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Questions we will address - CLL

« What upfront regimens should we consider?
 Chemoimmunotherapy?

lbrutinib?

Acalabrutinib

Venetoclax/obinutuzumab

« What are our best options for a previously treated patient?
* |brutinib
e Acalabrutinib

* \Venetoclax/rituximab

« What combination regimens appear promising?



Previously Untreated



CHEMOIMMUNOTHERAPY
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IBRUTINIB



Update From the E1912 Trial Comparing
Ibrutinib & Rituximab to FCR in Younger
Patients with Previously Untreated Chronic
Lymphocytic Leukemia (CLL)

Tait Shanafelt, Xin Victoria Wang, Neil E. Kay, Susan O’Brien,
Jacqueline Barrientos , Curt Hanson, Harry Erba, Rich Stone,
Mark Litzow, Marty Tallman

Shanafelt et al. ASH 2019. Abstract 33. NCT02048813.



Initial Results E1912: ASH 2018

Patients age < 70 previously untreated patients, requiring treatment for CLL
. 2:1 randomization to either ibrutinib + rituximab vs. FCR

With median follow-up of 34 months, both progression-free survival (PFS) and
overall survival (OS) favored ibrutinib-based therapy.

- A statistically significant improvement in OS was also observed for IR relative to
FCR, but the number of deaths on both arms was limited.
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Updated Results E1912
ASH 2019 with median f/u time 45 mos

Progression Free Survival
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Updated Results E1912: ASH 2019

Overall Survival
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Reasons for Ibrutinib Discontinuation

Reason for Discontinuation All Patients Patients Discontinuing
Who Started IR Treatment
N=352 N=95
Progression or death 23 (7%) 23 (24%)
Adverse event 48 (14%) 48 (51%)
Other reason* 24 (7%) 24 (25%)

*Other health conditions, patient preference, lost to follow-up
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Grade 3-5 Treatment Related Adverse
Events Throughout Observation

IR (n=352,%)  FCR (n=158, %)

Anemia 4.3 15.8 <0.001
Arthralgia 5.1 0.6 0.011
Diarrhea 2.6 0.6 0.185
Hemolysis 0 2.5 0.009
Hypertension 8.5 1.9 0.003
Neutrophil count decreased 27 43 <0.001
Platelet count decreased 3.1 15.8 <0.001
Febrile neutropenia 2.3 15.8 <0.001
Infection 7.1 8.9 0.477

Sepsis 0.6 3.2 0.032

Other infections 7.1 6.3 0.851
Cardiac 5.4 0 0.001

Atrial fibrillation 2.8 0 0.036

Other cardiac 3.4 0 0.022
Any Grade 3 or higher AE 69.6 80.4 0.013

Shanafelt et al. ASH 2019. Abstract 33. NCT02048813.



Conclusions

Ibrutinib and rituximab provides superior PFS and OS compared
to FCR for patients with previously untreated CLL

With a median follow-up of 48 months, 73% of IR patients
remain on treatment

Only 7% of ibrutinib treated patients progressed while on
therapy

Patients who discontinued ibrutinib prior to PD or death did not
progress for a median of 23 months after last dose of ibrutinib.

Shanafelt et al. ASH 2019. Abstract 33. NCT02048813.



ACALABRUTINIB



Phase 3 Study of Acalabrutinib Combined With
Obinutuzumab or Alone vs Obinutuzumab Plus

Chlorambucil in Patients With Treatment-Naive Chronic
Lymphocytic Leukemia: Results From ELEVATE TN

Jeff P. Sharman, Versha Banerji, Laura Maria Fogliatto, Yair Herishanu, Talha Munir, Renata
Walewska, George Follows, Karin Karlsson, Paolo Ghia, Gillian Corbett, Patricia Walker,
Miklos Egyed, Wojciech Jurczak, Gilles Salles, Ann Janssens, Florence Cymbalista,
William Wierda, Steven Coutre, John M. Pagel, Alan P. Skarbnik, Manali Kamdar,
Jennifer A. Woyach, Raquel Izumi, Veerendra Munugalavadla, Priti Patel,

Min Hui Wang, Sofia Wong, and John C. Byrd

Sharman et al. ASH 2019. Abstract 31. NCT02475681.
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100

C-Assessed Progression-Free Survival

Median follow-up 28.3 months
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aPost hoc analysis.

Richter’s transformation occurred in: Acala-G n=1, Acala n=5, G-Clb n=1

Sharman et al. ASH 2019. Abstract 31. NCT02475681.



Overall survival (%)

Overall Survival

Median follow-up 28.3 months
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Sharman et al. ASH 2019. Abstract 31. NCT02475681.



Most Common AEs (215% Patients) in
Any Treatment Arm

Acala-G Acalabrutinb G-Clb
N=178 N=179 N=169

AEs, n (%) Any Grade =3 Any Grade =3 Any Grade 23
Headache 71 (39.9) 2 (1.1) 66 (36.9) 2 (1.1) 20 (11.8) 0
Diarrhea 69 (38.8) 8 (4.5) 62 (34.6) 1 (0.6) 36 (21.3) 3(1.8)
Neutropenia 56 (31.5) 53 (29.8) 19 (10.6) 17 (9.5) 76 (45.0) 70 (41.4)
Fatigue 50 (28.1) 3(1.7) 33 (18.4) 2 (1.1) 29 (17.2) 1(0.6)
Contusion 42 (23.6) 0 27 (15.1) 0 7 (4.1) 7 (4.1)
Arthralgia 39 (21.9) 2(1.1) 28 (15.6) 1(0.6) 8 (4.7) 2(1.2)
Cough 39 (21.9) 0 33 (18.4) 1(0.6) 15 (8.9) 0
URT] 38 (21.3) 4(2.2) 33 (18.4) 0 14 (8.3) 1(0.6)
Nausea 36 (20.2) 0 40 (22.3) 0 53 (31.4) 0
Dizziness 32 (18.0) 0 21 (11.7) 0 10 (5.9) 0
IRR 24 (13.5) 4(2.2) 0 0 67 (39.6) 9 (5.3)
Pyrexia 23 (12.9) 0 12 (6.7) 1(0.6) 35 (20.7) 1 (0.6)

AEs reported are from the treatment-emergent period (first dose through to 30 days after the last dose of study drug or the first date starting a new CLL therapy, whichever is earliest)
IRR, infusion-related reaction; URTI, upper respiratory tract infection

Sharman et al. ASH 2019. Abstract 31. NCT02475681.



Events of Clinical Interest for
Acalabrutinib

Acala-G Acalabrutinib G-Clb
AEs, n (%) N=178 N=179 N=169
Any Grade 23 Any Grade =3 Any Grade 23
Atrial fibrillation 6 (3.4) 1(0.6) 7 (3.9) 0 1(0.6) 0
Hypertension 13 (7.3) 5 (2.8) 8 (4.5) 4(2.2) 6 (3.6) 5(3.0)
Bleeding 76 (42.7) 3(1.7) 70 (39.1) 3(1.7) 20 (11.8) 0
Major bleeding? 5 (2.8)° 3(1.7) 3(1.7) 3(1.7) 2 (1.2) 0
Infections 123 (69.1) 37 (20.8) 117 (65.4) 25 (14.0) 74 (43.8) 14 (8.3)
Sf;ﬁg?ng”,\rln@&ma"g”anc'es’ 10 (5.6)° 6 (3.4) 5 (2.8)" 2(1.1) 3 (1.8)0 2(1.2)

There were no reported events of ventricular tachyarrhythmias

aDefined as any serious or grade 23 hemorrhagic event, or any grade hemorrhagic event in the central nervous system. PIncludes gastric ulcer hemorrhage, gastrointestinal hemorrhage,
hematemesis, postprocedural hemorrhage, and subdural hemorrhage. °Includes hemarthrosis, postprocedural hematoma, and retinal hemorrhage. dIncludes subdural hemorrhage and
hemoptysis. ¢Includes non-small cell lung cancer (n=2), squamous cell carcinoma (n=2), basosquamous carcinoma, bladder transitional cell carcinoma, breast cancer, gastric cancer stage
IV, metastases to bone, prostate cancer, and renal cell carcinoma (all n=1). fincludes prostate cancer (n=2), glioblastoma, malignant melanoma in situ, transitional cell carcinoma (all n=1).
9Includes prostate cancer, acute myelomonocytic leukemia, and lung adenocarcinoma (all n=1)

NMSC, nonmelanoma skin cancer

Sharman et al. ASH 2019. Abstract 31. NCT02475681.



VENETOCLAX/OBINUTUZUMAB



CLL14 Trial Design

Safety Run-in Phase*
Venetoclax—
Obinutuzumab
Venetoclax— Venetoclax
= Obinutuzumab
6 cycles 6 cycles Follow-up Phase
Previously untreated Primary endpoint:
patients with CLL and o 1 1 Progression-free survival
coexisting medical conditions f L >
: randomization .
Key secondary endpoints:
CIRS > 6 or CrCl < 70mL/min Response, Minimal Residual
Disease, Overall
. Chlorambucil-  : Chlorambucil : Survival
—  Obinutuzumab — 5
5 6 cycles . 6cycles

* Fischer K et al. Venetoclax and Obinutuzumab in chronic lymphocytic leukemia, Blood 11 May 2017

Fischer et al. N Engl J Med. 2019 Jun 6;380(23):2225-2236

Fischer et al. ASH 2019. Abstract 36. NCT02242942.



Progression-free survival (%)

VO improves PFS compared to
chlorambucil based treatment
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Fischer et al. ASH 2019. Abstract 36. NCT02242942.



Patients with TP53 mutations/deletions
have inferior PFS
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Fischer et al. ASH 2019. Abstract 36. NCT02242942.
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Fischer et al. ASH 2019. Abstract 36. NCT02242942.
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FIXED-DURATION venetoclax and obinutuzumab ...

...CcoOntinues to provide a superior outcome compared with

chlorambucil and obinutuzumab

* regarding PFS across all relevant subgroups (including the IGHV mutated subgroup)

but no difference in OS yet observed

...achieves high rates of undetectable MRD at EOT

* translating into sustained PFS benefits
« with more than 90% of these patients showing durable responses 24 months after EOT
that appear to be sustained beyond this

 confirming the prognostic value of MRD in targeted combination therapy

Fischer et al. ASH 2019. Abstract 36. NCT02242942.



Previously Treated



Four-year analysis of MURANO study confirms
sustained benefit of time-limited venetoclax—
rituximab (VenR) in relapsed/refractory (R/R)

chronic lymphocytic leukemia (CLL)

John F Seymour,' Thomas J Kipps,2 Barbara F Eichhorst,? Peter Hillmen,* James D'Rozario,5 Sarit Assouline,®
Carolyn Owen,” Tadeusz Robak,? Javier de la Serna,?® Ulrich Jaeger,'® Guillaume Cartron," Marco Montillo, 2
Nicole Lamanna,'® Su Young Kim,'* Jenny Wu,'® Yanwen Jiang,'® Jue Wang,'® Marcus Lefebure,'® Michelle Boyer, 16
Kathryn Humphrey,'” and Arnon P Kater'®

"Royal Melbourne Hospital, Peter MacCallum Cancer Centre and University of Melbourne, Melbourne, Australia; 2UCSD Moores Cancer Center, San Diego, CA, USA;
3University of Cologne, Department | of Internal Medicine and Center of Integrated Oncology Aachen, Bonn, Cologne, Dusseldorf; German CLL Study Group, Cologne,
Germany; 4St. James'’s University Hospital, Leeds, United Kingdom; 5The John Curtin School of Medical Research, Australian National University, Canberra, ACT, Australia;
6Segal Cancer Center, Lady Davis Institute, Jewish General Hospital, Montreal, Canada; “University of Calgary, Calgary, AB, Canada; 8Medical University of Lodz, Copernicus
Memorial Hospital, Lodz, Poland; ®Hospital Universitario 12 de Octubre, Madrid, Spain; °Dept. of Medicine |, Division of Hematology and Hemostaseology, Medical University
of Vienna, Vienna, Austria; '"Centre Hospitalier Universitaire de Montpellier, Montpellier, France; 2Department of Hematology, Niguarda Cancer Center, ASST Grande
Ospedale Metropolitano Niguarda, Milano, Italy; '*Herbert Irving Comprehensive Cancer Center, Columbia University Medical Center, New York, NY, USA; *AbbVie Inc.,
North Chicago, USA; "5Genentech, Inc., South San Francisco, CA, USA, 'éClinical Science, Roche Products Limited, Welwyn Garden City, United Kingdom; ""Roche Products
Limited, Welwyn Garden City, United Kingdom; '8Amsterdam University Medical Centers, Hovon CLL Working Group, Netherlands

Seymour, et al ASH 2019 Abstract 355.



Venetoclax-rituximab (VenR) vs bendamustine-rituximab
(BR) in R/R CLL (MURANO): study design

D1C1 EOCT EOT
\ \
VenR (combination therapy)
Ve ™ Venetoclax Venetoclax (monotherapy)

R/R CLL Ven 400mg orally once daily Venetoclax

(N=389) 5-week Rituximab 400mg orally once daily

. ramp-up 2 : Subsequent
Stratified by: 20-400mg 5%2?:5%? D[z 1CC21—6 max 2 years from D1CT therapy fgllowing

 del(17p) by local labs

* Responsiveness to
prior therapy

» Geographic region

PD; focus on Ven
or other novel
agent

BR

Bendamustine
70mg/m2 D1,2 C1-6

Rituximab
375mg/m?2 D1C1;
500mg/m2 D1C2-6

* Primary endpoint: investigator-assessed PFS

« Secondary endpoint: rates of clearance of MRD

 Clinical response and MRD* in PB during Ven monotherapy and follow-up visits were assessed every
3 months for 3 years, then every 6 months thereafter, or until PD

Seymour et al., ASH 2019; abstract 355



Four-year analysis of venetoclax-rituximab (VenR) vs
bendamustine-rituximab (BR) in R/R CLL (MURANO)

100 =, PFS o OS (ITT population)
100 = o
VenR ; i S— )
80 = B
80 =
~ 60 HR, 0.41(95% ClI, 0.26-0.65); p<0.0001
a.: /-O\ 60-
(] ) Treatment 4-yr 0S8, %
L )
0 40+ O 40 == VenR (n=194) 85.3 OS benefit with VenR seen despite a high
proportion of patients with PD in the BR arm
20 = 0 _ BR BR (n=195) 66.8 (81/103; 79%) receiving novel targeted
HR, 0.19 (95% Cl, 0.14-0.25); p<0.0001 20 - agents as their first follow-up therapy
EOCT EOT EQOCT EOT after PD
¥ ¢ ¢ }
P 11 1P 11111 17 17 1T 1T 1T 1T 1T 111 DIIIIIIIIIIIIIIIIIIII
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
No. of patients at risk Time (months) No. of patients at risk Time (months)
mmm \VenR 194 190 185 179 176 174 170 167 161 150 141 134 130 118 101 55 40 14 7 2 - mm \/enR 194 190 185 183 182 179 178 176 173 168 166 165 164 163 154 110 84 34 15 6 1
BR195 178 165 143 129 104 85 80 66 36 45 40 32 23 4 9 3 2 - - - BR 195 181 175 167 162 155 152 150 147 141 140 138 134 130 116 94 58 29 7
Treatment 4-year PFS, % (95% Cl)
VenR (n=194) 57.3 (49.4-65.3)
BR (n=195) 4.6 (0.1-9.2)

Seymour et al., ASH 2019; abstract 355



Most patients had uMRD in PB upon
completion of Ven monotherapy (EOT)

* Intotal, 130/194 patients completed 2 MRD status at EOT (month 24; n=130)
years of Ven therapy

«  With a median 22 months off therapy A
(range 1-25 months), 35 progression

23

events had occurred in 130 patients
who completed 2 years of Ven

uMRD Low-MRD+ High-MRD+
(<104) (10-1072) (>10?)
Status off-therapy, n (%) n=83 n=23 n=14
Progression-free 72 (86.7) 14 (60.9) 1(7.1) 8 (80.0)
PD 11 (13.3) 9(39.1) 13 (92.9) 2 (20.0)

Seymour, et al ASH 2019 Abstract 355.



PFS was longest in patients in the VenR arm
with uMRD at EOT

100 —
80 —
S
E 60 — - —
o
{ * 0,
= PFS* (95% CI)
'E 40 = MRD status 18 month 24 month
© uMRD 90.3% (83.5-97.2)  83.9% (72.9-94.9)
20 64.4% (42.1-86.6)  45.7% (18.1-73.4)
High-MRD+  8.33% (0.0-24.0) NE
0 | | | | | | | MR E e high RO 01340.05-0.34)  <0.0001
EOT 3 6 9 12 15 18 21 24 27 30 33 36
No. of patients at risk Time since EOT (months)
— VenR uMRD 83 78 77 76 74 63 42 33 13 9 2 2 1
VenR low-MRD+ 23 23 23 21 20 17 9 7 1 - - - -
VenR high-MRD+ 12 8 6 2 2 1 1 1 - - - -

Seymour, et al ASH 2019 Abstract 355.



Ibrutinib post venetoclax

» 12 patients treated with ibrutinib after venetoclax:
 9/12 patients completed MURANO therapy regimen

« 2/12 discontinued treatment early due to AE, but had meaningful treatment-free intervals of 857 and 874 days

» 1/12 progressed on active venetoclax therapy

Time on lbr Best response to Ilbr Reason for discontinuation
190*
215 — New treatment (idelalisib + R)

250 Not available Death (PD)
Response rate Ibr post-Ven:

10/10 (100%)

(in evaluable patients)

359*

CR

470*
665*

683* Not available

PD

Seymour, et al ASH 2019 Abstract 355.



Venetoclax re-treatment after trial

* 14 patients treated with venetoclax post trial
» 13/14 patients completed MURANO therapy regimen

* 1/14 discontinued treatment early

« 4/14 achieved CR as best response on MURANO  Timeon Ven- — Veniaeed

based regimen

regimen Reason for discontinuation
20 i!l- Grade 3 diarrhea
E 281* Not available
504 PR PD
> 59 PR New treatment (lbr)
< Response rate Ven post-
c 5 867 PR Ven: 6/11 (55%)
= (in evaluable patients)
160* Not available
g 175* Not available
)
o O
> 2 "
< 252
2
= 259*
261*
270*

Seymour, et al ASH 2019 Abstract 355.



EA9161 Trial

Debulking ~ Induction

: . . Primary endpoint:
obinutuzumab . .
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L Venetoclax 3 . .
+C . . . : * MRD neg rates
*N d ° °
Trtee : . . » Time off therapy
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E + Cost
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ARM B Ibrutinib 5
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Disease progression
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(19 cycles = 18 months)

NCT03701282



Questions we will address - CML

« How to monitor response?

« Can therapy be stopped?

« New therapies?



The Ph Chromosome and the bcr-abl Gene: bcr-abl
Gene Structure

" Exon on chromosome 22
B Exon on chromosome 9
— Introns

Chromosome 22 Chromosome 9 t cmL breakpoints

c-ber IW m c-abl

Melo. Blood. 1996;88:2375.

Pasternak et al. J Cancer Res Clin Oncol. 1998;124:643.




Normal Bcr-Abl Signaling

_ _ Substrate
The kinase domain
activates a substrate
Effector

protein, eg, PI3 kinase, L x

by phosphorylation

This activated
substrate initiates a
signaling cascade
culminating in cell
proliferation and
survival

Savage and Antman. N Engl J Med. 2002;346:683
Scheijen and Griffin. Oncogene. 2002;21:3314.



Imatinib Mesylate:
Mechanism of Action

Imatinib mesylate
occupies the ATP
binding pocket of the
Abl kinase domain

This prevents
substrate
phosphorylation and
signaling

A lack of signaling
inhibits proliferation
and survival

Savage and Antman. N Engl J Med. 2002;346:683.



Molecular Methods for
Detecting bcr-abl

’ FISH
Labeled DNA probe
fl

i e Interphase Metaphase

Nuclear

DNA
bcr-abl gene

Separate DNA strands # &h "‘u ‘.1 ’%
and add labeled probe : 5 i\ W
’é
e -*‘% & # &
.:.r*ﬂ!’ _‘l:h E i.‘
1 x %

E

\‘ AN
— -
P~ Labeled bcr-abl gene

!\

Courtesy of Charles L. Sawyers, MD, UCLA.
Wang et al. Genes Chromosomes Cancer. 2001;32:97
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Setting the Goals of Therapy:
Types of Response in Chronic Phase CML

Hematologic response
— Normalization of white cell counts as measured
by standard CBC

Cytogenetic response
— Decrease in Ph-chromosome—positive cells as measured Disease

by karyotyping or FISH Burden
Molecular response
— Decrease in the amount of Ber-Abl transcripts as

measured by quantitative PCR
¢ Complete molecular response: no evidence of bcr-abl transcripts
® Major molecular response: 23 logarithms (1000-fold) reduction
of Ber-Abl transcripts vs standardized baseline (IRIS trial)



Goal of therapy is to

achieve MMR

* gRT-PCR @ 3mo, 6mo, and
12mo

* BM exam not typically
needed

| D Failure

e -
Warnimg

|:| Optimal response

CML diagnosis: Perform chromesome banding
analysis of marrow cell metaphases and
qualitative PCR of the peripheral blood to
identify the transcript type

. Mon-CHR Failure:
and/or Ph+ >95% Change therapy
T T 7 7 T Waming:
titative RT-PCR | BCR-ABL1 >10% | < = |
3 months Quan ) ) - Consider changing therapy
and/or cytogenetics [_ and/or Ph+ 36 to 95% Land;"or monitor mare dns:elyJ
Ly BCR-ABL1 =10% Optimal response:
and/or Ph+ =35% Continue therapy
- BCR-ABL1 >10% Failure:
and/or Ph+ »>35% Change therapy
Y
i PR s el B Warning:
titative RT-PCR | BCR-ABL1 1 to 10% | . = |
& months Quan ) . L Consider changing therapy
and/or cytogenetics !- andfor Ph+ 1 to 35% Land;"or monitor mare dos:elyJ
Ly BCR-ABL1 <1% Optimal response:
and/or Ph not detected Continue therapy
. BCR-ABLI >1% Failure:
and/or Ph detacted Change therapy
Y
O T L Warning:
12 months Quantitative RT-PCR - : BCR-ABLI >0.1 to 1% ! Consider changing therapy :

and/or cytogenetics

Land:’or monitor more dOSEI'yJ

Continue RT-PCR every three to six menths
Further decline in transcript is optimal

The following dencte failure at any time:
1. Loss of complete hematologic response
2. Loss of complete cytogenetic response
3. Confirmed loss of major molecular response
4, Mutations

= BCR-ABLI =0.1%

Optimal response:
Continue therapy




Long-Term Outcomes of Imatinib Treatment for
Chronic Myeloid Leukemia

Andreas Hochhaus, M.D., Richard A. Larson, M.D., Frangois Guilhot, M.D., Jerald P.
Radich, M.D., Susan Branford, Ph.D., Timothy P. Hughes, M.D., Michele
Baccarani, M.D., Michael W. Deininger, M.D., Ph.D., Francisco Cervantes, M.D.,
Satoko Fujihara, Ph.D., Christine-Elke Ortmann, M.Sc., Hans D. Menssen, M.D.,
Hagop Kantarjian, M.D., Stephen G. O’'Brien, M.D., Ph.D., Brian J. Druker, M.D., for
the IRIS Investigators

N Engl J Med
Volume 376(10):917-927
March 9, 2017



Overall Survival Rates at 10 Years

R
<
=
o
2
2
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0
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(5]
2
©
o

No. at Risk

Imatinib 553
Interferon alfa + cytarabine 553
No. of Deaths

Imatinib 0
Interferon alfa + cytarabine 0

542
512

No. of
Patients

Imatinib 553
Interferon alfa + cytarabine 553

48 60 72

No. of
Patients with
Censored Data

10-Yr Survival
% (95% Cl)

83.3 (80.1-86.6)
78.8 (75.0-82.5)

No. of
Deaths

89 464
105 448

Imatinib

Interferon alfa + cytarabine

84 96

Months since Randomization

461
388

57
73

Hochhaus A et al. N Engl J Med 2017;376:917-927

430
358

71
83




Landmark Analysis of Outcomes at 10 Years According to Molecular
Response Levels at 12 Months and 18 Months in Patients Treated with
First-Line Imatinib Therapy Who Could Be Evaluated.

Table 4. Landmark Analysis of Outcomes at 10 Years According to Molecular Response Levels at 12 Months
and 18 Months in Patients Treated with First-Line Imatinib Therapy Who Could Be Evaluated.*

Major Molecular Lack of Major Molecular
Variable Response or Better Response

At12 mo

No. of patients who could be evaluated 153 151

Death — no. (%) 15 (9.8) 22 (14.6)
Not related to CML 11 (7.2) 7 (4.6)
Related to CML 4 (2.6) 15 (9.9)

Estimated 10-yr overall survival — % (95% CI) 91.1 (86.5-95.7) 85.3 (79.5-91.1)

Estimated 10-yr freedom from CML-related 97.8 (95.4-100) 89.4 (84.3-94.5)
death — % (95% Cl)

At 18 mo

No. of patients who could be evaluated &9

Death — no. (%) 12 (7.3) 13 (14.6)
Not related to CML 12 (7.3) 4 (4.5)
Related to CML 0 9 (10.1)

Estimated 10-yr overall survival — % (95% Cl) 93.0 (89.0-97.0) 85.6 (77.9-93.2)

Estimated 10-yr freedom from CML-related 100 (100-100) 90.5 (84.1-96.8)
death — % (95% Cl)

7
7

(
(

* A total of 305 patients were considered able to be evaluated for molecular response at 12 months; however, 1 patient
discontinued study treatment at 11 months (the patient was considered able to be evaluated for molecular response at
12 months on the basis of an 11-month assessment) and was therefore excluded from the 12-month landmark analysis.
Patients who died or who had data censored before each landmark analysis were excluded from that landmark analysis.
The deaths reported here are those that occurred in patients with the indicated level of molecular response at 12 months
or 18 months who died at some point after 12 months or 18 months, respectively. Two-sided P values were calculated
with the use of the log-rank test. CML denotes chronic myeloid leukemia.

Hochhaus A et al. N Engl J Med 2017;376:917-927



STOP Trial — Longterm Results

100 A
90 -
80
70
60 -
50 -
20
30 1
20

10 -+

Survival Without Molecular Recurrence (%)

o

No. at risk
100

44

12

41

18

40

24 30 36 42 48 54 60 66 72 78 84 90 96
Time From Discontinuation of Imatinib (months)

38 38 38 38 38 38 36 32 25 21 17 5 0

J Clin Oncol 2017 35:298-305.



Cumulative number of BCR-ABL1 tests

Monitoring after TKI

cessation

gRT-PCR bcr-abl Q2mo for 6mo, then
Q3mo between 6-12mo, then Q3mo

1400 4

1200 4

400

200

If remains negative, continue Q3mo for

2-3 years?

1 2 3 45 6 7 8 910
Months since TKI cessation

Percentage of patients with
delays (%)

1n 12

10

37%
reduction

52%

—r

Loss of MMR

Monthly BCR-ABLY
teating until MMR

3-monthly BCR-ABL1

testing indefinely

9 o
8
7
6
xr
4 -
3 d
2
1 -
0

. 59%
reduction reduction
-t A
- B
- C
-+ D
Algorithm B Algorithm C Algorithm D

W Patients with projected BCR-ABL1 20.1 - 1% at detection
W Patients with projected BCR-ABL1 >1 - 10% at detection
B Patients with projected BCR-ABL1 >10% at detection

3 monthly BCR-ABL1
ndefinitely

3-monthly BCR-ABL 1

testing indefirntely

Monthly BCR-ABLY
between month 2 -6

Prorsas ved MEL T +

BCR-ABL1
between 6 - 12 months

Preservec Mbd 4

Prever ved MR S

3 monthly BCR-ABL1
indefinitely

3-monthly BCR-ABL1
testing indefinitely




Asciminib in Chronic Myeloid Leukemia after ABL
Kinase Inhibitor Failure

Timothy P. Hughes, M.D., Michael J. Mauro, M.D., Jorge E. Cortes, M.D., Hironobu
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Hematologic, Cytogenetic, and
Molecular Responses with Asciminib

* CHR92%
* MMR @ 12mo 36%
* Active in T315] mutated patients

Hughes TP et al. N Engl J Med 2019;381:2315-2326

Table 3. Hematologic, Cytogenetic, and Molecular Responses with Asciminib (Combined Once-Daily and Twice-Daily Schedules).
Variable Chronic-Phase CML Accelerated-Phase CML
No T3151 Mutation T3151 Mutation No T315I Mutation T3151 Mutation

Overall Response Response  Overall  Response  Response  Overall Response Response  Overall  Response Response
(N=113)1 Achieved Maintained T Achieved Maintained i Achieved Maintained (N= Maintained

Median follow-up (range) 72 37 46 16
—wk (0.1-167) (0.7-167) —72, (6-120)

Patients remaining in the 88 (78) 19 (68) 2 1(20)
study — no.

Complete hematologic re-

sponse — no./
total no. (

Major cytogenetic response 85/110
— no./total no (77)

Complete cytogenetic re- 77/110
sponse — no. / (70)
total no.

Major molecular response
— no.ftotal no.
(%)
In all patients

By 6 mo
By 12 mo

In patients with =2
previof

By 6 mo
By 12 mo

In patients with >2
previous TKls

By 6 mo
By 12 mo

In patients with resistance
to or unacceptable
side effects fi

By 12 mo

For definitions of hematologic, cytogenetic, and molecular responses, see the Methods section in the Supplementary Appendix.

Shown is the number of patients who received at least one dose of asciminib.

The total number is the number of patients who could be evaluated.

Data on cytogenetic responses are based on patients who presented with Philadelphia chromosome-positive CML at baseline. Calculation of the number of patients in whom a major
cytogenetic response or complete cytogenetic response was achieved is based on patients not in the respective response category at baseline.

Molecular-response assessment is reported only for patients with the b2a2 or b3a2 tran ts had atypical BCR-ABLI transcripts and were not included in the response ass

The numb f patients who received at least one dose of asciminib were as follows: 34 wnh chronic-phase CML without a T3151 mutation, 12 with chronic-phase CML with a
mutation, and 1 with accelerated-phase CML without a T315| mutation.

* The numbers of patients who received at least one dose of asciminib were as follows: 79 with chronic-phase CML without a T3151 mutation, 16 with chronic-phase CML with a T315I

mutation, 3 with accelerated-phase CML without a T315] mutation, and 5 with accelerated-phase CML with a T3151 mutatic

T The numbers of patients who received at least one dose of minib were as follows: 18 with chronic-phase CML without a T3151 mutation, 11 with chronic-phase CML with a T315I

mutation, and 2 with accelerated-phase CML with a T315| mutation
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