IFN-alpha-based .. ..
: : Imatinib Imatinib
treatment modality chemotherapy regimens
Age . * Age
* Age Spleen size :
. _ * Spleen size
* Spleen size Platelet count * Spleen size
Factors . * Platelet count
* Platelet count % blasts * Basophil count . Blasts in perioheral blood
* % blasts % basophils PErp
% eosinophils
* High: score
>2.2185
* High: score >1.2 High: score >1,480 :
: : . * Intermediate: score
Risk 210 * Intermediate: Intermediate: score | ¢ High: score >87 -1.5680 and
ISK group score 0.8-1.2 >780 and <£1,480 * Low: score <87 <2.2185
* Low: score <0.8 Low: score <780 -
* Low: score
<1.5680

1Sokal J et al. Blood 1984;63:789-99; 2Hasford J et al. J Natl Cancer Inst 1998;90;850-8; 3 Hasford J et al. Blood 2011;118:686-92.

4Pfirrman M et al. Leukemia 2016;30:48-56.
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Correlation of Cytogenetic and Molecular Data with Leukemia
Cell Mass and Response Milestones

Number of leukemia  Cytogenetic response  Molecular response ELN-response
cells in a given patient milestones

e~~~ 100% Ph+ ====== 100% BCR-ABL'S

1011 ..---”‘.L ----- 3G Py = 10% BCR-ABL'S 3 months

o 0% Ph+ (CCR) 1% BCR-ABL'S 6 months

QR e i e o e B 0.1% BCR-ABL" (MMR) 12 months
“‘3 e 15

o < 0.1% BCR-ABL -
| (deep molecular response)

| 107

CCR: Complete cytogenetic response; MMR: Major molecular response,
Modified from Baccarani et al., Blood 2013; 122: 885 - 892,

RTP
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Response Criteria and Equivalence by Log Reduction

Approximate Molecular response BCR-ABL1 Undetectable transcripts
complete transcriptlevels (minimum number of copies
response inthe of reference gene)
equivalent International
Scale
Baseline 100%
1.0log PGYR <10%
2-0log CGR <1%
3-0log Major molecular response <0-1%
4.0 log Molecular response 4-0 <0-01% >10000 ABL (=24 000 GUSB)
4.5log Molecular response 4-5 <0-0032% >32 000 ABL (=77 000 GUSB)
5-0log Molecular response 5-0 <0-001% >100 000 ABL (=240000 GUSB)

CCyR=complete cytogenetic response. PCyR=partial cytogenetic response. *Log reduction is calculated in relation to a

standardised baseline.

Cortes J et al. Lancet 2021;398:1914-26.
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Early Treatment Response Milestones

BCR-ABL1 (IS) 3 months

>10%™ YELLOW

>1%-10%

>0.1%-1%

<0.1%

12 months!

YELLOW
LIGHT GREEN

COLOR

CONCERN

CLINICAL CONSIDERATIONS

RECOMMENDATIONS

TKl-resistant |+ Evaluate patient compliance and drug interactions Switch to alternate TKI (CML-5)

disease * Consider mutational analysis and evaluate for allogeneic HCT
YELLOW | Possible TKI |+ Evaluate patient compliance and drug interactions Switch to alternate TKI (CML-5) or

resistance * Consider mutational analysis Continue same TKI (other than imatinib) (CML-G)"

* Consider bone marrow cytogenetic analysis to assess for |or Increase imatinib dose to a max of 800 mg
MCyR at 3 mo or CCyR at 12 mo and Consider evaluation for allogeneic HCT
LIGHT TKl-sensitive |« If treatment goal is long-term survival: 1% optimal « If optimal: continue same TKI
GREEN |disease « If treatment goal is treatment-free remission: £0.1% optimal | « If not optimal: shared decision-making with
patient®:P

TKl-sensitive
disease

* Monitor response (CML-E) and side effects

Continue same TKI (CML-G)¢

NCCN® Guidelines, Chronic Myeloid Leukemia v3.2022

RTP
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Monitoring Response to Tyrosine Kinase Inhibitor

Therapy and Mutational Analysis

Test

Recommendation

Bone marrow
cytogenetics’

* At diagnosis

* Failure to reach response milestones

* Any sign of loss of hematologic response

* Any sign of loss of CCyR or its molecular response correlate defined as an increase in BCR-ABL1
transcript to >1%

qPCR using IS

* At diagnosis

« Every 3 months after initiating treatment. After BCR-ABL1 (IS) <1%?2 has been achieved, every 3 months
for 2 years and every 3-6 months thereafter

* If there is a 1-log increase in BCR-ABL1 transcript levels with MMR, qPCR should be repeated in 1-3
months

BCR-ABL1 kinase domain
mutation analysis

* Chronic phase
» Failure to reach response milestones
» Any sign of loss of hematologic response
» Any sign of loss of CCyR or its molecular response correlate defined as an increase in BCR-ABL1
transcript to >1%
» 1-log increase in BCR-ABL1 transcript levels and loss of MMR
» Disease progression to accelerated or blast phase3

NCCN Guidelines, Chronic Myeloid Leukemia, v3.2022
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Key Studies of Second-Generation TKIs as First-Line Therapy

DASISION ENESTnd

(N =519) (N = 846)
Endpoint m Imatinib
BCR-ABL £10% at 3 mo 84% 64% 91% 67% 75% 57%
CCyR at 12 mo 83% 72% 80% 65% 77% 66%
MMR at 12 mo 46% 28% 44% 22% 47% 37%
Treatment discontinuation by 24 mo 23% 25% 26% 33% 29% 34%
Transformation to accelerated or 359 5 89 0.7% 4.2% 2 29 2 6%
blast phase at 24 mo

CCyR = complete cytogenetic response; MMR = major molecular response

Cortes J et al. Lancet 2021; 398:1914-26. Cortes JE et al. J Clin Oncol 2016;34:2333-40. Hochhaus A et al. Leukemia 2016;30:1044-54.
Cortes JE et al. J Clin Oncol 2018;36:231-7.

| ; | .
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Overview of Adverse Drug Reactions Associated with Tyrosine
Kinase Inhibitors Approved for CML

Imatinib® Nilotinib* Dasatinib* Bosutinib®* Ponatinib*
Myelosuppression - - o - -
Fluid Retention ++ — +++ — s
Rash - ++ — — i
Diarrhea - + + iy +
Increased Glucose/Cholesterol — ++ — = -
Vascular Occlusion — - + — +++
Renal Insufficiency + — (+) ? ?

Khoury HJ et al. ASCO 2017 Education Book.
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Leukemia (2021) 35:440-453
https://doi.org/10.1038/s41375-020-01111-2

ARTICLE

Chronic myelogenous leukemia

Long-term outcomes with frontline nilotinib versus imatinib in
newly diagnosed chronic myeloid leukemia in chronic phase:
ENESTnd 10-year analysis

Hagop M. Kantarjian(®' - Timothy P. Hughes*? - Richard A. Larson(®* - Dong-Wook Kim (3 - Surapol Issaragrisil®
Philipp le Coutre’ - Gabriel Etienne® - Carla Boquimpani®'® - Ricardo Pasquini'’ - Richard E. Clark(®'? -
Viviane Dubruille’ - lan W. Flinn'* - Slawomira Kyrcz-Krzemien'” - Ewa Medras'® - Maria Zanichelli'” -

Israel Bendit'® - Silvia Cacciatore'® - Ksenia Titorenko?® - Paola Aimone'? - Giuseppe Saglio®' - Andreas Hochhaus?”

2
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ENESTnd: 10-Year Efficacy and Safety

Nilotinib Nilotinib Imatinib

Efficacy 300 mg twice daily 400 mg twice daily 400 mg once daily
MMR by 10 years 77.7% 79.7% 62.5%
MR4.5 by 10 years 69.5% 68.3% 49.5%
TFR eligibility rate 48.6% 47.3% 29.7%
el o eyt 7.7% 08.5% 95.5%
Estimated 10-year OS (All)* 87.6% 90.3% 88.3%

<60 years old 92.7% 94.5% 89.7%
Estimated 10-year PFS* 86.2% 89.9% 87.2%
Cumulative cardiovascular 16.5% 23.5% 3.6%

event rate

TFR = treatment-free eligibility
* Not significantly different from imatinib

| ;~ | | .
| RESEARCH
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Kantarjian HM et al. Leukemia 2021;35:440-53.



International, Prospective Study Comparing Nilotinib
versus Imatinib with Early Switch to Nilotinib to
Obtain Sustained Treatment-Free Remission in
Patients with Chronic Myeloid Leukemia

Pane F et al.
EHA 2022;Abstract S156.




SUSTRENIM Study Design

2 bELNcM < 'L
Early switch: 3 6 12mo

2-years 2-year
: Consolidation and
Induction therapy Maintenance of MR
:T\vo Primary endpoints: .:‘,E"'“z."m"' | TFR @ 12 mo.
|
| Quarterty ‘ |
Q-PCR analysis of MRD [
T
| | (
v v v l L l v '
! MBRConsolidatien:  MRAQMainsenance: | :
Not Optmel . |mo::n“uu.‘7nn / AN bty EMRA G | .
N

@ |

2

imatinib 400mg )'

m: ' )_mloﬁnib
P 4 """>"“°?°°"'° Wiio 00
~ |[ma> : Nilo:600mg
,v“:"

1 Nitotini> 600mg > Nilo 500

A total of 450 pts (225 per arm) will allow a 90% power to detect the expected differences of the two co-primary end-
points as statistically significant by a two-sided stratified Cochran-Mantel-Haenszel test at the 3% level

REAINY, PN, BN .

RTP
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SUSTRENIM Primary Endpoint:
MRA4.5 Rate at 24 Months of Treatment

n. of pts @24 mo.

Chi-square
(n)
Imatinib arm 161 29 18.0%
—  P=0.0156
Nilotinib arm 177 52 29.4% |
Total cohort 335 81 23.9%

RTP
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SUSTRENIM: MRA4.5 Rate at 24 Months of Treatment
According to Treatment Arm and Risk Score

Baseline risk score
45 W Low mint mHigh 43

Pts MR4.5 @ 24 mo.
P
un

0 Tot 62 74 25 81

IMA NILO IMA NILO
Sokal Score ELTS Score

RTP
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SUSTRENIM: Preliminary Conclusions

* The enrollment into the study has been completed in October 2020 (n=450
patients) and the median follow-up of the patients is around 32 mo.

* Nilo appears to be more effective than Ima to reach DMR at 24 mo. even when
systematic early switching to Nilo has been applied in case of non optimal
response to the Ima treated patients

* The efficacy of Nilo is prominent in the low baseline risk patients, particularly
when ELTS score has been used

* We expect that further follow-up will contribute to answer the questions:
* Percentage of newly diagnosed CML patients who have a successful TFR

* Appropriate treatment strategy to achieve an higher rate of TFR

Pane F et al. EHA 2022;Abstract S156.




ARTICLE

CHRONIC MYELOGENOUS LEUKEMIA

Bosutinib versus imatinib for newly diagnosed chronic phase
chronic myeloid leukemia: final results from the BFORE trial

119% Jorge E. Cortes(®>'°, Dragana Milojkovic?, Carlo Gambacorti-Passerini(®?, Richard E. Clark®, Philipp le

Tim H. Brimmendorf
11

Coutre®, Valentin Garcia-Gutierrez(®’, Charles Chuah®, Vamsi Kota (3?2, Jeffrey H. Lipton®, Philippe Rousselot (', Michael J. Mauro
Andreas Hochhaus'?, Rafael Hurtado Monroy'?, Eric Leip'?, Simon Purcell'>, Anne Yver'®, Andrea Viqueira'’, Michael W. Deininger'®

and BFORE study investigators

Leukemia 2022;[Online ahead of print].
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Adherence to Treatment




VOLUME 28 - NUMBER 14 - MAY 10 2010

Adherence Is the Critical Factor for Achieving Molecular
Responses in Patients With Chronic Myeloid Leukemia

Who Achieve Complete Cytogenetic Responses on Imatinib

David Marin, Alexandra Bazeos, Francois-Xavier Mahon, Lina Eliasson, Dragana Milojkovic, Marco Bua,
Jane F. Apperley, Richard Szydlo, Ritti Desai, Kasia Kozlowski, Christos Paliompeis, Victoria Latham,
Letizia Foroni, Mathieu Molimard, Alistair Reid, Katy Rezvani, Hugues de Lavallade, Cristina Guallar,

John Goldman, and Jamshid S. Khorashad
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Six-Year Probability of MMR, 4-Log Reduction in Transcript Levels
and CMR According to Adherence (>90% vs <90%)

Approximately 26% of 86 patients had adherence £90%; in 12 of these patients (14%),

adherence was <80%

- Adherence > 90% (n = 64)
Adherence < 90% (n = 23)

P<.001

93.7% vs 13.9%

0

MMR

6 12 18 24 30 36 42 48 54 60 66 72
Time Since Start of Imatinib Therapy (months)

= major molecular response

Marin D et al. J Clin Oncol 29(14):2381-8.
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0

6 12 18 24 30 36 42 48 54 60 66 72
Time Since Start of Imatinib Therapy (months)

(@)

Probability of CMR

1.0 5
0.9 1
0.8 4
0.7
0.6 4
0.5
0.4 4
0.3
0.2
0.1

—— Adherence > 90% (n = 64)
Adherence < 90% (n = 23)

P=.002

43.8% vs 0

0

6 12 18 24 30 36 42 48 54 60 66 72
Time Since Start of Imatinib Therapy (months)
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Contents lists available at ScienceDirect

Leukemia Research

[:LSE\ ]}:R journal homepage: www.elsevier.com/locate/leukres

No margin for non-adherence: Probabilistic kaplan-meier modeling of
imatinib non-adherence and treatment response in CML (ADAGIO study)

Mavis Obeng- K1151 , Karen MacDonald , Marie-Anne van Lierde ©, Christopher S. Lee e
Sabina De Geest ¢ Ivo Abraham *"
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ADAGIO (N = 169): Treatment Response as a Function of 90-Day
Pill Count Adherence

Pill count ratio

Optimal response

100% 0.84 0.83 0.77 0.82
90% 0.37 0.37 0.39 0.35
Fold change 2.25 2.24 1.95 2.35

CHR = complete hematologic response
CCyR = complete cytogenetic response
MMR = major molecular response

Obeng-Kusi M et al. Leuk Res 2021;111:106734.




Am J Hematol 2011:86:471-4.
Research Article

Nonadherence to Imatinib adversely affects event free survival in chronic
phase chronic myeloid leukemia

Prasanth Ganesan,* Tenali Gnana Sagar, Biswajit Dubashi, Rejiv Rajendranath, Krishnarathinam Kannan,
Sanju Cyriac and Manjunath Nandennavar




Five-Year Event-Free Survival According to Adherence

* Nearly 1/3 of 516 patients were treatment nonadherent, defined as
unwarranted interruption of treatment >1 week
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Discontinuation of Treatment




General Considerations for Discontinuation of TKI Therapy

* Discontinuation of TKI therapy appears to be safe in select patients with CML

e Consult with a CML specialist to review the appropriateness for TKI discontinuation and
potential risks and benefits of treatment discontinuation, including TKI withdrawal syndrome

e Clinical studies that have evaluated the safety and efficacy of TKI discontinuation have
employed strict eligibility criteria and have mandated more frequent molecular monitoring
than typically recommended for patients on TKI therapy

* Some patients have experienced significant adverse events that are believed to be due to TKI
discontinuation

* Discontinuation of TKI therapy should only be performed in consenting patients after a
thorough discussion of the potential risks and benefits

e Consultation with an NCCN Panel Member or center of expertise is recommended for:

— Any significant adverse event believed to be related to treatment discontinuation
— Progression to accelerated or blast phase CML at any time
— Failure to regain MMR after 3 months following treatment reinitiation

Chronic Myeloid Leukemia NCCN Guidelines v3.2022



NCCN Criteria for Discontinuation of TKI Therapy
* Age 218 years

* Chronic phase CML, with no prior history of accelerated or blast phase CML
* On approved TKI therapy for at least 3 years
* Prior evidence of quantifiable BCR-ABL1 transcript

e Stable molecular response (MR4; BCR-ABL1 < 0.01% IS) for = 2 years
— Documented on at least 4 tests, performed at least 3 months apart

* Access to a reliable qPCR test with a sensitivity of detection of at least MR4.5 (BCR-ABL1 <
0.0032% IS) and that provides results within 2 weeks

* Monthly molecular monitoring for the first 6 months following discontinuation, bimonthly
during months 7-12 and quarterly thereafter (indefinitely) for patients who remain in MMR
(MR3; BCR-ABL1 £0.1% IS)

* Prompt resumption of TKI within 4 weeks of a loss of MMR with monthly molecular
monitoring until MMR is re-established

Chronic Myeloid Leukemia NCCN Guidelines v3.2022



FINAL ANALYSIS OF A PAN EUROPEAN STOPE TYROSINE KINASE
INHIBITOR TRIAL IN CHRONIC MYELOID LEUKEMIA: THE EURO-SKI
STUDY

Francois-Xavier Mahon, Johan Richter, Andreas Hochhaus, Panayiotis Panayiotidis, Antonio Almeida, Jiri Mayer,
Henrik Hjorth-Hansen, Jeroen J. W. M. Janssen, Satu Mustjoki, Joaquin Martinez-Lopez, Hanne Vestergaard, Hans
Ehrencrona, Veli Kairisto, Stéphanie Dulucq, Katerina Machova Poldkova, Franck E. Nicolini, Wolf-Karsten Hofmann,
Joelle Guilhot, Susanne Saussele, Markus Pfirrmann

ASH 2021;Abstract 633
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EURO-SKI Study Schema

Patients included between May 2012 and December 2014

TKI treatment

2 3 years Molecular recurrence defined as BCR-ABL1
>0.1% (loss of MMR) at one time point.
MR?*
2 1year
Screening RQ-PCR RQ-PCR
phase qdw qbw every 3 month
(confirmation
of MR*in
central lab)
< 6 weeks Year 1 Year 2 Year 3

Informed Follow-up End of
consent Study

First and second primary endpoints: Molecular recurrence-free

survival at 6 and 36 months, hypothesized to be >40% and >35%,
respectively
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Mahon F-X et al. ASH 2021;Abstract 633.



EURO-SKI: Molecular Recurrence-Free Survival and Cumulative
Incidence of MMR Loss (N = 728)

Probabilities 6 months 12 months 36 months
MRecFS 62% 55% 46%
MRecTFS 61% 54% 45%
Loss of MMR 38% 44% 50%
Death/restart 1 2 3

MRecFS = molecular recurrence-free survival
MRecTFS = molecular treatment-free survival

Mahon F-X et al. ASH 2021;Abstract 633.
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Long-Term Follow-Up of the French Stop Imatinib (STIM1)
Study in Patients With Chronic Myeloid Leukemia

Gabriel Etienne, Joélle Guilhot, Delphine Rea, Frangoise Rigal-Huguet, Franck Nicolini, Aude Charbonnier,
Agnes Guerci-Bresler, Laurence Legros, Bruno Varet, Martine Gardembas, Viviane Dubruille, Michel Tulliez,
Marie-Pierre Noel, Jean-Christophe lanotto, Bruno Villemagne, Martin Carré, Frangois Guilhot,

Philippe Rousselot, and Frangois-Xavier Mahon
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STIM1: Baseline Patient Characteristics

All Patients
Characteristic (N = 100)
Sex, %
Male 48
Female 52
Median age at inclusion, years (range) 59.4 (29-81)
Sokal risk score, %
Low 49
Intermediate 39
High 11
Missing 1
Median time from diagnosis 2.5 (0-195.1)
to imatinib onset, months (range)
Median time from diagnosis 72.1 (36-243)
to imatinib discontinuation,
months (range)
Median time receiving imatinib, months 58.8 (35-112)
Median time from imatinib onset 18.1 (3-68)
to sustained UMRD, months
(range)
Median sustained UMRD duration 36.4 (24-107)

before imatinib discontinuation,
months (range)

Abbreviation: UMRD, undetectable molecular residual disease.

RESEARCH
TO PRACTICE

Etienne G et al. J Clin Oncol 2017;35(3):298-305.



STIM1: Molecular Recurrence-Free Survival After Imatinib

Discontinuation
§ 100 -
S g Median follow-up: 77 months
= .
2 70 Molecular RFS at 6 months: 43%
T 60 - Molecular RFS at 60 months: 38%
§ 50 - H
B -
= 40- — e e ]
3 30 -
= Lo | Treatment restarted in 57/61 patients with MR
c%cs | = 55 achieved a second undetectable minimal residual disease
10 -
o 0 é .1I2. l1l8. .2I4. .3I0l l3l6l l4lZ' l4ISl '5I4l .6I0l l6l6. .7I2. .7I8. .814l '910. .916
Time From Discontinuation of Imatinib (months)
No. at risk

100 a4 41 40 38 38 38 38 38 38 36 32 25 21 17 5 0
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Etienne G et al. J Clin Oncol 2017;35(3):298-305.



Cancer 2017;123:4403-10.

Original Article

Second Tyrosine Kinase Inhibitor Discontinuation Attempt in
Patients With Chronic Myeloid Leukemia

Laurence Legros, MD, PhD (2"2; Franck E. Nicolini, MD, PhD*%; Gabriel Etienne, MD, PhD ®; Philippe Rousselot, MD, PhD®;
Delphine Rea, MD, PhD’; Stéphane Giraudier, MD, PhD®; Agnés Guerci-Bresler, MD, PhD?; Francoise Huguet, MD'?;
Martine Gardembas, MD'"; Martine Escoffre, MD'?; Jean-Christophe lanotto, MD, PhD'®; Marie-Pierre Noél, MD':
Bruno R. Varet, MD, PhD™; Thomas Pagliardini'; Irit Touitou, PhD'; Stéphane Morisset, MS'®; and
Francois-Xavier Mahon, MD, PhD'’; on behalf of the French Intergroup for Chronic Myeloid Leukemias

Evaluated treatment-free remission (TFR) in 70 patients who re-attempted TKI discontinuation

after a first unsuccessful attempt
* After the second TKI discontinuation attempt, the trigger for treatment re-introduction was the

loss of a major molecular response in all patients
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RE-STIM: Treatment-Free Remission After Second TKI
Discontinuation Attempt

60%

s0% 48%

42%

40%

35%

30%

20%

10%

0%
12 months 24 months 36 months

M TFR rates

RTP
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RE-STIM: Probability of Achieving TFR According to Molecular-
Response Status at 3 Months After the First Attempt to
Discontinue TKI Therapy

100
BCR-ABL1 levels at M3 on 1st attempt
—— Persistent uMR4.5
MMR-MR4.5
75 Loss of MMR
2
>
= log-rank test: p = 0.002
g 50
o
Q.
14
o
25
0
0 12 24 36 48 60 72 84 96 108
Time since TKI discontinuation (months)
Persistont uUMR4.5 35 21 17 9 3 1 1 1 1 0
MMR-MR4.5 28 1 6 4 3 3 2 1 1 1
Loss of MMR 7 0 0 0 0 0 0 0 0 0

RTP
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RE-STIM: Probability of Achieving TFR According to
Undetectable/Detectable MR Status at 3 Months After the
First Attempt to Discontinue TKI Therapy

100
BCR-ABLT1 levels at M3 on 1st attempt

-+ Persistent uMR4.5
Loss of uMR4.5

75

log-rank test: p = 0.021
50

TFR probability (%)

25

0
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 114
Time since TKI discontinuation (months)

PersistentuMR45 35 27 21 19 17 13 9 6 3 3 1 1 1 1 1 1 1 0 0 0
LossofuMR4S 35 19 11 9 6 5 4 4 3 3 3 2 2 1 1 1 1 1 1 1 RTP
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Selection and Sequencing of Treatment
After Failure of Initial TKI Therapy




Spectrum of BCR-ABL1 Mutations and Their Relationship with TKiIs

TKI Strong Resistance Mild-Moderate Resistance
M244-1.248-G250-Q252-
Imatinib Y253-E255-T315 F317-M351-M355-F359-
H396

Dasatinib 1315 V299-F317
Nilotinib 1315 1.248-Y253-E255-F359
Bosutinib T315-V299 1.248-G250-E255-F317
Ponatinib T315-E255
Asciminib A337-W464-P465-V468-1502

P-loop mutations: M244, G250, Q252, Y253, and E255; gatekeeper residue (T315 and F317); SH2 contact and C-lobe
(M351, F359); activation loop (H396).
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De Novellis D et al. Pharmaceutics 2021;13(12):2201.



Cancer 2009;115(18):4136-47.

Dasatinib or High-Dose Imatinib for
Chronic-Phase Chronic Myeloid
Leukemia Resistant to Imatinib at a

Dose of 400 to 600 Milligrams Daily

Two-Year Follow-Up of a Randomized Phase 2 Study (START-R)

Hagop Kantarjian, MD": Ricardo Pasquini, MD?; Vincent Lévy, MD, PhD>; Saengsuree Jootar, MD?; Jerzy
Holowiecki, MD, PhD>; Nelson Hamerschlak, MD, PhD®; Timothy Hughes, MD’; Eric Bleickardt, MD%;
David Dejardin, MSc®; Jorge Cortes, MD'; and Neil P. Shah, MD, PhD?

Kantarjian H et al. Cancer 2009;115(18):4136-47.



START-R: Response and PFS with Dasatinib versus High-Dose
Imatinib for CP-CML Resistant to Standard-Dose Imatinib

High-dose imatinib

Dasatinib 800 mg (400 mg BID)
(n=101) (n=49)
CHR rate 93% 82%
MCyR rate 53% 33%
CCyR rate 44% 18%
MMR rate 29% 12%
Estimated 24-month PFS 86% 65%
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Kantarjian H et al. Cancer 2009;115(18):4136-47.



CLINICAL TRIALS AND OBSERVATIONS

Imatinib mesylate dose escalation is associated with durable responses in patients
with chronic myeloid leukemia after cytogenetic failure on standard-dose imatinib
therapy

Elias Jabbour,’ Hagop M. Kantarjian,’ Dan Jones,? Jenny Shan,’ Susan O’Brien,! Neeli Reddy,? William G. Wierda,’

Stefan Faderl,’ Guillermo Garcia-Manero,' Srdan Verstovsek,’ Mary Beth Rios,! and Jorge Cortes’

Departments of 'Leukemia and 2Hematopathology, University of Texas M. D. Anderson Cancer Center, Houston

Blood 2009;113:2154-60.

Twenty-one patients with hematologic failure and 63 with cytogenetic failure had their imatinib dose
escalated from 400 to 800 mg daily (n = 72) or from 300 to 600 mg daily (n = 12)
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Response After Dose Increase for Patients After Imatinib Failure

Cytogenetic Hematologic
Total, failure, failure,
Outcome h =84 n = 63 n =21 P
Cytogenetic response, h (%)
Any 50 (60) 47 (75) 3 (14) < .001
Partial* 10 (14) 8 (16) 21{10) b g
Complete 34 (40) 33 (52) 1(5) < .001
% 2-year
EFS 57 65 36 < .001
FFS 29 38 5 < .001
TFS 73 80 51 .004
OS 84 90 67 < .001

EFS = event-free survival; FFS = failure-free survival; TFS = transformation-free survival

Jabbour E et al. Blood 2009;113:2154-60.
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Overall, Event-Free and Transformation-Free Survival for All
Patients Receiving Imatinib Dose Escalation After Imatinib Failure

10t Survival N Events
hn —— Qverall 84 26
-hmf—\—i—tb-; —— Transformation-Free 84 33
o ‘-~+1 '*n: ‘hLHEH- ----- Event-Free 84 59
© s Y
2 06} t +
o M L—I—l-._H___'_h
0 ey, Hoee 5 Estimated Estimated
© 4‘ '
[~ 04 1 TR 2-year rate 3-year rate
(% Ty EFS 57% 47%
et R
55 T TFS 73% 65%
ot 0OS 84% 76%
0.0

RESEARCH

Jabbour E et al. Blood 2009;113:2154-60. TO PRACTICE




Responses in Patients with CML Treated with Second-
Generation TKls After Resistance or Intolerance to Imatinib
at 24-Month Follow-Up

Dasatinib®  Nilotinibt Bosutinib

Complete haematological 89% /7% 86%
response

Major cytogenetic response 59% 56% 5/7%
Complete cytogenetic response  44% 41% 44%
Progression-free survivalt 80% 64% 81%

Overall survival 01% 87% 01%

Cortes J et al. Lancet 2021; 398:1914-26.



Asciminib Mechanism of Action

e Asciminib is a potent allosteric inhibitor of BCR-ABL1 that works by Specifically Targeting the ABL Myristoyl Pocket (STAMP)'7-*° (Figure 1)
— The specificity of asciminib is intended to avoid off-target effects from inhibition of other kinases, potentially leading to reduced toxicity

Figure 1. Asciminib Specifically Targets the ABL Myristoyl Pocket (STAMP)

Normal Conditions

Inactive ABL1
with N-terminus binding

ATP-binding site

Myristoylated
N-terminus

Myristoyl pocket

Native ABL1 is inhibited by the interaction
of its N-terminus and the myristoyl pocket,
which helps regulate and control cell
proliferation in the bone marrow

In CML

Constitutively active BCR-ABL1
with loss of N-terminus

i * Displaced
i L | N-terminus
_ o | ATP-binding site
ABL1 ﬂ“t
L Asciminib

Myristoyl pocket

In the BCR-ABL1 fusion protein, the ABL1 N-terminal
region is replaced with BCR, and this loss results in a
constitutively open/active conformation resulting in

uncontrolled cell proliferation of immature abnormal blood cells

In CML With Asciminib

Inactive BCR-ABL1
with asciminib binding

@ TKls approved
BCR for 1L target the
- ATP-binding site
@ v 4
\ -
ABL1
~

Asciminib targets the
myristoyl pocket

Unlike ATP-competitive TKIs, by Specifically Targeting
the ABL Myristoyl Pocket (STAMP), asciminib restores
inhibition of BCR-ABL1, preventing unregulated
cell proliferation™

Cortes J et al. ASH 2021;Abstract 1478.
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FDA Approves Asciminib for Philadelphia Chromosome-Positive

Chronic Myeloid Leukemia
Press Release: October 29, 2021

“On October 29, 2021, the Food and Drug Administration granted accelerated approval to
asciminib for patients with Philadelphia chromosome-positive chronic myeloid leukemia (Ph+ CML)
in chronic phase (CP), previously treated with two or more tyrosine kinase inhibitors (TKls), and
approved asciminib for adult patients with Ph+ CML in CP with the T315] mutation.

ASCEMBL (NCT03106779), a multi-center, randomized, active-controlled, open-label clinical trial, is
evaluating asciminib in patients with Ph+ CML in CP, previously treated with two or more TKls. A
total of 233 patients were randomized (2:1) and stratified according to major cytogenetic response
(MCyR) status to receive either asciminib 40 mg twice daily or bosutinib 500 mg once daily.
Patients continued treatment until unacceptable toxicity or treatment failure occurred.

CABLO01X2101 (NCT02081378), a multi-center, open-label clinical trial, is evaluating asciminib in
patients with Ph+ CML in CP with the T315| mutation. Efficacy was based on 45 patients with the
T3151 mutation who received asciminib 200 mg twice daily. Patients continued treatment until
unacceptable toxicity or treatment failure occurred.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-asciminib-philadelphia-chromosome-positive-
chronic-myeloid-leukemia




Oral presentation: Jorge E. Cortes (&}

(ASCO) 7004 Jorge.cortes@augusta.edu <

Efficacy and Safety Results From ASCEMBL,
a Phase 3 Study of Asciminib vs Bosutinib
in Patients With Chronic Myeloid Leukemia
in Chronic Phase After 22 Prior Tyrosine
Kinase Inhibitors: Week 96 Update

Presenter: Jorge E. Cortes

Delphine Réa,’ Michael J. Mauro,2 Andreas Hochhaus,?
Carla Boquimpani,* Elza Lomaia,® Sergey Voloshin,® Anna
Turkina,” Dong-Wook Kim,® Jane F. Apperley,? Jorge E.
Cortes,’® Koji Sasaki," Shruti Kapoor,'? Alex Allepuz,’* Sara
Quenet,’® Véronique Bédoucha,’ Yosuke Minami'4

riron & 2027 ASCO Azl Meeting, Jure 2.7 2027 Chizago, L, & onlre
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ASCEMBL Phase Il Study Design

Data cutoff for current analysis: October 6, 2021

Median duration of follow-up: 2.3 years (120 weeks) from randomization to last contact date
Primary endpoint: MMR rate at week 24

« |Key secondary endpoint: MMR rate at week 96

/ \ ' Treatment duration: 296 weeks . / N\
e e e e 5 e s s e e s e e ) [
/ Key Study Criteria\ ' '
*  Adults with CML-CP, Asciminib
previously treated with (N?;?oc;’&a?l;g) 40 mg twice daily »
>2 TKls n=157 Survival
* Failure® or intolerance Randomized 2:1 follow-up
of most recent TKI (stratified by MCyR
*  Patients with intolerance e MCY = a{
of most recent TKI must baselinye) Bosutinib
have BCR: ABL1% 500 mg once daily —— +
>0.1% at screening N=233 n=76 : \. J
*  No T315l or V299L i Not part of current analysis
mutations [
K J \ / Switch allowed for Asciminib 2
those meeting lack | _ _ SPTIRNTRUNEPSSY _ _ _ Survival
of efficacy criteria dail follow-up
on bosutinib® Y
2L, 2nd line; ELN, European LeukemiaMet.

= Must meet lack of efficacy criteria based on 2013 ELN recommendations for 2L TKI therapy®.
 Patients who discentinued beosutinib treaiment due o intolerance or any reascn other than lack of efficacy were not allowed to switch to asciminib.

Oral preserkxon o 2027 ASCO drvuzl Meeting, Jure 2.7 2027 Chizage, L & onlre
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ASCEMBL: Patient Disposition

Asciminib 40 mg twice daily Bosutinib 500 mg once daily

Variable, n (%) (n=157)
Patients randomized
Treated 156 (99.4)¢ 76 (100.0)
Treatment ongoing® 84 (53.5) 15 (19.7) » The median duration of
Discontinued treatment 72 (45.9) 81 (80.3) exposure was 23.7
Before week 24 26 (16.6) 25 (32.9) months for asciminib
Week 24 to before week 48 25 (15.9) 29 (38.2) vs 7.0 months for
Week 48 to before week 96 17 (10.8) 3(3.9) bosutinib
After week 96 4 (2.5) 4 (5.3)
Reason for discontinuation *» The rate of
Lack of efficacy 38 (24.2) 27 (35.5) discontinuations due to
Adverse event 11 (7.0) 19 (25.0) AEs continued to be low
Physician decision 14 (8.9) 6(7.9) on as ciminib, with
Patient decision 5(3.2) 4 (5.3) A iy . .
minimal increase since
Death 1(0.6) 0 - -
Lost to follow-up 1(0.8) 2(2.6) the pnmary anaIyS|s
Progressive disease 1(0.6) 3(3.9)
Protocol deviation 1(0.6) 0
Switched to receive asciminib NA 24 (31.6)

NA, not aoplicable.
* 1 patient developed cylopenia after randamization and was nol treated per investigator's decision.
> Ongoing at the time of data cutoff: October 6, 2021.

Oral presertxon o 2027 ASCO vzl Meeting, Jure 2.7 2027 Chizago, L & onlre

RTP

RESEARCH

Réa D et al. ASCO 2022;Abstract 7004. 10 PRACTICE




ASCEMBL Primary Endpoint: MMR Rate at Weeks 24, 48 and 96

M Asciminib
I Bosutinib
50 - 50 = 50 -
Primary endpoint Key secondary
40 40 40 endpoint
S
o 30 30
5 i !
® 20 - 12.2% 20 - -
o : l
10 10
e 0
n=157 n=76 n=157 n=76 n=157 n=76
Week 24 Week 48 Week 96

+ The MMR rate with asciminib increased consistently over time suggesting the long-term benefit of
continuing treatment with asciminib

* The treatment difference after adjusting forbaseline MCyR status was 12.24% {65% CI, 2.18%-22.30%, 2-sided P=0.029) at week 24, 18.09% {95% CI, 5.69%-26.49%, 2-sided £=0.007) at
week 48, and 21.74% (85% CI: 10.53%-32.95%); 2-sided P=0.001} at week 96.

Oral preserlren ot 2027 ASCO Azl Meeting, Jure 2.7 2027 Chizago, | & onlre
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ASCEMBL: Overview of Adverse Events (AEs)

= Asciminib (n=156) . E : .
B Bosutinib (n=76) Median duration of exposure:
100 : : o 23.7 months (range, 0.0-46.2 months) for
90 - asciminib
o 7.0 months (range, 0.2-43.3 months) for

< %07 bosutinib
o ] .
w 10 64.5 o AR -
- g : + Safety and tolerability of asciminib continued
@ 60 —_ to be better than with bosutinib
- - . -
E 50 5 o No new or worsening safety findings

40 - o No on-treatment deaths in either arm since the

primary analysis cutoff
30 A :
20 | * Most common AEs leading to treatment
~ 7 2 e discontinuation did not change since the
10 1 i primary analysis:
0 Al Grade Grade Grade &l Grade Grade &l Grade : o Thrombocytopenia (3‘20/°) and neutropenia
grade =3 grace =2 gade =3 qrade =3 glace *3 grade =3 (26%) with asciminib
AEs leading to AEs leading to dose -
AEs disconunuagiona adjustmenu,ﬂte,,up,,on Fatal AEs o Increased ALT (5.3%) and neutropenia (3.9%)

with bosutinib

ALT, alanine aminotransferase; AST, aspartate aminctransferase.
= Grade 1/2 AEs leading to discontinuation with besutinib (n=5} included ALT/AST level increased, blood creatining level increased, diarrhea. drug eruption, and pleural effusion.

Oral preserlron o 2027 ASCO vzl Meeting, Jure 2.7 2027 Chizago, L & onlre
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ASCAFIRST Phase Ill Study Design
Key Inclusion Criteria

Adults (= 18 years of age) with ¢ Multiple primary endpoints are:
CML-CP= - MMR at week 48 for asciminib vs investigator-selected TKI
- MMR at week 48 for asciminib vs imatinib subgroup alone

CML-CP within 3 months of :
diagnosis that meets ELN criteria® Secondary endpomts

ECOG performance status of 0 or 1 * Key secondary endpoint is MMR at week 96
¢ Safety endpoint is the time to discontinuation of study treatment

Evidence of typical BCR-ABL1 due to AEs
transcript® at the time of screening Treatment duration: 5 years®
ot Prii dpoint Key secondary endpoint
nmary en n
evg’llanalzion | ,yl _ - | — i
48 weeks 96 weeks
o
* Newly diagnosed patients with with ? ok
CML-CP with no prior TKls? —  Asciminib 80 mg QD Failure/intolerance g =
3 3
Rl
- > 18 years of age R1:1 2 %
- Stratified by pre-randomization N=402 Investigator-selected TKI" ﬁ §
selection of TKl (imatinib/?G TKI) 5 ;g iﬁ: g;:;gﬂ:'rm) Failure/intolerance § %
and ELTS (high/intermediate/low) dasainb of nilotir’iib) 8 n

= Only imatinib <2 weeks is allowed. ® 50% 1G TKI and 50% 2G TKI at their approved dose. © Patients will remain on study for 5 years after the last patient’s 1st dose, unless they have discontinued early due to treatment failure, disease progression,
intolerance, or investigator or patient decision. ¢ Patients who discontinue early will continue to be followed up for survival and disease progression until the end of the study.
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FASCINATION (CMLXI) Phase Il Study Design

Imatinib 400 mg qd +

Asciminib 60 mg 1d
Nilotinib 300 mg BID +
—
Asciminib 20 mg BID

) Nilotinib 300 mg BID +
Chronic-Phase CML Asciminib 40 mg qd

Dasatinib 100 mg qd +

Primary endpoint: MR4 rate, MR4.5 rate Asciminib 80 mg qd

Secondary endpoints: MMR and MRA4.5 rate, AEs, PFS, OS
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www.clinicaltrials.gov. NCT03906292. Accessed May 2022.



Strategies Targeting the T3151 Mutation




N Engl J Med 2019;381:2315-26.

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Asciminib in Chronic Myeloid Leukemia
after ABL Kinase Inhibitor Failure

T.P. Hughes, M.). Mauro, ).E. Cortes, H. Minami, D. Rea, D.J. DeAngelo,
M. Breccia, Y.-T. Goh, M. Talpaz, A. Hochhaus, P. le Coutre, O. Ottmann,
M.C. Heinrich, J.L. Steegmann, M.W.N. Deininger, J.].W.M. Janssen,
F.-X. Mahon, Y. Minami, D. Yeung, D.M. Ross, M.S. Tallman, J.H. Park,
B.J. Druker, D. Hynds, Y. Duan, C. Meille, F. Hourcade-Potelleret,
K.G. Vanasse, F. Lang, and D.-W. Kim
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Hematologic, Cytogenetic and Molecular Response with
Asciminib (Combined Once-Daily and Twice-Daily Schedules)

No T315] mutation T3151 mutation
Overall Response Response Overall Response Response
(N =113) achieved maintained | (N = 28) achieved maintained
CHR 92% 88%
MCyR 77% 60% 87% 60% 55% 80%
CCyR 70% 54% 87% 44% 41% 67%
MMR (all) by 12 mo 48% 36% 95% 28% 24% 100%
< rpi
MMR (<2 prior TKIs) by 60% 47% 80% 44% 38% 100%
12 mo
MMR (>2 prior TKIs) by 44% 34% 100% 11% 11% 0
12 mo
MMR (resistant or
intolerant to ponatinib) 57% 40% 100% 17% 17% 0
by 12 mo

CHR = complete hematologic response; MCyR = major cytogenetic response; CCyR = complete cytogenetic response;
MMR = major molecular response

A LN
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Hughes TP et al. N Engl J Med 2019;381:2315-26.



Hematologic, Cytogenetic and Molecular Response Achieved

with Asciminib in Patients with CP-CML

For patients who did not meet the response criteria at baseline

88%
cre. | s 02
55%
veve | .,

41Y%

MMR (All) by 12 mo 24% 36%
MMR (<2 prior TKIs) by 12 mo 38% 47%
MMR (>2 prior TKIs) by 12 mo iz 34%
MMR@12 mo ponatinib resistant 17% 40%
0% 10% 20% 30% 40% 50% 60%

B T315] mutation ® No T315] mutation

Hughes TP et al. N Engl J Med 2019;381:2315-26.

CHR = complete hematologic response
MCyR = major cytogenetic response
CCyR = complete cytogenetic response
MMR = major molecular response

70% 80% 90% 100%
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AIMA4CML Phase lllb Study Design

Primary
Objective

Key inclusion criteria

Adults (=18 years of age) with a diagnosis of CML-CP

Prior treatment with =2 ATP-competitive TKis in patients without the T315I
mutation or >1 ATP-competitive TKI in patients with the T315| mutation

Treatment failure (adapted from the 2020 ELN recommendations) with or
intolerance of the most recent TKI at screening

Evidence of typical BCR-ABL1 transcripts at screening

CML-CP with the T315] mutation
with resistance to/intolerance of >1 prior
ATP-competitive TKI

Andorsky D et al. ASH 2021;Abstract 3599.

Evaluate the safety profile of asciminib monotherapy in
patients in the 3L and beyond (3L+) in cohorts A and
B for 24 weeks

Evaluate the safety profile of asciminib monotherapy in
cohorts A, B, and C for 48 and 72 weeks

Estimate hematologic response and MR rates by specific
time points

Estimate time to and duration of hematologic response
and MR

Assess progression-free survival and overall survival
during 72 weeks

Cohort A
Asciminib 40 mg BID
CML-CP without the T315/ mutation Cohort (n=45)
with resistance to/intolerance of >2 prior assignment
ATP-competitive TKiIs 1:1 Cohort B
Asciminib 80 mg QD
(n=45)
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Blood 2018;132(4):393-404.

Regular Article

CLINICAL TRIALS AND OBSERVATIONS

Ponatinib efficacy and safety in Philadelphia
chromosome-positive leukemia: final 5-year results of the
phase 2 PACE trial

Jorge E. Cortes,’ Dong-Wook Kim,? Javier Pinilla-lbarz,? Philipp D. le Coutre,* Ronald Paquette,> Charles Chuah,® Franck E. Nicolini,’
Jane F. Apperley,® H. Jean Khoury,’ Moshe Talpaz,'® Daniel J. DeAngelo,'" Elisabetta Abruzzese,'? Delphine Rea,'* Michele Baccarani,
Martin C. Miiller,'® Carlo Gambacorti-Passerini,'® Stephanie Lustgarten,'” Victor M. Rivera," Frank G. Haluska,'” Frangois Guilhot,®"?
Michael W. Deininger,?° Andreas Hochhaus,?' Timothy P. Hughes,?? Neil P. Shah,? and Hagop M. Kantarjian'
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PACE: Response to Ponatinib

100 4 g Total (n=267) m Resistant/intolerant (h=203) m T315| (n=64)

o)
o

72 70

o~
o

N
o

Patients (%)

N
-

MCyR CCyR MMR MR* MR*>
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PACE: Progression-Free Survival at 5 Years

100
s
=2
. 80
L 70
= 60
Zz 50
= 40
g 80
QE_ 20
10
0

Cortes JE et al. Blood 2018;132(4):393-404.

=a= JOtal .= Resistant/intolerant = T315I

PFS at 5 years: 53% (45%—-60%)
Resistant/intolerant, 52% (46%—62%)
T315l, 50% (32%—65%)

12 24 36 48 60
Time (mo)

2
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PACE: Overall Survival at 5 Years

100 =i= |Otal o#= Resistant/intolerant ws= T315I

s 90
s> 80
S 70
< 60
2 50
= 40
P OS at 5 years: 73% (66%—-79%)
—8 30 Resistant/intolerant, 76% (68%—82%)
= 20 T315l, 66% (51%—-78%)

10

0
0 12 24 36 48 60 /2 84
Time (mo)
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PACE: Responders Remaining in MMR at 5 Years

100
90
80
70
60
50
40

59% of responders estimated to remain In MMR at 5 years

Maintained MMR
Responders, Lost MMR, at 5 years,
n n* %t

Probability of remaining
in MMR (%)

30
20 =im |Otal 108 28 59 (49-68)
=2= Resistant/intolerant 71 12 59 (46-69)
18 e T315 37 40 60 (40-76)
0 12 24 36 48 60 /2
Time (mo)
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PACE: Select Adverse Events in Patients with CP-CML (N = 270)

Adverse event Any grade

Hematologic AEs

Thrombocytopenia 46% 35%
Neutropenia 20% 17%
Anemia 20% 10%
Abdominal pain 46% 10%
Rash 47% 4%
Hypertension 37% 14%
Increased lipase 27% 13%

| ;~ ,. L .
| RESEARCH
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Cortes JE et al. Blood 2018;132(4):393-404.



PACE: Cumulative and Exposure-Adjusted Incidence of
Treatment-Emergent AOEs and VTEs in CP-CML (N = 270)

CP-CML, n = 270

AOEs, n (%) a4 (@ 69 (26)t
Cardiovascular 42 (16) cEl )
Cerebrovascular 35 ({3} 28 (10)
Peripheral vascular 38 (14) 31 (1

Exposure-adjusted AOEs, no. of patients with events per 14.1 16.9

100 patient-years

VIIEs Sniive) 15 (6) e 1S)

Exposure-adjusted VTEs, no. of patients with events per 2.1 1.8
100 patient-years

AOE = arterial occlusive event; VTE = venous thromboembolic event
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Blood 2021;138(21):2042-50.

Regular Article

CLINICAL TRIALS AND OBSERVATIONS

Ponatinib dose-ranging study in chronic-phase chronic
myeloid leukemia: a randomized, open-label phase 2
clinical trial

Jorge Cortes,’ Jane Apperley,2 Elza Lomaia,® Beatriz Moiraghi,4 Maria Undurraga Sutton,> Carolina Pavlovsky,é Charles Chuah,’
Tomasz Sacha,® Jeffrey H. Lipton,9 Charles A. Schiffer,'® James Mc:CIos.key,11 Andreas Hochhaus,'? Philippe Rousselot,®
Gianantonio Rosti,™ Hugues de Lavallade,”™ Anna Turkina,'® Christine Rojas,17 Christopher Kevin Arthur,'® Lori Maness,'?
Moshe Talpaz,20 Michael Mauro,?’ Tracey Hall ?? Vickie Lu,?3 Shouryadeep Srivastava,?* and Michael Deininger25
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OPTIC: Patient Demographics and Baseline Disease Characteristics

Characteristic

Patients with CV risk factors
Hypertension 26 (28) 25 (27) 22 (23)
Diabetes mellitus 5 (5) 3(3) 7 (7)
Hyperlipidemia 19 (20) 14 (15) 16 (17)
Patients with =1 CV risk 32 (34) 30 (32) 32 (34)
factor
Patients with >1 CV 5 (5) 4 (4) 4 (4)
risk factor
BCR-ABL1 mutations
No mutation 51 (54) 58 (62) 54 (57)
Any mutation 41 (44) 35 (37) 39 (42)
T315I 25 (27) 21 (22) 21 (22)
Reason prior therapy stopped
Resistant 92 (98) 94 (100) 94 (100)
Best response to last prior
therapy
CHR or worse 61 (65) 55 (59) 57 (61)
=1% BCR-ABL1" or better 2(2) 7 (7) 7 (7)

Cortes J et al. Blood 2021;138(21):2042-50.
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OPTIC: Response to Once-Daily Ponatinib

12-month response M 45mg(h=93)

44.1%
60~  [31.7-57.0] 60 -
50 - 29.0%
[18.4-41.6]
23.1%
40 - [13.4-35.3]

Patients, %
w
o
Patients, %

Il 30 mg (n = 93)

M 1smgh=91) Median Dose Intensity and

Response (?ver Time
55.9%

20 -
10 A
48/93 ) 33/93 52/93 ) 35/93 § 30/91
2k <1% BCR-ABL1' at <1% BCR-ABL1" by <1% BCR-ABLT"® by <1% BCR-ABL1" by
12 months 6 months 12 months 24 months
Median dose intensity, mg/d

Cohort 6 months 12 months 24 months

45 mg 35.2 15.0 15.0

30 mg 30.0 28.0 15.0

15 mg 15.0 15.0 15.0

Cortes J et al. Blood 2021;138(21):2042-50.
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OPTIC: Summary of Response Rates

Cohort, n/n (%)

Response

=1% BCR-ABL1" by 12 mo

48/93 (51.6)

30 mg

33/931185:5)

28/91(25:3)

Mutation status at baseline*

T315] mutation 15/25 (60.0) 5/20 (25.0) 219 (10.5)
No T315] mutation 32/66 (48.5) 28/73 (38.4) 21/71 (29.6)
Mutation other than T315I 9/16 (56.3) 6/15 (40.0) 6/18 (33.3)
No mutation 23/50 (46.0) 22/58 (371.9) 15/53 (26.3)
Best response to last prior

therapy

CHR or worse 27/54 (50) 11/53(20:8) 8/52 (15.4)
Better than CHR 14/28 (50) 17/29158.6) 9/23 (39.1)

Cortes J et al. Blood 2021;138(21):2042-50.

RTP

RESEARCH
TO PRACTICE



OPTIC: Survival Analyses

PFS OS
1.0
0.8 - [ | ]
w wv
o o
- = B
= =
= =
© O
o < 0.4 -
o o
el A
a A=
0.2 4 = 45 mg Cohort 12 mth PROB 24 mth PROB 36 mth PROB 024 — 45 mg Cohort 12 mth PROB 24 mth PROB 36 mth PROB
’ — 91.60% 79.99% 73.25% ’ — 97.80% 91.28% 89.29%
30 mg Cohort 26139 2609 - 30 mg Cohort 97.80% 95.14% 88.58%
= 15 mg Cohort s S e — 15 mg Cohort 97.86% 93.62% 91.71%
0.0 v ] " ] " L] . ] " L] O-O " L] . ] " ] v 1 " L
0 12 24 36 48 60 0 12 24 36 48 60
Time, mo Time, mo
No. at risk No. at risk
45 mg Cohort 94 83 74 54 35 24 18 6 4 il 0 45 mg Cohort 94 89 88 73 53 42 34 15 8 1 0
30 mg Cohort 95 83 72 36 25 19 1 6 2 1 0 30 mg Cohort 95 91 88 68 54 46 35 17 7 4 0
15 mg Cohort 94 79 62 41 30 24 16 7 2 1 0 15 mg Cohort 94 91 85 75 55 48 33 17 6 2 1
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OPTIC: Summary of Adverse Events

Cohort, n (%)

30 mg
(n = 94)
TEAEs
Any TEAE 94 (100) 88 (93.6) 89 (94.7)
Grade =3 TEAEs 64 (68.1) 58 (61.7) 60 (63.8)
Serious TEAEs 32 (34) 24 (25.5) 31 (33.0)
Grade 5 TEAEs 2 (2.1) 0 2(2.1)

Dose modifications for TEAEs

Discontinuation 18 (19.1) 15 (16.0) 13 (13.8)

Reduction 43 (45.7) 33 (35.1) 30 (31.9)

Interruption 67 (71.3) 58 (61.7) 55 (58.5)
TE-AOEs

Any AOE 9 (9.6) 5(5.3) 33.2

Serious TE-AOEs 4 (4.3) 4 (4.3) 3(3.2

Grade =3 TE-AOEs 51(5:3) 5(5.3) 3(3.2)

Dose modifications for AOE

Discontinuation 4 (4.3) 3(3.2 T3 1)
Reduction 0 1(1.1) 0
Interruption 2(2.1) 3(3.2 1.:61.1)

RTP

RESEARCH
TO PRACTICE

Cortes J et al. Blood 2021;138(21):2042-50.



OPTIC: Overall Safety and Efficacy by Starting Dose

60 -
51.6
50 - A A 26.3%

40 -

30 -

Patients, %

20~

Tg=

35.5

B <1% BCR-ABL1" by 12 months

m TE-AOE

Cortes J et al. Blood 2021;138(21):2042-50.
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Which is an indication for evaluating resistance in a patient with
chronic-phase CML who initially responds well to imatinib

therapy?

An extended increase of
BCR-ABL transcript

Accelerated or blast-phase CML
Failure to reach clinical milestones

Dr Cortes

An extended increase of
BCR-ABL transcript

Accelerated or blast-phase CML

An extended increase of
BCR-ABL transcript

Accelerated or blast-phase CML
Failure to reach clinical milestones

) Y Dr Shah

3 Dr Sweet

Development of cytopenias
An extended increase of BCR-ABL transcript
Accelerated or blast-phase CML
Failure to reach clinical milestones

Dr Mauro

Development of cytopenias
An extended increase of BCR-ABL transcript
Accelerated or blast-phase CML

Failure to reach clinical milestones
Loss of hematologic response

An extended increase of
BCR-ABL transcript

Accelerated or blast-phase CML
Failure to reach clinical milestones
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Based on current clinical trial data and your personal
experience, how would you compare the efficacy of asciminib

to the TKIs that are currently approved as first-line treatment
for chronic-phase CML?

- br Cort Asciminib is more
, r Lorres . .
efficacious

Asciminib is more =
18, About the same

efficacious




Have you observed any patients who experienced
cardiovascular events that you believe to be related to
treatment with ponatinib?




Have you observed any patients who experienced cardiovascular
events that you believe to be related to treatment with imatinib?




Have you observed any patients who experienced cardiovascular
events that you believe to be related to treatment with a
second-generation TKI?

“ I Dr Cortes .= Dr Mauro

) ¥ Dr Shah




How often do you order an EKG for patients with chronic-
phase CML who have started treatment with nilotinib,
bosutinib or dasatinib?

. For nilotinib only, at
_ I Dr Cortes A s T, i 22 N Dr Mauro baseline and 7 d after tx

clinically indicated start, then every 3-6 mo

At baseline and 7 d ~ At baseline and 7 d after tx

& Dr DeAngelo *} Dr Shah start, then monthly for a
§ after tx start — few months

N At baseline for all, then as clinically 8 At baseline and 7 d
¢ " Dr Grunwald indicated for bosutinib and ﬂ Dr Sweet after tx start, then as
-

A dasatinib and g3mo for nilotinib clinically indicated

TP
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How often do you order an EKG for patients with chronic-
phase CML who have started treatment with asciminib?

At baseline, then as _ ..
- Dr Cortes clinically indicated y | Dr Mauro As clinically indicated

% Dr DeAngelo At baseline only Y Dr Shah As clinically indicated

¢ " Dr Grunwald At.b.ase“n.e’ t.hen " ) Dr Sweet As clinically indicated
) clinically indicated
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What is your preferred management strategy for a patient with
chronic-phase CML who develops a cardiac arrhythmia on a TKI?

= assessment of contributing .
Dr Cortes factors, including referral to ma.nage cardiovascular
: issues separately

cardiologist

Hold therapy for full Continue TKI tx and
a Dr Mauro

Hold drug and restart = Hold drug and start

at same dose after ™} Dr Shah with dose reduction
tx of arrhythmia after tx of arrhythmia

Approach varies

Switch to alternate TKI ﬂ Dr Sweet depending on the TKI
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Based on current clinical trial data and your personal
experience, how would you compare the efficacy of asciminib

to the TKIs that are currently approved as first-line treatment
for chronic-phase CML?

- br Cort Asciminib is more
, r Lorres . .
efficacious

Asciminib is more =
18, About the same

efficacious




Meet The Professor

Non-Small Cell Lung Cancer with an
Actionable Target Beyond EGFR

Tuesday, July 26, 2022
5:00 PM -6:00 PM ET

Faculty
Stephen V Liu, MD

Moderator
Neil Love, MD




Thank you for joining us!

CME and MOC credit information will be emailed
to each participant within 5 business days.




