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The Big Picture

B-cell
85%

PTCL-NOS / \
ALCL Indolent Aggressive
AITL

0%-40% 60%-70%

CTCL
CLL/SLL (21,000/yr) DLBCL
Follicular Mantle cell

Marginal zone Burkitt

WM/LPL
SEER Database, 2022



CLL Fast Facts

e Chronic lymphoproliferative disorder of monoclonal B cells
e ~21K new cases / yr in the US, much higher prevalence

e Median age at diagnosis is 68

e Most common presentation: asymptomatic lymphocytosis

e ABC count > 5,000 (CD5+CD23+CD19+dimCD20+dimig+)

e Monoclonal B cell lymphocytosis (MBL): a precursor condition with <5,000
B cells and no other disease manifestations

e Small lymphocytic lymphoma (SLL): <5,000 B cells with other disease
manifestations

e CLL patients have tremendous variation in disease course
e Generally thought to be an incurable cancer



Monoclonal B cell Lymphocytosis (MBL)

LC-MBL HC-MBL CLL
) '.: |
(] E e E
©
CD20 ’
Low count (LC) MBL High count (HC) MBL
« <0.5x 10° clonal B cells/L « >=0.5x10° clonal B cells/L
* Generally detected in population * Nearly all pts with CLL had prior MBL
screening studies * Most pts with MBL will not develop CLL
« Can be detected in nearly everyone « Estimated risk is 1-2% per year
older than 70 with sensitive enough
techniques

Scarfo and Ghia, Seminars in Oncology, 2016



Monoclonal B cell Lymphocytosis (MBL)

Table 2. Risk factors for MBL onset and progression to CLL

requiring therapy

Risk factors for MBL onset

Risk factors for MBL
progression to CLL

Family history of CLL
Genetic polymorphisms*
Age

Infectionst

CD38 positivity
Unmutated IGHV
Deletion 17p

Elevated B-cell count

*More than 20 single-nucleotide polymorphisms associated with the development of
CLL have been reported.''? At least 6 of these have also been confirmed as risk factors
for MBL (rs17483466, rs13397985, rs757978, rs872071, rs2456449, and rs735665),%
whereas the association of the others with MBL remains under investigation.

tHepatitis C, pneumonia, influenza, cellulitis, upper respiratory infections, and
26-28

herpes zoster.

Newly diagnosed
patient with CLL

Risk Stratification &

counseling

Patient-related
factors
(age, sex, race, PS,
comaorbidities)

CLL-related factors
(Rai stage, FISH,
IGHV mutation,

B2M)

ZAPTO, CD38, CD49,

Health Screening

Annual skin exam
Vitamin D deficiency

Age appropriate
cancer screening
(colonoscopy,
mammaogram,
Pap smear)

Infection Prevention/
Vaccination

High dose influenza
PCV13/PCV23
Tdap
Avoid live vaccines
IVIG (if IgG < 600

mg/dL and recurrent
infections)

Figure 3. Management of early-stage CLL and SLL. B2M, B-2-microglobulin; 1gG,
immunoglobulin G; IVIG, intravenous immunoglobulins; MX, mammogram; PCV,
pneumococcus vaccine; PS, performance status; Tdap, tetanus diphtheria, acellular

pertussis.

Strati and Shanafelt, Blood, 2015




Key Prognostic Markers in CLL

FISH Cytogenetics IGHV TP53
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Dohner H, et al. N Engl J Med. 2000;343(26):1910-1916. Damle RN, et al. Blood. 1999;94(6):1840-1847. Baliakas P, et al. Leukemia. 2015;29(2):329-336.
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Approach to the Newly-Diaghosed Patient with CLL

Indications for Treatment:

« Cytopenias

* Bulky or rapidly enlarging LAD or splenomegaly
«  Symptoms (“B”, fatigue, pain)

« Refractory autoimmune conditions

« +/-LDT < 6 months

If none of the above...

____________ » OBSERVATION

Hallek et al., Blood, 2018



Several Studies Have Evaluated Early Intervention
Strategies in Asymptomatic CLL

Meta-Analysis — OSI'] CLL7 - OSI2]

CLL12 - EFSBI
2001 Early-Stage CLL Patients in 5 Trials
104
100 - 1.0 Lo-W&W
- 0.8 4
Deferred 08 - Hi-W&W -
75 - chemothera ° - 2 044
Py (*) ] Hi-FCR
< Immediate = 064 < 04+
= N 4T% 2 2
3 o chemotherapy (H) {3 0 $ i
- ANS =
2 \% @ 0.2 -
@ g 04 -
44% =1 0 4 s::*.:;gc::tim 0.25 (95% CI, 0.14-0.43)
25~ . 0.2 - A TR A A 'R, PR AR A A
Difference at 10 years: 3.1% o & 12 lar 2: :fEFS]:% . ;2 8 54 60
me Lo even maonths
(SD = 3.5; log-rank P > 0.1; NS) - S '
0.0 Ibrutinib 182 145 130 121 99 83 71 59 a
o | With various chlorambucil-based regimens ~ 71 P<0.001 (non-stratified log-rank) Placsbo 181 141 122 108 83 64 45 33 13
1 1 1 1 1 1 1 1
0 2 4 6 8 10 years 0 12 24 36 48 60 72 8 96

Time to Event [OS] (months)

— =

NO DIFFERENCE IN OS

[1] CLL Trialists' Collaborative Group. J Natl Cancer Inst. 1999;91(10):861-868. [2] Herling CD, et al. Leukemia. 2020;34(8):2038-2050. [3] Langerbeins, et al. Blood. 2022



Presenter Notes
Presentation Notes
CLL7-OS:  OS from stratification. Hi-FCR high-risk CLL treated with early FCR, Hi-W&W high-risk CLL under observation, and Lo-W&W low-risk CLL under observation (watch and wait).



Milestones in Clinical CLL Research

Gluococorticoids Fludarabine plus Chemoimmunotherapy
and alkylating cyclophosphamide with FCRinduces high
agents introduced bendamustine CR rates
Nucleoside analogs Progression-free survival
(fludarabine benefit from ati-CD20 mAb
introduced) obinutuzumab plus
chlorambucil vs. rituximab
- - FCR regimen plus chloran_"lbucil or
Rai angtaBg;?ni: improves overall chlorambucil alcne
survival
-1t .1 .1 1 1 1 /Z | /

1950 1960 1970 1980 1990 2000 2005 2010 2011 2012 2013 2014 2015 2016 2017 2018
SYK inhibitor Progression-free
fos.tan’!atlnlb survival benefit from
active in CLL venetoclax plus

rituximab vs. BR in
RRCLL
BTK inhibitor ibrutinib active Beﬁi;ps’jr%’iﬁ:mm
in refractory, high-risk CLL brutinib with or
e - . without rituximab vs.

PI3K& inhibitor idelalisib active .
in refractory, high-risk CLL BRin untreated CLL

Progression-free survival and overall survival benefit from Progression-free survival and
ibrutinib vs. chlorambucil in untreated CLL overall survival benefit from
ibrutinib plus rituximab vs. FCR in
BCL2 antagonist venetoclax and untreated CLL
second generation BTKi acalabrutinib
active in refractory, high-risk CLL Venetoclax plus ibrutinib induces

high rates of CR in untreated CLL

Progression-free benefit from

venetoclax plus obinutuzumab vs.

chlorambucil plus obinutuzumab

Burger JA. N Engl J Med. 2020;383(5):460-473. in untreated CLL




NAs have transformed the CLL therapeutic landscape

The NEW ENGLAND JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE The NEW ENGLAND
JOURNAT o  MEDITCTN K

Obinutuzumab plus Chlorambucil in ™ e NEW ENGLAND
Patients with CLL and Coexisting Condition:s T =/ JOURNAL of MEDICINE

, Idelalisib
Valentin '
Anja Engelk ORIGINAL ARTICLE Chroni
Tatiana Chagc Richard R. Furman, M.D., Jeff P.
Thomas John M. Pagel, M.D., Ph.D., Pe ORIGINAL ARTICLE
Olga Samoylc Andrew D. Zelenetz, M.D., Ph.D., Thom:

| . b b : b dat, M.D., Th
Hatmut Dt Targeting BTK with Ibrutinib .05 vl
Michael K| Maria Aiello, M.A., Dave N

Chronic Lymphocytic Letl  thomas vt jahm M. bho, Roger Targeting BCL2 with Venetoclax in Relapsed
’ Chronic Lymphocytic Leukemia

]

John C. Byrd, M.D., Richard R. Furman, M.D., Steven E. Coutre, M.D.,
lan W. Flinn, M.D., Ph.D., Jan A. Burger, M.D., Ph.D., Kristie A. Blum, M.D.,

Barbara Grant, M.D., Jeff P. Sharman, M.D., Morton Coleman, M.D.,

William G. Wierda, M.D., Ph.D., Jeffrey A. Jones, M.D., M.P.H.,
Weiqgiang Zhao, M.D., Ph.D., Nyla A. Heerema, Ph.D., Amy J. Johnson, Ph.D.,
Juthamas Sukbuntherng, Ph.D., Betty Y. Chang, Ph.D., Fong Clow, Sc.D.,
Eric Hedrick, M.D., Joseph J. Buggy, Ph.D., Danelle F. James, M.D.,

and Susan O’Brien, M.D.

Andrew W. Roberts, M.B., B.S., Ph.D., Matthew S. Davids, M.D.,
John M. Pagel, M.D., Ph.D., Brad S. Kahl, M.D., Soham D. Puvvada, M.D.,
John F. Gerecitano, M.D., Ph.D., Thomas J. Kipps, M.D., Ph.D.,
Mary Ann Anderson, M.B., B.S., Jennifer R. Brown, M.D., Ph.D.,

Lori Gressick, B.S., Shekman Wong, Ph.D., Martin Dunbar, Dr.P.H.,
Ming Zhu, Ph.D., Monali B. Desai, M.D., M.P.H., Elisa Cerri, M.D.,
Sari Heitner Enschede, M.D., Rod A. Humerickhouse, M.D., Ph.D.,
William G. Wierda, M.D., Ph.D., and John F. Seymour, M.B., B.S., Ph.D.




A Diverse Array of Novel Agents Are Highly Active in CLL

CLL cell

BTKi

Antigen
| Ibrutinib
Acalabrutinib
BCR o A Zanubrutmlb*
¢ | .
. Idelalisib [ _AFnid T N %
e 'NFKB NFAT %§1
PIKI| puvelisib [ =
%O% Nucleus §§
ap a9
2.8 s

BCL-2i | Venetoclax

Stromal

Microenvironment

OODOOO
c033

Figure was produced using Servier Medica | Art, T aspxrid=723

*Not approved in CLL

Anti-CD20 mAb

Rituximab
Obinutuzumab

CD20
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Revolution in CLL therapy

Novel agent
monotherapy

Novel agent
combos, CAR-T

Chmoimmunotherapy
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Treatment-Naive CLL



FCR can provide functional cure in mutated IGHV CLL

MDACC - FCR 300

IGHV-mut N Prog-free
IGHV-unmut —i— |GHV mutated 88 49
E T IGHV unmutated 126 12
B!
»
7
o
? 50+
o
1=
< 0. 1
S 25 p < 0.000
@
o
Dy p———————————

01 2 3 4 5 6 7 8 9 10111213 14 15 16
Time (Years)

Thompson et al., Blood, 2016



Phase 3 data of IR vs. FCR: PFS and possibly also OS benefit of

continuous ibrutinib-based therapy

PFS

Probability

1.0 4

0.8 4

0.6 4

0.4 4 HR=10.37, (95% CI: 0.27-0.51)
P < 0.0001

0.2 4 S-yearrates: 78%, 51%
== FCR (74 events/175 cases)

0.0 4 — IR (84 events/354 cases)

ECOG 1912 Trial (US)

0 1 2 3 4
Years
Number at risk
— 175 145 123 98 62
- 354 339 321 306 248

45
193

21
110

OS

Probability

1.0 A
1—'—-;,"——-—_\—_

0.8
0.6
Median FU 69.6 months
0.4 4{ HR = 0.47, (95% Cl: 0.25-0.89)
P =0.018
0.2 4 5-year rates: 95%, 89%
— FCR (18 events/175 cases)
0.0 4 — IR (21 events/354 cases)
0 1 2 3 4 5 6 7
Years
Number at risk
- 175 155 143 131 126 96 47 3
— 354 347 343 338 329 300 139 20



Older patients with TN CLL also benefit from ibrutinib:
Phase 3 ALLIANCE A041202

1.0
0.9
0.8

Ibr-R

0.7 -

0.6 =
Ibr

0.5 -

0.4

Median follow-up: 55 months BR

Progression-free Survival Probability

0.3 =
0.2 - Arm Events/Total Time-Point PFS Est. (95% Cl) Time-Point PFS Est. (95% ClI)
— Arm 1 (BR) 94/183 24 months  0.75 (0.67-0.81) 48 months  0.47 (0.39-0.55)
0.1= — Arm 2 (l) 48/182 24 months  0.87 (0.80-0.91) 48 months  0.76 (0.69-0.82)
— Arm 3 (IR) 47/182 24 months  0.87 (0.81-0.91) 48 months  0.76 (0.69-0.82)
0.0 T T T T T T T
0 12 24 36 48 60 72 84
Months from randomization
Arm 1 (BR) 183 139 114 87 63 20 1 0
Arm 2 (1) 182 158 142 131 114 52 4 0
Arm 3 (IR) 182 156 142 130 117 44 2 0

Woyach JA, etal. N Engl J Med. 2018;379(26):2517-2528, Woyach et al ASH 2021.
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Ibrutinib Can Provide Durable Response Even for TP53 Aberrant CLL

ALLIANCE NHLBI
PFS with or without TP53 Overall and Progression-free Survival
1.04
0.9_ 100T
2 o8] - - o Overall survival
g o S~ rIIIR, TPS53 Abnormality - = — S —
£ Sy
T 06 < mm—m—— . 70 ]
: % - I/IR, No TP53 Abnormality . 60 LH_H_\_\_
E T ~~‘--I. § 50 _|
£ = E 40 Progression-free survival
203 = lmm==- *
& o, BR, No TP53 Abnormality 4
g 02 20 _|
0.1 _ 10 |
0.0 BR, TP53 Abnormality 0
8 1 M % . & h t 0 ! > 3 ! : 8 ’ 8
Time (months) Year

Number at Risk

Overall Survival 34 31 30 30 29 29 26 7 0

Progression-free survival 34 31 29 28 26 23 19 6 0

Woyach JA, et al. Blood. 2021; 138 (Supplement 1): 639. Ahn IE, et al. N Engl J Med. 2020;383(5):498-500.



Discontinuation rates with ibrutinib are high, and are due

mostly to AEs

.......
CCCCC
Fatigue

Nausea ™ 0o3,

Anemia

uuuuuuu

sssssssssss

=57

NME O AW =O

Hypertension®

Atrial fibrillation

mm 0-1 years (n=135)
e 1-2 years (n=123)
= 2-3 years (n=111)
mmm 3-4 years (n=100)

4-5 years (n=89)
mmm 5-6 years (n=79)
mm 6-7 years (n=70)
= 7-8 years (n=60)

L

Major hemorrhage® |i n

L T L
40 60 80 100
Patients, %

e 42% of patients still on
ibrutinib at 8 years

 Most common reason for
discontinuation was AEs (24%)

Discontinuation due to AEs may be
even more common in the real-
world setting (41% discontinuation
at median of 17 mo.)

Barr et al., Blood Advances, 2022

Mato et al., Haematologica, 2018




Different BTKi have different levels of specificity for BTK

Percent Inhibition

® 100%
@] 99.9%

® 99% t099.9%

® 95% to 99%
o
-

90% to 95%
65% to 90%
<65%

Ibrutinib

Acalabrutinib

Zanubrutinib

ey

Kaptein A, de Bruin G, Emmelot-van Hoek M, et al. Blood. 2018;132(Suppl 1):1871.
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4-Year Follow-Up of ELEVATE-TN:
Acalabrutinib £ Obinutuzumab vs Obinutuzumab + Chlorambucil in TN CLL

Acalabrutinib + Obinutuzumab (A+O)
' Acala 100 mg PO BID until PD or unacceptable toxicity

6 cycles 100 5

80 =
Acalabrutinib Monothera A

Acala 100 mg PO BID until PD or unacceptable toxicity
Crossover from O+ClIb to A allowed after IRC-confirmed PD

60 =

40 =

Progression-free Survival (%)

20 -

R
A
N
D
o
M
I
y4
E
D

Obinutuzumab + Chlorambucil (O+Clb)

INV-Assessed PFS Overall

A+ O: 87%

A: 78%

O+ Clb: 25%

6 cycles

No. at Risk
A+O 179
A 179
O+Clb 177

Primary endpoint: IRC-assessed PFS (A+O vs O+ClIb)

Secondary endpoints: IRC-assessed PFS (A vs O+ClIb), INV-assessed
PFS, ORR, TTNT, OS, uMRD, safety

176
167
163

1
163
156

168
158
153

12 15 18

164 163 160
156 155 153
139 125 110

A+0O vs O+Clb
Key Eligibility Criteria A vs O+Clb
Age >65 years or >18 to <65 years with comorbidities A+O vs A

(defined as CrCl 30-69 mL/min and CIRS-G >6)

21 24 27 30 33
Months

157 156 155 153 152
150 149 146 142 141
100 86 82 67 66

0.10 (0.07, 0.17)
0.19 (0.13, 0.28)
0.56 (0.32, 0.95)

36

150
136
55

1 1 1
39 42 45

141 132 85
130 123 79
48 42 22

< 0.0001
< 0.0001

48

59
61
13

51

33
35

HR (95% CI) P

< 0.0001

* Untreated CLL requiring treatment per iwCLL 2008 criteria
+ ECOGPS<2

* No significant cardiovascular disease

Sharman JP, et al. [published online ahead of print, 2022 Jan 1]. Leukemia. 2022;10.1038/s41375-021-01485-x.

54
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Phase 3 SEQUOIA study of zanubrutinib

Cohort 1 Arm A: Zanubrutinib
without del(17p) by | °Pen-iabe! 160 mg bid until PD, intolerable toxicity, or end of study
central FISH R 1-1
planned n ~450 Arm B:

Bendamustine (90 mg/m2 D1 & D2)

Siratification Factors s
+ Rituximab (375 mg/m2 C1, then 500 mg/m2 C2-C6)

Age, Binet stage,

Key Eligibility Criteria

* Untreated CLL/SLL IGHV status, geographic region x 6 cycles
« Met iwCLL criteria for treatment
= 265 y of age OR unsuitable for

treatment with FCR2 - —
« Anticoagulation and CYP3A Cohort 2 I 8 T e
inhibitors allowed with del(17p) del(17p) by FISH w/> 7% aberrant nuclei present

planned n ~100 160 mg bid until PD, intolerable toxicity, or end of study

ClinicalTrials.gov:
NCT03336333 Cohort 3
with del(17p) ———— Arm D: Zanubrutinib + Venetoclax

planned n ~80

Zanu vs. BR PFS in non-del(17p) Zanu PFS in del(17p)

100 -
100 HR 0-42 (95% C1 0-28-0-63); £
90 two-sided p<0-0001 § 80 -
£ 80+ =
S 70 S g
£ 3 60 -
5 60+ ?
g s g
= - +C d
2 404 Events/ 24-month -§ 18-mo PFS?: 90.6% gsegosg:e
m D_ " " " -
?I iu_ patients (n/N) progression-free survival g 20 (95%Cl, 83.3-94.9)
o —— Bendamustine-rituximab 71238 69.5(62-4-75-5) E
10+ —Zar‘lUertinil} 36}'241 855{801—896} 0 r-r*" .. rrr rH i i rrr/mrrer,r7/VverFrErrETTY
0 | | | | | | | | | : : : : | 0 3 6 9 12 15 18 21 24 27
0 3 6 9 12 15 18 21 24 27 30 33 36 3§ 42 Months After First Dose

No. of patients at risk
= H H 1 1 1 106 1 1 1 103 1 7
'I’ImESInf_e randomlsatlon {mﬂnths) 09 108 108 108 107 106 105 105 104 103 103 103 103 103 99 99 98 74 68 67 4

Tam et al. The Lancet Oncology. 2022;23(8):1031-1043 Brown JR, et al. Blood. 2020; 136 (Supplement 1): 11-12



What are some limitations of novel agent monotherapy?

* Achievement of CR and uMRD is rare
e Resistance mutations already described -

* Ongoing drug-drug interaction risk ~
* Ongoing toxicities

* Long term adherence issues

* CoSt



Achieving undetectable minimal residual
disease (UMRD) is associated with longer PFS

uMRD IS A KEY GOAL OF FIXED-DURATION TREATMENT REGIMENS

L Clinically
5102 Clinical relapse measurable |
- Patient 1
disease
Without clinically [ Patient 2
go; 5 measurable _
S <10 disease; Bl Patient3
’g t>01 y "MRD positive
E - O A
>
|_
uMRD
<104
T ) During therapy V ‘Timeaftertherapy V
Before therapy

Adapted from Bottcher et al. 2013
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Phase 3 CLL14 Study of Ven-G vs Chl-G in Patients With TN CLL
With Coexisting Medical Conditions

Venetoclax-Obinutuzumab Venetoclax

Previously untreated SRS (FHESE

patients with CLL and
coexisting medical
conditions 1:1
randomization

6 cycles 6 cycles

Primary endpoint:
Progression-free survival

Key secondary endpoints:
Response, MRD,
overall survival

CIRS >6 and/or
CrCl <70 mL/min

Chlorambucil-Obinutuzumab Chlorambucil

6 cycles 6 cycles

CIRS, Cumulative lliness Rating Scale; Clb-G, chlorambucil, obinutuzumab; CLL, chronic lymphocytic leukemia; CrCl, creatinine clearance;
MRD, minimal residual disease; PB, peripheral blood; TN, treatment-naive, Ven-G, venetoclax, obinutuzumab.

Al-Sawaf, et al. Blood. 2020;136(supplement 1): 22-23.



VenG achieves uMRD for most patients

PB MRD by ASO-PCR

GClb

100% A 100% A
80% 80%
£ 60% A £ 60% A
O Q
5 40% - 5 40% -
20% 20%
0% N 90 D o 0% N v o D g
2 N N > o O N N N 9 2 N N > o QO N N N Q
& Q0 O Py Y & Q0 O Py Y ©
& N SRS S S S & O & SSSS |
Patients off treatment Patients off treatment
1 MRD negative (<104) B MRD assay Positive B PD/Death Withdrawn Missing

MRD-negativity rates were more sustainable after completion of therapy
with VenG than with GClb as assessed by ASO-PCR

Al-Sawaf O, et al. Lancet Oncology, 2020



5-year follow-up of Ven-Obin in CLL14 in frontline CLL

PFS: All Patients

100 Ven-Obi Clb-Obi
90_“’““*‘\:::; PFS by Subgroup (n=216) (n=216)
80 Median, months NR 36.4
| : All 5-year rate, % 62.6 27.0
T ! patients HR (95% Cl); 0.35 (0.26-0.46);
g %0 2 P value <0.0001
il Median, months
7P53 No NR (n=184)  38.9 (n=184)
= V/enetoclax-obinutuzumab del/mut  Yes 49.0 (n=25) 19.8 (n=24)
197 s Chlorambucil-obinutuzumab
, . | . . ‘ . . . l ‘ , . IGHV Mut NR (n=76) 59.9 (n=83)
L S R status  Unmut 64.2 (n=121)  26.9 (n=123)
Time to Event [PFS] from Randomization (months)

o e wmw o m w w o w ww o w o m Median observation time: 65.4 months

101 53 39 21 1

PFS by IGHV Status PFS by TP53 Status

100
90 100 ke
+;_+: o S
- - 80
g 70
S 60 s 707
3 e~
" 50— 2 607 M
£ 3
3 40— » 50—
o £
30 8 40 —
e n
20 -/ —— Ven-Obi & IGHV mutated St 30
===* Ven-Obi & IGHV unmutated ke Ty _| —— Ven-Obi & TP53 deletion and/or mutation
10 /| —— ClIb-Obi & IGHV mutated Wi bl 20 -=--- Ven-Obi & none wig
===+ Clb-Obi & IGHV unmutated _| —— CIb-Obi & TP53 deletion and/or mutation
0 T T T T T T T T T T T T 1077 -~ Clo-Obi & none
0 6 12 18 24 30 36 42 48 54 60 66 72 0 - ———
Time to Event [PFS] from Randomization (months) 0 6 12 18 24 30 % 42 48 54 60 66 72
Ven-Obi & IGHV mutated 76 70 68 66 65 62 61 59 56 53 45 18 3 'rlme to Event [PFS] from Randomization (months)
Ven-Obi & IGHV unmutated 121 110 109 102 100 95 89 79 69 84 49 16 1
Clb-Obi & IGHV mutated 8 77 7% 7 66 60 57 % 0 a7 29 17 0 Ven-Obi & TP53 del/mut 25 2 2 19 17 16 15 14 12 " 6 1 0
Clb-Obi & IGHV unmutated 123 110 101 7% 50 53 a1 2 2 14 8 3 1 Ven-Obi & none 184 169 167 161 157 150 142 130 19 109 89 33 4
Cib-Obi & TP53 delmut 24 20 19 13 10 9 9 5 4 3 2 2 0
Cib-Obi & none 184 169 160 135 17 106 90 68 58 48 36 18 1

Al-Sawaf O, et al. EHA 2022. Abstract S148.



Less drug exposure = less toxicity

Most frequent = grade 3 adverse events Venetoclax-obinutuzumab Chlorambucil-obinutuzumab

(N=212) (N=214)

During Treatment After Treatment During Treatment After Treatment
Neutropenia 51.9% 4.0% 47.2% 1.9%
Thrombocytopenia 13.7% 0.5% 15.0% 0.0%
Anemia 7.5% 1.5% 6.1% 0.5%
Febrile neutropenia 4.2% 1.0% 3.3% 0.5%
Infusion-related reaction 9.0% 0.0% 9.8% 0.5%
Tumour lysis syndrome 1.4% 0.0% 3.3% 0.0%
Neoplasms 1.4% 6.4% 1.4% 1.9%

Al-Sawaf et al, EHA 2020



Cost Effectiveness of Frontline CLL Therapies

Total costs Life-years QALYs Incremental In_cremental Clconia ICER
Treatment ($) ained ained costs ($) life-years QALYs ($/QALY)
g 9 gained gained
VenG $291.012 13.01 6.521 - — - —
GClb $491,040 13.01 6.188 $200,028 0 ~0.333 venGiis
dominant
BR $595 771 12.31 5.815 $304,759 ~0.70 ~0.706 VenGis
dominant
br $1,045 472 12.31 6.004 $754.460 ~0.70 ~0.517 venG is
dominant
lbr + G $1,779,412 13.02 6.543 $1,488,400 0.01 0.022 $67.856,575
Ibr + R $1,040,860 12.22 5.946 $749.848 ~0.79 ~0.576 VenG is
dominant
Acala $1,870,749 13.55 7.194 $1,579,737 0.54 0.672 $2,349,304
Acala + G $1,947,166 13.56 7.482 $1,656,154 0.55 0.961 $1,724.052

TABLE 2 Cost-Effectiveness of VenG Compared With Other Treatments
Acala = acalabrutinib; B = bendamustine; Clb = chlorambucil; G = obinutuzumab; Ibr = ibrutinib; ICER = incremental cost-effectiveness ratio;
QALY = quality-adjusted life-year; R = rituximab; Ven = venetoclax.

Chatterjee et al, JMPC, 2021



Re\/enG

Study Design

| Cohort 1 | |

Endpoints*

o Primary Endpoint
ORR at EcCT
(3 months after completing VenO)

cTgle :
ﬂ_

Patients who progressed
=24 months after
1L VenO completion

| Cohort 2

O
o,—]o
II yel apy®

Patients who progressed
212-24 months after
1L VenO completion

Treatment

28-Day Cycles:
0: 100 mg (1) D1, 500 mg D2, 1000 mg D8 and D15 of C1; continuing at 1000 mg
IV D1C2-6

Ven: Once-daily (oral) beginning on D22 of C1 with a 5-week dose ramp-up from
20 mg to a target dose of 400 mg; continuing at 400 mg oral daily C3-12 (Cohort 1)
or C3-C24 (Cohort 2)

STUDIENGRUPPE

Davids MS et al., ASH 2021, Abstract 2634

Secondary Endpoints
* CRICRi at EoCT and EaT

(3 months after completing
‘en monotherapy)

* ORR at EoT

*TTR

* DOR

* uMRD {10 measured in PB at

EoCT and EoT

*PFS
+ 05

* Safety

Exploratory Endpoints

PRO=

* MRD kineticz up to 12 months

post-treatment

= Correlations of IgHV, TP3.3 mutation,

and del(17p) at bazeline with

freatment cutcomes

DEUTSCHE

A phase 2 study of venetoclax plus obinutuzumab
retreatment in patients with relapsed CLL

OBJECTIVES

=VenG study will as ‘hether patients with chronic lymphocytic
leukemia who completed fi ne venetoclax + obinutuzumab (VenO) can
derive clinical benefit with VenO retreatment following disease progression

The primary objective is to evaluate the overall response rate
1 of VenO retreatment in patients who progressed =24 months
after first-line VenO

The secondary objective is to quantify time-to-event efficacy

2 endpoints and to assess the safety of VenO retreatment in
patients who progressed >24 months after first-line VenO

STUDY OVERVIEW

& © @ P2 T8

Multicenter International Open-Label Phase 2 Patients Are
Planned for
Enrollment

2021

Dana-Farber
P Cancer Institute

NCT04895436

Planned Iniiation
in December



Frontline BTKi vs Ven + Obin: Factors to Consider

Convenience (no infusions, TLS monitoring) 1-year time-limited therapy
Longer-term efficacy data No known cardiac or bleeding risks
Phase 3 data compared to FCR and BR (ibrutinib) Less concern for long-term adherence
Propsective data for efficacy of ven at time of Cost-saving

ibrutinib progression

31



BCL-2 and BCR pathway are the Achilles’ Heels of CLL Pathophysiology

A
B-cell receptor
signaling Ibrutinib
:1 /
/ Bruton's e Proliferation
tyrosine == ““® 1777 and survival
kinase
\ N
Lymph node | |
| |
L]
S Survival
lymphoma 2 protein 2
NN : N
Venetoclax—/\ ;
Mitochondria
EXTRACELLULAR SPACE CELL MEMBRANE INTRACELLULAR SPACE
B
Venetoclax
Ibrutinib /
Ibrutinib monotherapy Venetoclax—ibrutinib
for 3 cycles for 24 cycles
C P =
After 3 Cycles of After 18 Cycles of X
Ibrutinib Monotherapy Venetoclax-Ibrutinib a 100+
[
=
2 380+
< o
g o .
2
[T} o
©
S 40+ ®
=
3 204 i
2
c
-2 0 T T T T T 1
S 0 3 6 9 12 15 18
Partial remission M Complete remission No response Cycle of Venetoclax—Ibrutinib

Wiestner, NEJM, 2019



Doublets: BTKi/BCL-2i combos are active, though follow-up is short

CAPTIVATE
FD Cohort

CAPTIVATE
MRD Cohort

Best overall response rates with fixed-duration ibrutinik +

wenetoclax as assessed by investigators

PFS with fixed-duration ibrutinib + venetocdlax
as assessed by investigators

Plb-nhwi-lh;:;:d-“1’rl| u‘r':l-d':;h-nh 400 4 Fai s wil & del17p)
- -t e, D e e
:,’;;::g“' %0 4 Al reated patints
CRICR 56 (48-54) 55 (48-631
o] ; 8 (P21 P8 (F3-97) B0
Druratien of CR
212 epeles, w5 LTSN TR .
Trmatmant pariod
100 4 .
4 "
ko v s
B0 o =
% 70 a0 4
&6 4
] CRi CRi 30
;0 4.5 e R | Median folow-up: 2T.5 momhi (range, 0.8-33.2
E_ 4 i ey 20 4 Patgnty wothoart el 1 Tph Al eeaated patignty
=X n= NB5 M= 15§
& 04 o7 10 o | 2monih PFS e, % [ -
04 5% Cn 91-98) 057
4 L]
o Q 3 L] 9 12 1% % Fi} 24 x

Patignts withaut del1 7p]
=134

AL, acherrie eeent: CH, complese eiponme:; CB, compleoe riponme with incamplete s macsow recoveny. r, noclar partial respone: QIRE, objective seiporse e PF5, progeesion-fee wnal: PR, partal reyponse.

All frastied patants
LEREY]

Maaths
Patients &t fish
Al Ereafed patients. 159 155 153 152 153 181 144 144 143 1418
Patsenits without del17p] 136 a2 L) LFa) Lra) =8 =5 1 124 1

Key safety outcomes

= Complated o plaread
ArEativael FIN

= Medisn treatmaent duration:
13,8 months frarge, 0.5-24.9

* Maost common AEs
firy grastel): ciarhan [G2%),
Fuiea HINL reviregsnis %],
s arthralgia (3%

= Mast common grade 158
AES newiropenad (X1%1,
Pryprbitanasne (Y5, e neutropks
eounl decreaied (5%

4 1 . —t H
L BM J PB M Additional randomized 0o —_— } a
! treatment 90 - : l_|—|'
30 4 : M 12 cycles of combined 80 - i
! ibrutinib plus venetoclax 70 4 '
H - 60 1 12 cycles after random assignment
— N °\ -1 1
X H = ]
= 60 : ¢ 50 i
% 10 ! o 404 : DFS Placebo’ lbrutinib
S 4 In= 3} . & 45 1-year DFS rate (%)° 953 100.0
S 66 ' n=22 - Arm difference, % 4.7 (-1.6t0 10.9)
n=21 | 5 204 —— Placebo : (95% CI)
20 42 , : Bl 10 4 —4— Ibrutinib ' Pvalue .15
n=1 ' = :
. 0 3 6 9 12 15 18 21 24
: . — ; - —— Time Since Random Assignment (months
Ibrutinib Ibrutinib Plus 1 Ibrutinib Ibrutinib Plus . - g . ( g ) 5
(n=31 Venetoclax C(n=31) Venetoclax (patients randomly assigned after 12 cycles of combined ibrutinib plus venetoclax)
(n=32) 1 (n=32) No. at risk:
Placebo 43 42 M M 22 21 3 3 0
Treatment Arm Ibrutinib 43 43 42 42 25 23 5 5 0




Phase 3 GLOW Study: superior PFS with Ibr+Ven vs Clb+0 in older patients

HR, 0.216 (95%CI, 0.131-0.357); P <.0001

100_ _qu_._l
—~ 90
) —_—
5 80 Ibr+Veni
S 70- 80.5%: .
» 60 |
P |
@ 50 !
I |
§ 407 '
§ 30 CIb+0i
g” 20 35.8%!
£ 10 EndofClb+0  End of lbreVen i

0 1 l |

| |

| | | | | | ] ] ] ] |
0 3 6 9 12 15 18 21 24 27 30 33 36
Months From Date of Randomization
Patients at risk
lor+Ven 106 98 98 94 92 91 89 87 86 84 71 42 1
Clb+O 105 104 101 96 94 64 55 51 43 37 30 13 3

Munir T. et al. Presented at: 2021 ASH Annual Meeting and Exposition; December 11-14, 2021; Atlanta, GA. Abstract 70.

With median follow-up of 34.1 months:
— OQverall survival HR 0.76 (95% CI, 0.35-1.64)
* 11 deaths for Ibr+Ven vs 16 for Clb+O

* 4 on treatment deaths due to CV
complications in IV arm

34



Triplet therapy with IVO is active but ibrutinib-related toxicities
are observed

1.0 I"""""""‘"""'""‘u 10 I--||-H----|---|---+Hi---ﬂ--|t-(-
i
E 0.8 - . 0.8 -
oo o
S S
0.6 4 0.6
£ Z
) o )
_cés 4 - g 0.4 1
. .
0.2 1 0.2 -
----- RR cohort {n = 25) -===+ RR cohort (n = 25)
1 —— TN cohort (n = 25) 1 =—— TN cohort (n = 25)
1 I 1 1 I I T T
0 6 12 18 24 0 6 12 18 24
Time From C1D1 (months) Time From C1D1 (months)
No. at risk: No. at risk:
RR cohort 25 24 23 18 8 RR cohort 25 24 23 18 8
TN cohort 25 25 23 18 13 TN cohort 25 25 23 18 13

Rogers et al., J Clin Oncol, 2020



Triplets with more specific BTKi are also active and have excellent
tolerability

BM MRD
Response 32737 337
(86%) (86%)
17/37
(46%)
Cycle 8 Cycle 16 Gycle 25
Timepoint
AEs (N=37), % All Grades Grade 23
- Neutropenia 84 43
Most requ.ent Thrombocytopenia 81 27
hematologic
Anemia 59 5
Fatigue 89 3
Safety Non-hematologic
o Headache 76 3
file |250%) .
pro Bruising 59 0
IRR 25 3
L. Hypertension 11 0
AEs of special interest —
Atrial fibrillation 3 3
Laboratory TLS 5 5

Phase 2 AVO Trial

MRD
Response

Safety
profile

MED yrdetctable (%)

Phase 2 BOVen Trial

3557
e B9 o
H36°
31%)
&0+
2016
LR (|55
40 10036
(28%)
204
137
{(3%)
o T T T T T 1
Imonths  4months  Gmonths Bmonths  Penphera Bor
blood IMGNrowT
o e

Fint undatectable MED in poripharal blood  Bast undatectable MRD

Grade 1-2

Grade3 Grade4

Thrombocytopenia
Fatigue
Neutropenia
Bruising

Diarrhoea
Infusion-related reaction
Anaemia

Cough

Rash

MNausea
Constipation

Nasal congestion

Gastroesophageal reflux
disease

Insomnia
Myalgia
Arthralgia

20 (51%)

20 )
13 (33%)
20 )
18

3(8%) 0O
1(3%) O
2(5%) 5(13%)
0 0

0 0
1(3%)  1(3%)
0 0

0 0
3(8%) o

0 0

0 0

0 0

0 0

0 0



How do triplet combos compare to doublets?

CLL13
MRD PFS

Coprimary endpoint: UMRD (< 10%) at Mo15 in PB by 4-colour-flow Median FU 38.8 months (range: 0.0 — 59.2)
GIV vs CIT: 92.2% versus 52.0%: p < 0.0001 10 ==
[ |
Bce 100 GV vs CIT : 86.5% versus 52.0%: p < 0.0001 687
;o 1
5 80 T oo
= -0 RV vs CIT: 57.0% versus 52.0%: p = 0.317 Fa
o r 1 &
E 60 § o
g 50
"CEL 40 02
g 30 57
20 . 18, p=0.183
10 0 12 2 = s @
0 CIT 229 197 172 98 28
CIT RV cV cIv RV 237 226 212 119 32
n=229 n =237 n =229 n =231 GV 229 221 208 125 22
mPB uMRD GIV 231 227 217 132 44
PFS Median months 3y PFS (%)
CIT 52.0 75.5
. . . RV 52.3 80.8
Ongoing ECOG and ALLIANCE studies are comparing IVO to 10
GV Not reached 87.7
GIV Not reached 90.5

Eichhorst B, et al. ASH 2021 Eichhorst B, et al. EHA 2022



Where do we go from here for frontline CLL treatment?

100 =
AO (n=179)
90
IR (n=170)
- 1 T
80 Ny b ek : |R (n=354)
- 70 - _ 10 (n=113) Ibrutinib (n=136)
£ 50 - EoT Ven-Obi!
CLE VenO (n=216)
o 50 o
40 - Study CLL14! | iLLUMINATE? ELEVATE TN3 RESONATE-2* Alliance 2025 ECOG 19126
[ _VenO [ 10 | . R | R
30 - Median follow-up, months 52.4 40.7 28.3 38.0 38.0 48.0
20 Median PFS, months NR NR NR NR NR -
- 0.251 0.20 0.39 0.38 0.39
HR (95% Cl) vs © 2%‘_33 45) (0160-0395); (0.13-030); (0.06-0.17); o (ot'®, o1 (0.26-058); (0.25-0.59); (0-26-0.57);
10 - comparator arm i p<0.0001 p<0.0001  p<0.0001 ' p<0.001 p<0.001  p<0.0001
O | | | | | | | | | 1

0 6 12 18 24 30 36 42 48 54 60
Time (Months)

1. Al-Sawaf O, et al. ASH 2020; oral presentation 127; 2. Moreno C, et al. iwCLL 2019; poster presentation 2069;
3. Sharman JP, et al. Lancet 2020; 396:1278-1291; 4. Burger JA, et al. Leukemia 2020, 34:787-798;
5. Woyach JA, et al. N Engl J Med 2018; 379:2517-2528; 6. Shanafelt TD, et al. ASH 2019; oral presentation 33.

(Slide adapted from O. Al-Sawaf)



The CLL17 trial is comparing continuous BTKi to
time-limited venetoclax-based doublets

CLL17%2

Phase 3 trial in 1L CLL, including those
with adverse prognostic factors

e I

EEEEEEEEEEEEEEEEETSHE Ibrutinib D1 420 mg PO daily until PD or intolerance
Stratification by fitness, S  Venetoclax 400 mg PO daily (C1 D22 — C12 D28)
Bl 7R T, G | 1000 mg IV (C1 D1(2)/8/15, C2—6 D1)
RANDOMIZATION? - d J

EEEEEEEEEEEEHN ( Ibrutinib 420 mg PO daily (C1 D1 — C15 D28)

I — _ Venetoclax 400 mg PO daily (C4 D1 — C15 D28) )
Months 6 12 15 18
Restaging

1. ClinicalTrials.gov. NCT04608318. Available at: https://www.clinicaltrials.gov/ct2/show/NCT04608318 (accessed August 2021);
2. DCLLSG. CLL17 Trial. Available at: https://www.dcllsg.de/en/trial/cll17/CLL17_Synopsis_v1.2_20200923.pdf (accessed August 2021)



The global MAIJIC phase 3 study seeks to define the optimal
MRD-guided venetoclax doublet for frontline CLL treatment

 N=~750 patients to be recruited

e Global study with ~40 sites
* FPI: Sept 2022

Key Eligibility Criteria

* TN CLL/SLL requiring treatment
per 2018 iwCLL guidelines

e ECOGPS0-2

e Anti-thrombotic agents
permitted except for warfarin or
equivalent vitamin K antagonists

Primary endpoint: INV-assessed PFS

Davids et al., ASH, 2021. Abstract 1553

All treatment ends Follow-up
at 24 months 5 years
AV cont’d
(12 mos)
AV Arm
(2-Cycle A lead-in)

’7/ / /7 v
/ T T T T T T T / / T 1
Start 2 36 60

V cont’d
(12 mos)

Primary Endpoint — PFS
(event-driven analysis)




Comparative Efficacy of First-Line Treatments of CLL:
Network Meta-Analyses of Survival Curves

Figure 1  Metwork of (A) PFS and 03 network meta-analyses, (B) PFS based on IGHV mutation status, (C) PFS in deletion 17p, (D) TTNT after the first progression

 NMA on the Kaplan-Meier curves of 8 trials (11 treatments) to look at PFS, TTNT, OS with 5-year follow-up

Alrawashdh et al., Clin Lymph, Myel, Leuk, 2021



Comparative Efficacy of First-Line Treatments of CLL:
Network Meta-Analyses of Survival Curves

Figure 2 (A) Progression-free survival proportions over 5-years of follow-up as obtained from the fixed lognormal network meta-analysis, (B) HRs of progression or death for each

treatment compared with Ibrutinib over time as obtained from as obtained from the fixed lognormal network meta-analysis
Note: Ibrutinib and ibrutinib-plus-rituximab curves are overlapped.

Table2  Estimated Median Progression-Free Survival as

Obtained From the Fitted Fixed Lognormal Model

A)
bt obinutsm in the Net-Work Meta-Analysis
e |brutinib
_L::t:l?b:”fm:,, Treatment Median PFS in months (95% Crl)
~— Obinutuzumab_chlorambucil Acalabrutinib Gl {4ﬁ.D—NF{]
it e Acalabrutinib-plus-obinutuzumab{NR (70.0-NR)
I Bendamustine-plus-rituimab  [24.4 (13.1-37.0)
0 L e oo oot Chiorambucil 14,6 (9.1-20.0)

Time in months

[brutinib 73 (46-NR)
|brutinib-plus-obinutuzumab 75 (41.0-NR)
? 10 A [brutinib-plus-rituximab 75 (25-NR)
9 == ficalabrutinil
8 ——Acalabrutnib_obinutuzumat Obinutuzumab-plus-chlorambucil28.5 (26.3-35.7)
s, et roma Ofatumumab-plus-chlorambucil |20.5 (14.1-26.0)
) SN Rituximab-plus-chlorambucil ~ |20.6 (15.2-27.4)
3 / — Rituximab_chlorambuc Venetoclax-plus-obinutuzumab  |51.8 (35.0- NR)
2 = Ofatumumab plus rituximab
1 = Bendamustine_rituximab
0 == — Chlorambucil Abbreviations: NR = not reached; PFS = progression free survival.
Q 10 20 30 40 50 60

Time in months

* Acala-obin associated with superior 5-yr PFS over ibrutinib, which was superior to other regimens
* Marked 5-yr OS for many regimens but no difference ascertained
Alrawashdh et al., Clin Lymph, Myel, Leuk, 2021



Relapsed/Refractory CLL



®)

Phase 3 RESONATE: Ibrutinib is Superior to Ofatumumab in R/R CLL

CLL/SLL diagnosis

N=391 Ibrutinib QD
= 1 prior therapy
ECOG PS 0-1
Measurable nodal disease by CT Ofatumumab (300 mg followed by 2000 mg x 11 doses
for 24 wks)
S oS
90 4 Ibrutinib: mPFS 44.1 mos 90 -
80~ HR: 0.148 (0.113-0.196) 80~
704 704 ]
5 5 * Median follow-up 65.3 months
S <3
o~ 504 < 504 il e
E %0 Q * Long-term treatment with ibrutinib is
40 - 40 - .
0 0 tolerable and continues to show
2o, 20, sustained PFS and OS regardless of
104 Ofatumumab: mPFS 8.1 mos 10 high-risk cytogenetics
W e 8 —
0 3 6 9121518212427303336394245485154576063666972 0 36 912151821242730333639424548515457606366697275
MOS Patients at Risk MOS
195189 179 171 161 154 149 146 138 123 115110105 99 92 84 82 80 77 70 65 56 33 5 Ibrutinib 195 191 184 180 174 166 164 160 156 147 142 139 132 122120 117 112 110108 106 100 84 50 11
196159120 67 34 22 19 14 10 9 6 5 5 4 4 4 4 4 3 3 3 3 Ofatumumab 196 183 165 154 148 142 138 135 130 128 121 115112 109 107 103101 96 93 91 87 74 43 16 1

Munir, et al. Am J Hematol. 2019;94(12):1353-1363.


Presenter Notes
Presentation Notes
PO, by mouth; PD, progressive disease; IV, intravenous; OS, overall survival; PFS, progression-free survival

Ofatumumab IV starting dose of 300 mg    followed by 2000 mg x 11 doses for 24 wks


“Phase 3 ASCEND: IRC-Assessed PFS superior for
acalabrutinib vs Idela-R or B-R

100 1

I e
o Acalabrutinib

g 80 4 monotherapy

= Median NR
& --

@ 507 %on Median, 16.9 months
@ i (95% Cl, 11.6 months to NR)
"t e = = = ¥

L)

= M |
8 v -

7 Hazard ratio, 0.29 (95% Cl, 18.0 to 0.46) -

= P<.0001 v R THA

Ea 20 A Median, 15.8 months

= Hazard ratio, 0.36 (95% CI, 0.19 to 0.69) {95% CI, 13.9 to 17.1 months)
Ly P < .0001 v B-R

T T T T T T T T T T T T T T I
01 2 3 465 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23
Months

Mo. at risk (consorad)
Acalabrutinib 156 153 153 149 147 146 145 143 143 139 139 137 118 18 73 61 860 28 21 21 1 1 1 o

th
i i 00 (20 (20 @ (3 (3 @ (5 (5 (51 (5 (5 (19) (19 (58) (700 (71} (104) (108} (108} (127) (127) (127) (128)
IR 118 116 116 113 112 110 105 100 100 85 79 76 62 59 41 33 29 14 7 6 0

0 (3) (3 (B) (6 (8 (8 (120 (12) (14) (18) (16) (23) (25) (36) (40) (42) (54) (59) (59) (65)

B-R 36 34 34 33 32 32 31 30 29 27 26 25 20 18 15 M WM 4 3 2 0
o @ 2 (@ @ (@ @3 4 4 W s (M 00 (4 (15 9 200 @21 (22)

Ghia P, et al. J Clin Oncol. 2020 May 27. [Epub ahead of print]


Presenter Notes
Presentation Notes
Ghia2020-Fig2B, pg 7; needs perm


Phase 3 ELEVATE-R/R: Acalabrutinib vs Ibrutinib in R/R High-risk CLL

R/R High-risk CLL

N=533 Acalabrutinib

Primary
Endpoint

= 1 prior therapies for CLL

ECOG of 0-2; Active disease meeting 21 of the IWCLL 2008 criteria for
PFS

requiring treatment; Must have = 1 high-risk prognostic factors (17p del
and/or 11q del by central laboratory)

=
o
=
©
N
£
o
T
c
]
14

Ibrutinib

No prior exposure to ibrutinib or to a BCR inhibitor or a BCL-2 inhibitor

Key Points:

« Acalabrutinib demonstrated noninferiority to ibrutinib (PFS)

— At a median follow-up of 40.9 months (range, 0.0-59.1), the mPFS was 38.4
months for both acalabrutinib and ibrutinib (HR, 1.00; 95% CI, 0.79-1.27).

 Incidence of any-grade atrial fibrillation was significantly lower with acalabrutinib
vs ibrutinib, at rates of 9.4% vs 16%, respectively.

* Qverall, AEs led to treatment discontinuation in 14.7% of acalabrutinib-treated pts
vs 21.3% of ibrutinib-treated pts

Byrd, et al. J Clin Oncol. 2021; 39 (suppl 15; abstr 7500)
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5-Year Analysis from the Phase 3 MURANO study of
VenR vs. BR in R/R CLL

Ven 400 mg orally once daily te PD,
cessation for toxicity, or max 2 yrs from C1D1

R/R CLL
(N=389)
Stratified by:
= Del(17p) by local labs
» Responsiveness to prior therapy
* Geographic region

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

Bendamustine
70 mg/m2 D1,2 C1-6
+

Rituximab

Median PFS HR* 5-yr Median OS HR¥ 5.yr
(85% CI), months (95% CI) PFS (%) (95% CI), months (95% CI) 0S (%)
VenR (N=194)  53.6 (48.4, 57.0) 0.19 (0.15, 0.26) 378 VenR (N=194) NE 0.40 (0.26, 0.62) 821
» Stratified P-value Stratified P-value
PFS BR(N=195) 17.0 (155, 21.7) <0.0001 NE 0os BR (N=195) NE <0.00011 62.2
100+ 100
g 82.1%
= 809 80
2 =
< =
3 [
» 609 7.0 months 2 509 62.2%
8 - z
& i @
= 409 : = 40
S i s
i i §
£ 90 : 204
o H
0 v r— Y Y Y y Y r J 0 Y v v Y y Y v v Y y Y .
0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66 T2

Time (months) Time (months)

No. of Patients at Risk No. of Patients at Risk
— 04 185 176 170 181 142 132 116 o a7 15 3 — 104 185 182 178 173 166 184 181 150 138 70 a
— 105 165 128 84 65 44 N 21 1 2 — 105 175 162 152 147 140 124 124 115 102 48 a

Kater AP, et al. ASH 2020. Abstract 125.



Either sequence of BTKi -> Ven or Ven -> BTKi can be effective

PFS for BTKi in BTKi-Naive Pts

PFS for Venetoclax following BTKi S Following Venetoclax
5 100+ -
A 2
D 75- g v Lo .
o) =2 S
= A
O 50+ --cicicimimicicimi it ettt et it i a O
E E o
1 N
§ 25- S ©° . 1
S 2
o\c 0 12- month estlmate 75% (95% CI 64% 83%) g_',n "
0o 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 o g_ M H
= edian PFS = 32 mo.
Months After First Dose o
Number at risk 91 81 79 77 70 61 53 36 28 23 20 18 16 7 4 3 o
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PI3Ki are also efficacious, with manageable toxicity

profiles

Idelalisib + Rituximab
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What are the unmet needs now in CLL?



Time-limited therapy for patients with TP53 aberrant CLL

100 —
90 —
80 —
— 70 -
2
g 60—
3
w 50—
g
40 —
(]
30
20 — Ven-Obi & TP53 deletion and/or mutation .
-=-=- Ven-Obi & none "H'
_ Clb-Obi & TP53 deletion and/or mutation
10 ---- CIb-Obi & none
0 T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72
Time to Event [PFS] from Randomization (months)
Ven-Oti & TP53 del/mut 25 22 21 19 17 16 15 14 12 1 6 1 0
Ven-Obi & none 184 169 167 161 157 150 142 130 119 109 B89 33 4
Cib-Ob & TP53 del/mut 24 20 19 13 10 L] 9 5 4 3 2 2 0
Cib-Obi & none 184 1689 160 135 117 106 90 68 58 48 36 18 1

Al-Sawaf O, et al. EHA 2022. Abstract S148.



BTKi/BCL-2i Double-Refractory Patients
BRUIN Phase 1/2 Trial of Pirtobrutinib in R/R CLL/SLL

1909 B BTK discontinuation for progression PFS in at least BTK pre-treated patients
80- B BTK discontinuation for toxicity/other
# Prior BCL2 inhibitor
60 W¥ Ongoing

Patients free from Progression (%)

0 T T T T T T

Maximum % change in SPD from baseline

T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Number at risk Months from Start of Treatment
= 261 209 173 143 121 94 59 37 30 15 6 5 2 1

Median follow-up 9.4 months

Efficacy evaluable BTK pre-treated

CLL/SLL Patients no e Median PFS: Not Estimable (95% CI: 17.0 months — NE)
Overall Response Rate, % (95% Cl) 68 (62 —74)
Best response
CR, n (%) 2(1) * No DLTs reported and MTD not reached
PR, n (%) 137 (54)
PR-L, n (%) 32 (13) * 1% (n=6) of patients permanently discontinued
SD, n (%) 62 (25) due to treatment-related AEs

Mato AR, et al. ASH 2021:Abstract 391.



Richter’s syndrome

* Historically median OS is only in the range of 6-12 mo

* CR with chemo alone is typically short-lived

—CR rates ~“5%-20%, median OS ~6 mo.

Recent study adding venetoclax to R-EPOCH led to 50% CR rate, 19.6 mo. median OS

R-EPOCH

Venetoclax + R-EPOCH

Probability of survival

0-0

T T T T
0 12 24 36 48
Months after richter diagnosis
At risk (n)
PFS 46 12 6 5
0s 46 16 7 6 4

EN

Rogers et al. Br J Haematol. 2017
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Davids and Rogers et al. Blood. 2022
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RIC allo-HSCT has curative potential in CLL but also serious risks

Fred Hutchinson German CLL MD Anderson Dana Farber Cancer

Cancer Center® Study Group*'.45 Cancer Center*® Institute®
Mumber of patients B2 90 86 74
Conditioning regimen Fluflow-dase TBI FluwCy = ATG Flu/Cy = R Flu/Bu
Donors, % (sipling/MUD) 63437 41/59 50¢50 R
Median follow-up, mo &0 iz 37 &1
Median PF5, % 375y 38 (6 y) 36 (5 y) 43 (& y)
Median O5, % 50 (5y) 58 (b y) 51 {6 ) &3 (& y)
Early morality, % (< 100d) =10 <3 =3 <3
MEM, % 23 23 17 14
Acute grade 3-4 GVHD, % 20 14 ! 17
Severe chronic GVHD, % 53 55 21 48

ATG, antithymocyte globuln; Bu, busultan; Cy, cyclophosphamede; Flu, fludarabne; MIUD, matched unrelated domor; B, musdmab; TBI, tod body inadiaton

Gribben J, Blood, 2017 54
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CAR-T in CLL:

TRANSCEND CLL 004: Ph 1 Cohort of Liso-cel with Ibrutinib

M CR/CRI M PR
95% (n = 18/19) 100% (n = 15/15)
(95% Cl, 74.0-99.9) (95% 8 2-100.0)

75% (n = 3/4)
(95% ClI, 19.4-99.4)

All Patients DL1 DL2
(N = 19) (n = 4) (n = 15)

%

uMRD (104 at Any Time Point

1001

B uMRD, blood, flow M uMRD, marrow, NGS
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80 1
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All Patients
(N=19)

DL1
(n=4)

Cytokine release syndrome (CRS)

All-grade CRS, n (%) 14 (74)
Median time to CRS onset, days (range) 6.5 (1-13)
Median duration of CRS, days (range) 6 (3-3)

Grade 3 CRS, n (%) 1(5)

All-grade NEs, n (%) 6 (32)
Median time to NE onset, days (range) 8 (5—-12)
Median duration of NE, days (range) 6.5 (1-8)

Grade 3 NEs, n (%) 3 (16)

Management of CRS and/or NEs, n (%)

Tocilizumab only 2 (11)
Corticosteroids only 3 (16)
Tocilizumab and corticosteroids 3 (16)

Wierda, et al. ASH 2020:Abstract #544



Cellular Therapy in CLL: EBMT Guidelines

Relapse after CIT or refractory to CIT,
now on BTKi or BCL2j
Response?
Yes No
v v Refractoriness TP53 High risk
No <« | Tpsasbna — to abnormality Category
l' present
l | (del17p/TP53™)
No HR, Yes
Continue Pl
l CIT only
HRI1
| Complex karyotype, .
R MRD-¢ ¢ multiple lines CIT + BTKi
or
High Cl risk Low Cl risk Any Cl risk Cl ineligible .
- Age >65y and/or - Access to approved CART - Access to approved or - Frail or CIT k= BCLZ' yes or no
- Comorbidity and/or product or experimental CARTs or - No donor and or
- No well-matched donor - Age < 65y plus - Well- or partially- - No approved or
available and no comorbidity plus matched donor experimental CARTs BTKi + BCL2i
- No access to approved well-matched donor available; comorbidity available )
CART product available permitted (+/ - ClT)
|
Progression Relapse Progression

Dreger, et al. Blood, 2018



How have all of these new treatment
approaches impacted survival?



Annals of Hematology (2021) 100:2501-2512
https:/doi.org/10.1007/500277-021-04600-1

ORIGINAL ARTICLE

Survival trends in chronic lymphocytic leukemia across treatment eras:
US SEER database analysis (1985-2017)

Neda Alrawashdh'? - Joann Sweasy? - Brian Erstad® - Ali McBride* - Daniel O. Persky®* - lvo Abraham*

Received: 30 March 2021 / Accepted: 4 July 2021 / Published online: 19 July 2021
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Fig. 1 Point estimates of A 5-year relative survival and B 10-year relative survival with 93%CI by year of disease diagnosis

Alrawashdh et al., Annals of Hematology, 2021



How have all of these new treatment approaches
impacted survival?

Fig.2 Relative survival

curves for up to 120 months of
follow-up for patients’ cohorts i
diagnosed between 1985 and Tee— —— 3000-2015 [overall) Table 4 Median survival time {months) outputs
1999 and 2000 and 2015 o

= Cohort | (diagnosed in Cohort 2 (diagnosed in
IR0 el ) 2000-2003) 20042007 )
% Age category N Median (95%CI) N Median (95%CI)
-2 at diagnosis
£ 45-54 492 155 ( 145-NR) 480 NR
g o 55-64 834 154 (152-NR)} 1181 NR
6574 1156 136 (131-143) 1292 NR
7584 1142 110 (1051193 1267 NR
BS54+ 462 71 (60-85) 313 B4 (68-93)

NR, not eached

e Overall, relative survival improved significantly for CLL patients diagnosed between 1985 and 2015
* These improvements were markedly better following the introduction of targeted therapies

Alrawashdh et al., Annals of Hematology, 2021



What will CLL treatment look
like in the more distant future?

* My personal prediction: intermittent time-limited combo
therapy will ultimately win over continuous BTKi mono, as the
PFS will likely be similar, but the costs and toxicities will be less
with combos

* Future role for BTKi mono: there will remain a place for this
approach for certain patients (e.g. older patients seeking
simplicity), particularly once generic BTKi eventually become
available

* Immune-based approaches: may be integrated into the
treatment paradigm (e.g. bispecific Abs, CAR-T, at least for
younger fit patients, especially those with high-risk disease)

* Much work still to be done: we need to continue to accrue well
to our studies, as there are still many aspects of CLL care that
remain to be optimized
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My Take-Home Messages on CLL in 2022

* Role of chemoimmunotherapy in CLL is increasingly limited

CCCCCCCCCCCCC

* Continuous novel agent monotherapy with BTKi is a highly effective approach

» 2"_gen BTKi have similar efficacy, better tolerability than ibrutinib

* Ven + CD20 time-limited regimens also provide durable benefit

* Continuous vs time-limited therapy discussions should be individualized

* Ven + BTKi combo data (+/- CD20) are maturing, but not yet standard

* Unmet needs: Double-refractory (post BCL-2 and BTK), Richter’s, TP53 aberrant
* Novel combinations, 3'9-gen, reversible BTKi, and CAR-T are promising

* Overall survival has improved markedly, and will likely continue to improve
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Questions?

Courtesy of Cantor Arts Center
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