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Educational Objectives:

« Understand Efficacy Outcomes of Ibrutinib Venetoclax Combinations:

o Large Phase Il Updates in TN (CAPTIVATE) and RR (TAP-
CLARITY) CLL

o Phase lll GLOW Study: Fixed Duration Ibr/VVen vs ChlorG in TN
CLL>65

« Review outcomes of alternative BTKi Ven Combinations +/- AntiCD20
« Take a look towards future read outs
o Ongoing BTK/Ven Based Combinations Studies
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CAPTIVATE: Phase Il Study in TN CLL

® CAPTIVATE (PCYC-1142) is an international, multicenter phase 2 study evaluating first-line treatment
with 3 cycles of ibrutinib followed by 12 cycles of combined ibrutinib + venetoclax that comprises 2

cohorts: MRD and FD ( S\
w5 Confirmed uMRD
_ 12 cycles ° 'g _{Randomize 1:1 (double-blind)
MRD [CLTILT N ibrutinib + @ E %
| : ManaTaChn g 13 _{uMRD Not Confirmed
e Randomize 1:1 (open-label) y
[ 3¢ les 12 cycles
FD rutinib ibrutinib +
lead- . venetoclax
Primary Endpoints and Interim Findings of Both Cohorts Have Been Previously
Reported

MRD Cohort: Wierda ASH 2020; Wierda et al J Clin Oncol 2021 Oct PMID: 34618601
FD Cohort: Ghia ASCO 2021, Allan EHA 2021
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CAPTIVATE: Study Schema

Key Inclusion Criteria
* Previously Untreated CLL/SLL

Endpoints
e MRD Cohort: 1 year DFS in patients

* Active Disease requiring with Confirmed uMRD

treatment per iwCLL criteria v' Confirmed uMRD: defined as
* Age <70 years having uMRD (<10-4 by 8-color
 ECOGPSO0-1 flow cytometry) serially over at

least 3 cycles, and undetectable
MRD in both PB and BM
e FD Cohort: CR/CRi rate per INV in
patients without dell7p
 Key 2° Endpoints CAPTIVATE: uMRD
Rates, ORR, DoR (FD), PFS, OS (MRD),
TLS Risk Reduction, Safety
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CAPTIVATE: Key Baseline Characteristics

Characteristic MRD Cohort FD Cohort

Total Number of Subjects: 164 159
Median Age (range) 58 (28-69) 60 (33-71)
High Risk Features: (%)
Unmutated IGHV 60 56
Del17p/TP53 Mutation 20 17
Complex Karyotype 19 19
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Patients (%)

CAPTIVATE: Primary Endpoints

FD Cohort: Response MRD Cohort: 1 yr DFS

R a te S v= i g ibrutinib
Best Overall Response® . ' ' gl
R " Placeb
100 - 96% 96% (_‘: 80 — acebo
>
90 - 2 704
80 - . E 60 —
70 1 CR 56% e 55% .
60 - Tt . |CRICRI ' CRi |CRICRI o
CRi I S 40 —
50 A 15 3.1 -
40 - Y 30
30 - PR nPR o
2 PR 7 PR 0.6 2 207
. 39.0 40.3 8 10—
0 - 0 ! | | T | I | | |
Patients without del(17p) All treated patients 0 3 6 9 12 15 18 21 24 27
n=136 N=159 Time from Randomization (Cycles)
Patients at Risk (Patients randomized after 12 cycles of combined lbr + Ven)
lbrutinib 43 43 43 42 40 24 21 5 3 0
Placebo 43 43 42 41 35 21 17 3 3 0

*2 yr DFS Update ASH 2021: Ghia et al,
) Welll Cornell Medicine Abstract #68 Saturday 9:45 am.




CAPTIVATE: Key Secondary Endpoints
_ Endpoint | MRD | D

UMRD: ITT (%)

PB 75% 77%

BM 68% 60%
CR with DoR>12 months n/a 89%

PFS >95% (31 m) 95 (28 m)

TLS Reduction: (%)
High ->Med or Low 90% 94%
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CAPTIVATE: Safety
__ Measwe | __MRD | __FD_

Completion of all 12 combo cycles: 90% 92%
Tumor Lysis:
Laboratory 1% 0
Clinical 0 0
Dose Reductions:
Ibrutinib 15% 10%
Venetoclax 10% 14%
Drug Discontinuations Due to AE:
Ibrutinib 6% 5%
Venetoclax 4% 2%
Most Common Grade 3 / 4 AEs 35% 33%
Neutropenia 7% 6%
HTN 5% NR
Thrombocytopenia 5% 3%
Diarrhea
AESI
Atrial Fibrillation 2% 4%
Hemorrhage 1% 2%
Fatal AE 0 1%
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TAP-CLARITY: Phase Il Study in RR CLL

v V¥ W N Venetoclax continues for 12

months if MRD positive

oY W V2o V¥ 1°end-point | 2

YA/ rssrrrrsssszzzze UG

Veneloclax (400mg/day) brutinib continues if MRD positive (20.01%) at M38

///////////////////////////////////I::::::::::::::3:::::::::::::::::::::::::::::::::::::::}:'
Ibrutinib (420mg/day)

F I I T YTy s T I re=rrTrroTr

0 2 4 6 8 10 12 14 16 48 20 22 24 26 29 32 35 38 42

Months

Duration of VEN therapy: 3 consecutive MRD4 (<0.01% CLL) in PB confirmed in BM:
MRD <0.01% at M8 = stop I+V at M14; MRD <0.01% at M14 = stop I+V at M26
MRD negative (<0.01%) at M26 = stop I+V at M26, if MRD positive (20.01%) continue IBR

& Weill Cornell Medicine

e R/RCLL

* UMRD Treatment
Duration Strategy

* Primary Endpoint: uMRD
rate after 12 cycles of
combination therapy

 Amended to allow a 3™
year of lbr/Ven for
MRD+ subjects

* 2cycle lbrlead-in

Hillmen et al JCO 2019 Munir
ASH 2020 (Update)



TAP-CLARITY: Baseline Characteristics

Characteristic Patients (n = 54)
T Gender (Male/Female) 37 (69%) / 17 (31%)
' Age (Median [Range)) 64 (31 - 83)
Current Binet Stage (A /B / C/ NK) 12 (22%) / 18 (33%) / 22 (41%) / 2 (4%)
"Lymph nodes (“bulky” 2 5cm) 4 (8%)
'ECOG (0/1/2/NK) 32 (59%) /18 (33%) / 3 (6%) / 1 (2%)
‘V,. (mutated/unmutated/VH3-21/failed) 10 (19%) / 40 (74%) / 3 (6%) / 1 (2%) |
: 17p del 10/50 (20%) 1
11q del (not 17p del) 13/51 (25%) |
Prior theraples (median [range)) 1(1t06) |
* previous FCR or BR 44/54 (82%)
=> relapse within 3 years of BR or FCR 22/44 (50%) A
* previous idelalisib 11/54 (20%)

S
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TAP-CLARITY: Primary Endpoint

All at Month 14 PB MRD BM MRD Trephine
negative negative normal

Al patients 29/50 (58%) €_20/50 (40%) ) 39/48 (81%)
FCR/BRrel <36 months | 14/20 (70%) | 9/20(45%) | 18/19 (95%)
| 6/9(67%) | S/9(56%) | 7/9(78%

50/50 patients have reached at least Month 14 and have had a bone marrow MRD PB or BM <0.01% CLL cells
(104) by flow cytometry

Prior idelalisib
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TAP-CLARITY: PFS/OS

Median PFS and OS not reached. Estimated PFS and OS shown at month 36

Kaplan-Meier Curve for Progression-free survival Kaplan-Meler Curve for Overall survival
100 100
*
| 75- 75
£
At 36 months : At 36 months
95.9% (95% Cl: 84.5%, 99.0%) 07.7% (95% CI: 84.9%, 99.7%)
4
& 50 50
5 :
2 25 25
a

0+ 0-
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
Time since registration, months Time since registration, months

-
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TAP-CLARITY: MRD Kinetics and Response

“Pen

Treatment continues until MRD <0 01% for 6M in P8 confumed in BM

100

<
—

o0l

CLL % of leucocytes in peripheral blood

$0.00) ¢

0

4

L

USRS

12 16 20 4
Months since Baseline

Log depletion during first 2 months of VEN

<2 log depletion (n=25/50)

* 5/25 (20%) stop Rx with sustained MRD <0.01%
* 2/25 stop due to toxicity

* 6/25(24%) BM MRD <0.01% at M26.

* 1/25 PD: rising MRD through 2" year of VEN

. >2 log depletion (n=25/50)

* 17/25 (68%) stop Rx with sustained MRD <0.01%
* 0/25 (0%) stop due to toxicity

* 19/25 (76%) BM MRD <0.01% at M26.

* 1/25 became MRDP** 1yr after Rx discontinuation

(& Weill Cornell Medicine

Jain et al JAMA
Oncology

Similar Findings
MRD <1% by 3
cycles of combined
treatment vs not
UMRD rates 75% vs
25% respectively
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GLOW: Phaseilll Trial Ibr/Ven Fixed
Duration vs Chlorambucil Obinutuzumab

Review of Study Schema, Efficacy, Safety




GLOW: Study Schema

Ibrutinib 420 mg daily for 3-cycle lead-in
followed by

Eligibility criteria

Ibrutinib + Venetoclax for 12 cycles ;
* Previously untreated CLL ¥ Pts with IRC-

N=211 confirmed PD and

venetoclax ramp-up 20-400 mg over 5 weeks ; .
( i B active disease

beginning C4)

* > 65 years of age or < 65

years with CIRS = 6 or requiring treatment
CrCL < 70 mL/min are eligible to

* No del(17p) or known Stratified by IGHV Chlorambucil receive subsequent
TP53 mutation mutational status and 0.5 mg/kg on D1 and D15 for 6 cycles therapy with single-

resence of del(11
¢ (11a) 67 agent ibrutinib

* ECOG PS 0-2

Obinutuzumab

1000 mg on D1-2, D8, D-15 of C1, and D1 of C2-6

Primary end point: Progression-free survival by independent review committee (IRC)
* 71 PFS events to detect an effect size with an HR = 0.5 (80% power at a 2-sided significance level of 0.05)

Key secondary end points: Undetectable MRD in BM, CR rate (IRC), ORR (IRC), OS; safety was also evaluated

& Weill Cornell Medicine Kater et al EHA 2021



GLOW: Baseline Characteristics

Characteristic 1+V (N = 106) Clb+0O (N = 105)
Age, median (range), years 71.0 (47, 93) 71.0 (57, 88)
> 75 years, % 33.0 35.2
Male, % 55.7 60.0
ECOGPS1-2,% 67.0 62.9
CIRS score, median (IQR) 9 (6-12) 8 (5-10)
>6, % 69.8 58.1
CrCl, median (range) mL/min 66.5 (34.0, 168.1) 63.2 (32.3, 180.9)
Rai Stage llI-1V, % 57.3 52.5
Bulky Disease 25cm, % 39.0 36.2
Elevated LDH, % 33.0 48.6
Mutated IGHV?, % 25.5 25.7
Unmutated IGHV?, % 51.9 51.4
Del(11q), % 18.9 17.1
TP53 mutation, % 6.6 1.9
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GLOW: Primary Endpoint

Progression-free Survival (PFS) by IRC * |+V HRfor PFS.216 (0.131-0.357;

100- <0.0001)
90 - R * Regardless of subgroup PFS HR
20 - . % I+V vs Chlor+O
+V * ORR/CR:
707 *  |+V 86.8%/38.7%
< 604 e Chlor+0 84.8%/11.4%
> 50 * 90% of Responders in I+V
& 40 maintained response 24 months
20 Ib+0 later compared to 41% in
. _ comparator arm
204 [ :';j;:ﬂb;sz] {ISE:il‘:i'::s ) Eggg:i y ,P1Fss.6 i ﬂ'?)mo e TTNT >95% I+V vs ~78% ChlorG at
10 l l 24 months
0-

0 3 6 9 12 15 18 21 24 27 30
Months From Date of Randomization
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GLOW: Secondary Endpoint uMRD
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uMRD Rates at EOT+3 by NGS (ITT)

Bone Marrow Peripheral Blood

p < 0.0001 p =0.0259
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51.9% 54.7%

39.0%

m+V
m Clb+O
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MRD endpoint by NGS 1x10*

|+V Concordance is 92.9% between PB
and BM

PB uMRD I+V: 55% EOT+3 49%
EOT+12 (84.5% maintain)

Updated Data ORAL ABSTRACT #70
Munir et al Saturday 12/11/21
10:15am



GLOW: Secondary Endpoint Safety

Grade 3 or Higher AEs in 25% of Patients

1+V

Clb+O

(N = 106)

(N = 105)

Median exposure, mos (range) 13.8 (0.7-19.5) 5.1(1.8-7.9)

Any, % 75.5 69.5
Neutropenia® 34.9 49.5
Infections” 17.0 11.4
Thrombocytopenia 5.7 20.0
Diarrhea 10.4 1.0
Hypertension 7.5 1.9
Atrial fibrillation 6.6 0
Hyponatremia 5.7 0
TLS 0 5.7

8Includes ‘neutrophil count decreased’; grade 23 febrile neutropenia: 1.9% for [+V vs 2.9%

for Clb+0
bincludes multiple preferred terms

2) Weill Cornell Medicine

78.3% of patients completed 12
months of combined treatment
1.9% of patients discontinued
ibrutinib due to a fib
4 patients discontinued due to
death
7 deaths occurred during
treatment

e 2 cardiac, 2 sudden death
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Alternative BTKi/Ven
Combinations:

A Look at Reported Outcomes and Study
Updates




Current FDA Approved BTKIi Landscape

Ibrutinib Acalabrutinib Zanubrutinib
o S “
® . ®
' LX) ' ! , ' ’
IMER i
I
AN
Indications: CLL, MCL, WM, MZL, GVHD Indications: CLL, MCL Indications: MCL, WM, MZL

g%g Wei“ Corne“ Medicine Adapted from Kapstein et al ASH 2018 abstract 1871



Current Reversible BTKI in Clinical Development

Pirtobrutinib 1 MK-102 62 Blochemical

Inhibition
Kinase IC . . . : c e Kinase ICqg (NmoiL)

(ATP = K Kinome Selectivity Kinome Selectivity =
(nM) M LA 0 LCK® 39
BTKCABIS 142 =\ e 2
BTK 3.15 ) . “x L TEC™ 5.8
ERBB4 13.3 ; : /4 y 4.4 BLK 9.7
BRK 543 . ,. e TEKS™* 12
MEK2 82.7 | TAKA™* 1
MEK1 147 . HCK* 18
YES1 157 ‘ 1(,:‘ LYNa* 19
TXK 209 e ' TAKC* .
BMX 1155 : ;GE: :
TEC 1234 o FYne 2
BLK 4100 —— T g -
EGFR >1000 - S 2
ITK >5000 - = A N\ ART ol csx as
SRC >5000 G A N Sere S A= = v -
JAK1 530000 /R il =\ = -

JAK2 ND CAMK 25-100 nmollL. * ’x CAMK \ L >10,000

JAK3 ND *Src family kinasas

*“TEK family kinasas

***TAK family kinaseas

) Weill Cornell Medicine 1. Brandhuber et al SOHO 2018

2. Reiff et al Cancer Discovery 2018



Summary of Frontline CLL Combination
Studies

ASH 2021 Important Abstracts:
 #67 Zanu/Ven in TN Dell7p
Arm D Sequoia (early safety)
#68 lbr/Ven CAPTIVATE 2 yr

Drugs in
Combo Medlan uMRD PFS/O
Arms ORR/CR

Jain
PMID: Ibr/Ven 1524 88 82/69 66(BM)  93/97 DFS MRD Cohor.t

SOLAsE * #71CLL13 Coprimary
Davids Acalabrutinib, Endpoint of uMRD PB’ GVe’
PMID: Venetoclax, 160r24 37 63 100/46 89 100/100

34534514  Obinutuzumab GlIVe, RVe, vs CIT

Soumerai . e #641 Filo, IV vs FCR (prellm)
PMID: Zanubrutinib, )

24826411 Venetoclax, 8-24 39 62 100/57 85 975/100 ¢ #3720 Jain [+V LongTerm

Obinutuzumab

uMRD results

e #3753 Soumerai BOVen Early
MRD Kinetics as Biomarker for
failure

Weill Cornell Medicine



A Look Towards Future Readouts: Frontline
CLL Phase 3 Combination Studies

* |br mono

NCT04608318 ?CCLILI'ls;; 3 * VenG 897 PFS

* lbr/Ven FD
Alliance * |lbrG

NCT03737981 (A041702) 3 . Ibr/Ven/G 454 PES
ECOG e lbr/Ven/G

NCT03701282 (E9161) 3 . 1br/G 720 PEFS
AstraZeneca * Acala/Ven

NCT05057494 (MAJIC) 3 . VenG 750 PFS
AstraZeneca 0 sl

NCT03836261 3 e Acala/Ven/G 780 PFS

(ACE-CL-311) . ECR

Weill Cornell }
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Conclusions
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Large Phase |l and Phase lll studies have confirmed the efficacy
and safety of BTKi/Venetoclax based combinations in frontline and
relapsed setting

New Benchmarks for uMRD and PFS have been established and
continue to mature

Relatively low toxicity profile which is acceptable and management
in both younger and older unfit populations

Need for anti-CD20 in combination approaches remains unanswered

Current Phase |l studies are assessing combination vs current
standard Treat to Progression and FD targeted agent approaches
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