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Welcome and introductions

Chair: Professor Véronigue Leblond



Disclosures

A Speakers bureau: Roche, Gilead, Janssen, AbbVie, BeiGene, GSK
A Board: Roche, Pharmacyclics, Janssen-Cilag, GSK, Gilead, AstraZeneca, AbbVie

A Honoraria: Roche, Pharmacyclics, Janssen-Cilag, GSK, Gilead, Lilly, Amgen,
AstraZeneca, BeiGene



Disclaimers

A The information contained herein is intended for healthcare professionals only and is given for
educational purposes only. This document is not intended for professional counseling or advice.

A The views expressed in the presentations are those of the speakers and may not necessarily
reflect the opinion of BeiGene. BeiGene does not guarantee the accuracy or reliability of the
iInformation provided herein and expressly disclaims liability for any errors or omissions in

this information.

A Prescribing information (P1) may vary depending on local approval in each country. Therefore,
before prescribing any product, always refer to local materials such as the Pl and/or the

summary of product characteristics (SPC).
A Zanubrutinib is not approved for the treatment of CLL/SLL and is not approved for MCL in Europe.



Housekeeping

Please note that personal recording of this meeting is not permitted
(a recording will be available to watch soon after the meeting)

A post-meeting survey will be shared at the end of the webinar,;
we would greatly appreciate your feedback



Introducing the speakers

e

Véronique Leblond
Pitie-Salpétriere Hospital
and Sorbonne University,

France

Christian Buske
University Hospital of Ulm,
Germany

Paolo Ghia
Vita-Salute San Raffaele
University and IRCCS
San Raffaele Hospital, Italy

Wojciech Jurczak

MariaS k g o d oQusek a
National Research Institute
of Oncology, Poland



Agenda

17:00 Welcome and introductions Véronique Leblond
17:05 ASH 2021 highlights: Mantle cell lymphoma Christian Buske
17:20 ASH 2021 highlights: Aggressive lymphomas Woijciech Jurczak
17:35 ASH 2021 highlights: CLL/SLL Paolo Ghia

17:50 ASH 2021 highlights: Indolent lymphomas Véronique Leblond
18:05 Discussion and audience Q&A Panel: All faculty
18:25 Summary and meeting close Véronique Leblond

CLL, chronic lymphocytic leukemia; SLL, small lymphocytic lymphoma.



TOP QUESTIONS MEWEST QUESTIOMS

Audience questions

A Please exit full-screen view and enter your
guestion in the submission box for the panel
to answer during the Q&A session
o You can vote for the questions you would most
like the panel to answer ] "
\
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Write your question here
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ASH 2021 highlights:
Mantle cell lymphoma

Professor Christian Buske
University Hospital of Ulm, Germany



Disclosures

A Honoraria: Roche, Janssen, BeiGene, Celltrion, Pfizer, AbbVie, Novartis, Gilead
A Research funding: Roche, Janssen, Celltrion, AbbVie, Bayer, MSD

MSD, Merck Sharp & Dohme Corp.



MCL

Rituximab maintenance 1 still standard?

R2é?

MCL, mantle cell ymphoma; R2, rituximab + lenalidomide.



Rituximab + lenalidomide (R2) vs. rituximab (R) maintenance

MCL R2 Elderly clinical trial T
éﬁ:ﬂcl)glnt_ryk high I d
. rs rou | VS. IOW an
A MCL according to WHO RANPIOIZATION 1 intermedigte) ge(forge start of induction
classification, with cyclin D1
overexpression or t(11;14)(q13;932) = CHOP R-CHOP+R-HAD arm:
: - arm: e
Induction 8 R-CHOP21 3 R-CHOP21 /C_% R-HAD28
) alternating
AO60 years of age and
autologous transplant SD, PD CRor SD, PD
no study-specific treatment CRu or PR no study-specific treatment
follow-up for survival follow-up for survival

A Ann Arbor Stage IIi IV

Stratified on:

ACountry group (northern countries
VS. southern countries)

AMIPI risk group (high vs. low and

A Previously untreated RANDOMIZATION 2 intermediate) before start of induction
AType of first-line induction therapy

AECOG PS 02 Experimental arm:
Standard arm: Lenalidomide 15 mg 3 weeks

WEMIGCIHERGY  SC rituximab 1,400 mg every. every 4 weeks for 24 months
8 weeks for 24 months + SC rituximab 1,400 mg

every 8 weeks for 24 months

CR, complete response; CRu, unconfirmed complete response; ECOG PS, Eastern Cooperative Oncology Group Performance Status; MCL, mantle cell lymphoma; MIPI, Mantle Cell Lymphoma International Prognostic
Index; PD, progressive disease; PR, partial response; R-CHOP, rituximab, cyclophosphamide, doxorubicin, vincristine, and prednisone; R-HAD, rituximab, cytarabine, and dexamethasone; SC, subcutaneous; SD, stable
disease; WHO, World Health Organization. Ribrag V et al. Abstract 379. Oral presentation at the 63" ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



R2 vs. R maintenance
Patient characteristics

Patient characteristics at inclusion Patient characteristics at maintenance

Induction arm

Maintenance actual arm .
Maintenance

R-CHOP/ Induction ITT
R-CHOP R-HAD set (n=620) R R2 r?r:zl; ;;;t
(n=312) (n=308) (n=227) (n=220) -

Age, years Age, years

Median 71.0 71.0 71.0 Median 71.0 71.0 71.0
Sex, n (%) Sex, n (%)

Male 221 (70.8) 222 (72.1) 443 (71.5) Male 161 (70.9) 154 (70.0) 315 (70.5)
Ann Arbor stage, n (%) Ann Arbor stage, n (%)

1l 15 (4.8) 16 (5.2) 31 (5.0 1l 12 (5.3) 13 (5.9) 25 (5.6)

\Y; 284 (91.3) 275 (89.3) 559 (90.3) \Y; 201 (88.5) 199 (90.5) 400 (89.5)
b= >“$:Ser e O () e a0 5 a2 LDH >upper limit, n (%) 89(39.6) 79 (36.4) 168 (38.0)
MIPI risk group at baseline, n (%)

Low risk (<5.7) 21 (6.9) 18 (5.9) 39 (6.4) Complete response (CR/CRu), n (%) 110 (49.1) 93 (42.9) 203 (46.0)

Inter medi at<62)r i 43 (44.605 . 7 134 (43.9) 271 (44.3) Overall response, n (%) 223(99.6) 216 (99.5) 439 (99.5)

Hi gh ( 06 . 2149 (48.5) 153 (50.2) 302 (49.3)

CR, complete response; CRu, unconfirmed complete response; ITT, intention-to-treat; LDH, lactate dehydrogenase; MIPI, Mantle Cell Lymphoma International Prognostic Index; mITT, modified intention-to-treat;
R, rituximab; R2, rituximab + lenalidomide; R-CHOP, rituximab, cyclophosphamide, doxorubicin, vincristine, and prednisone; R-HAD, rituximab, cytarabine, and dexamethasone.

Ribrag V et al. Abstract 379. Oral presentation at the 63 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



R2 vs. R maintenance
Safety

AEs during maintenance phase Deaths during maintenance phase

R R2
AES (N=250) )

Blood and lymphatic system

R R2
Cause of death (N=250) | (N=238)

68 (117 events) 140 (471 events)

disorders Lymphoma 31 29
Neutropeni a, Gr 47 (64 events) 119 (315 events)

Toxicity of study treatment 0 1
Anemia, Gr ade O3 1 (1 event) 7 (7 events)

Other 3 1
Infections and infestations 6 (7 events) 26 (33 events)
SPM 26 (32 events) 32 (59 events) Total 47 43

AE, adverse event; R, rituximab; R2, rituximab + lenalidomide; SPM, second primary malignancy.
Ribrag V et al. Abstract 379. Oral presentation at the 63 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



R2 vs. R maintenance
Survival analysis

PFS since maintenance randomization - Maintenance ITT set
With Numoer of Subects at Risk and 85% Confdence Limits

1.0 :
—R + Censored
OS since maintenance randomization - Maintenance ITT set
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RZ 247 175 114 86 4 12 1 0 OS (years)
0 1 2 3 1 5 6 7 Mo of Subjects  Event Corscred  Medan Suvivid (955%CL)
R 248 W3R B27HI205)  Nolrewched 55, RA)
PFS (years) R2 247 15.4 % (28)  BCE %1203 ) Notreached |15 NA)
Na. of Subjects Event Censored Median Survival |S5%CL)
R 748 452 % {112) 54 8% {135 3(23:4)
R2 247 283%(70) 7.7 %(177) 51(46;NA)

ITT, intention-to-treat; OS, overall survival; PFS, progression-free survival; R, rituximab; R2, rituximab + lenalidomide.
Ribrag V et al. Abstract 379. Oral presentation at the 634 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



R2 vs. R maintenance
Conclusions

A Addition of lenalidomide significantly improved PFS
o RR: 0.579 (95% Cl: 0.429i 0.781; P=0.003)

A So far, no difference in:
o OS since induction randomization (median follow-up: 32.4 months)
o OS since maintenance randomization (median follow-up: 25.2 months)

A More hematologic events in the R2 arm than the R arm

A One death due to toxicity of study treatment in the R2 arm

Cl, confidence interval; OS, overall survival; PFS, progression-free survival; R, rituximab; R2, rituximab + lenalidomide; RR, risk ratio.
Ribrag V et al. Abstract 379. Oral presentation at the 63 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.
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Rituximab + lenalidomide (R2) maintenance

PFS depending on MRD ey e

Status at end of induction L
=
%
. . : 3 06
Rituximab maintenance 2
©
1.0 2 04
Negative + Censored c
Positive Logrank p=0.6129 a
0.8 0.2
E
§ 06 0.0
[ Negative 119 93 64 41 30 9 1
% Positive 65 41 24 13 7 2 0
e 0 1 2 3 4 5 6
@ # = PFS (years)
0.2 No. of Subjects Event Censored | Median Survival (95%CL)
Negative 119 21 % (25) 79% (94 ) Not reached
Positive 65 47.7%(31) 523 % (34 27(1.9;41)
0.0
Negative 109 79 44 25 13 2 0 95% Hazard ratio
Positive 61 a3 28 17 8 3 1 : Hazard Ty Global test
Modality .
: 1 2 : 4 5 ) =
PFS (years) ower pper value
No. of Subjects  Event Censored  Median Survival (95%CL) MIPI (calculated) 1.989 1.172 3.378 0.0109
Negative 109 44 % (48) 56 % (61) 3.2(21,49)
Positive 61 525%(32) 47.5%(29) 27(2;39) MRD EOI Positive  3.034 1.779 5.174 <0.0001

Induction treatment R-CHOP 0.944 0.556 1.604 0.8322

EOI, end of induction; MIPI, Mantle Cell Lymphoma International Prognostic Index; MRD, minimal residual disease; PFS, progression-free survival,
R-CHOP, rituximab, cyclophosphamide, doxorubicin, vincristine, and prednisone.
Delfau M-H et al. Abstract 40. Oral presentation at the 63" ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



Conclusions

A After induction, in patients randomized for maintenance:
o Patients with MRD (+) have a median PFS of 2.7 years regardless of maintenance

oPatients with MRD (1)
I R maintenance: No difference with MRD (+) patients
I R2: Longer PFS observed (median not reached)

A Results suggest:
o There is an MRD below the detection threshold of the currently used technique
o R2 maintenance, unlike R maintenance alone, is able to control the re-emergence of this low MRD

MRD, minimal residual disease; PFS, progression-free survival; R, rituximab; R2, rituximab + lenalidomide.
Delfau M-H et al. Abstract 40. Oral presentation at the 63 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



Benda

Untreated, non- Rituximab Rituximab maintenance
SH] NE1L transplant-scheduled, ;- o
Phase IIl, ’ Berda Addition of Ibr
double-blind icial?
Rituximab Rituximab maintenance beneficial’
Ibrutinib until progression*
Benda/CHOP
Untreated, non- Rituximab Rituximab maintenance

ENRICH?

transplant-scheduled, ‘R,

Phase I/l
Rituximab Rituximab maintenance

Ibrutinib until progression* /4

Chemo-free as
good as CIT?

MCL
Elderly I3

Ibrutinib induction and post-induction

Benda
Untreated, non- Rituximab Rituximab maintenance
transplant-scheduled, ’_'__R 4
Phase Il Rituximab Rituximab maintenance
Venetoclax

Ibrutinib induction and post-induction

*QOr unacceptable toxicity, or study end.

Benda, bendamustine; CHOP, cyclophosphamide, doxorubicin, vincristine, and prednisone; CIT, chemoimmunotherapy; lbr, ibrutinib; MCL, mantle cell lymphoma; R, randomization.

Best chemo-

free combo?

A Cessation
possible?

1. ClinicalTrials.gov NCT01776840. Available at: https://clinicaltrials.gov/ct2/show/NCT01776840. 2. ISRCTN registry. ISRCTN11038174. Available at: https://www.isrctn.com/ISRCTN11038174. 3. German Lymphoma
Alliance. ABC trial. Available at: https://www.german-lymphoma-alliance.de/media/public/69A8E32D-BB68-14F9-C371-EDCDEA135A6E/Synopse_ABC-trial-version-4.1-002.pdf?ts=1592906029. All accessed February

2022.



MCL

Bortezomib in relapsed patients?

Still any major role in the future?

MCL, mantle cell ymphoma.



R-HAD plus bortezomib in R/R MCL
Phase Ill European MCL Network trial

A Randomized Phase Il trial

: Staging
A Patients:
o MCL, relapse, or progression following 1i 3 prior 2 cycles of 2 cycles of
lines of anti-neoplastic standard therapy Rituximab (375 mg/m? IV D1) Rituximab (375 mg/m? IV D1)

High dose Ara-C (2 g/m? IV D2i 3)
Dexamethasone (40 mg PO D11 4)
Bortezomib (1.5 mg/m? SC D1,4)

High dose Ara-C (2 g/m? IV D2i 3)
Dexamethasone (40 mg PO D11 4)

A Primary endpoint:
o Time to treatment failure Staging
CR, PR, SD

2 cycles of
Rituximab (375 mg/m2 IV D1)

SD, PD

A Sample size: 2 cycles of

Rituximab (375 mg/m2 IV D1) : y
o 275 patients (78 events) needed to detect a High dose Ara-C (2 g/m2 IV D2i 3) Al CIOSEATERS (2 G N (D] &)
hazard ratio of 0.55 with 95% power Dexamethasone (40 mg PO D1i 4) DEEMEIESENE (G0 M) [PO) DA 4)
' Bortezomib (1.5 mg/m2 SC D1,4)

o Maximum 160 events among 275 patients _
Staging

CR, complete response; D, Day; IV, intravenous; MCL, mantle cell ymphoma; PD, progressive disease; PO, by mouth; PR, partial response;
R-HAD, rituximab, cytarabine, and dexamethasone; R/R, relapsed/refractory; SC, subcutaneous; SD, stable disease.
Dreyling M et al. Abstract 383. Oral presentation at the 63 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



R-HAD plus bortezomib in R/R MCL

Consort flow

A Randomization: 128 randomized

o May 5, 20121 Dec 20, 2016

recruitment rate 27/year 64 randomized to 64 randomized to

o Recruitment stopped early R-HAD R-HAD+B
d 1 marginal zone
V
64 included in primary 63 included in primary
analysis (mITT) analysis (mITT)
4 stopped prematurely, B
1 received R-HAD+B

1 not restaged

2 treatment not
documented,
1 not restaged

64 evaluable (mITT) 60 evaluable (mITT)

1 stopped
prematurely

59 included in PP analysis 59 included in PP analysis

a

> 1 not restaged

58 evaluable (PP) 58 evaluable (PP)

B, bortezomib; mITT, modified intention-to-treat; R-HAD, rituximab, cytarabine, and dexamethasone; PP, per-protocol.
Dreyling M et al. Abstract 383. Oral presentation at the 63 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



R-HAD plus bortezomib in R/R MCL

Outcomes
Complete remission (CR), n (%) 8 (12) 17 (28) 0.043
A Median time to treatment failure Complete remission (CR + CRu), n (%) 12 (19) 25 (42) 0.0062
o R-HAD: 2.6 months Overall response (CR, CRu, PR), n (%) 29 (45) 38 (63) 0.049

o R-HAD+B: 12.0 months _ _
Time to treatment failure (ITT)

A Based on 107 events, a power of 87% is ;g T medan folom-up = 41
achieved to detect the prespecified o RS, e |
hazard ratio of 0.55 %-‘ g:

2 04

A Underrunning analysis corrected for 2;

sequential design 5 5. e

o Hazard ratio: 0.68; P=0.045 O 12 24 36 48 60 72 B4

o Statistical power 51.3% s s Al
RHAD 6 15 9 4 2 1 0

B, bortezomib; CR, complete response; CRu, unconfirmed complete response; ITT, intention-to-treat; MCL, mantle cell lymphoma;
PR, partial response; R-HAD, rituximab, cytarabine, and dexamethasone; R/R, relapsed/refractory.
Dreyling M et al. Abstract 383. Oral presentation at the 63 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



R-HAD plus bortezomib in R/R MCL

Response duration and OS

A No difference in median response duration (P=0.62) or median OS (P=0.93)

Response duration Overall survival
1004 1.001
—— R-HAD : —— R-HAD
> 075 — R-HAD+B > 0754 — R-HAD+B
% 0501 E 0.504 e
& @ Bl
& 0.25- 8 0.251 5
25 —_
: S
000 0.001 ) i ~ ; _
@ 8 12 W 20 0 M & 4 S¢ 60 & T2 Th 0 6 12 18 24 30 36 42 43 54 60 66 72 /8 B4 SO 96
Timvs (moeeths) Time (months)
Number at risk Number at risk
A 20 20 13 11 8 ) 3 2 2 1 1 1 1 Q H MAD
AMACWE G4 33 24 » 4 12 7 3 1 0 o o 0 @ Al | B3 54 43 B 29 ZT M B 5 3 2 2 11 000 0
@ 6 12 8 29 XN M @ 4 54 00 &8 2 N 0 6 12 189 24 30 36 42 48 54 60 66 72 78 B84 90 96
Tima (moeths) Teme (moeths)

B, bortezomib; MCL, mantle cell ymphoma; OS, overall survival; PFS, progression-free survival; R-HAD, rituximab, cytarabine, and dexamethasone; R/R, relapsed/refractory.
Dreyling M et al. Abstract 383. Oral presentation at the 63 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



MCL

BTK inhibitors

BTK, Brutonds tyrosine kinase; MCL, mantl e cell l'ymphoma.



In brief: BTKis iIn TN and R/R MCL

Abstract, first author | Presentation title Key findings

Survival of mantle cell lymphoma in the era of Bruton A Increased survival in the BTKi era for patients

o -
L P tyrosine kinase inhibitors: A population-based analysis A ggeiif?tglgizaﬁzzﬁn the 70i 79 age group
Safety and efficacy of acalabrutinib plus venetoclax and ,IEIUT?: Slgfggymabqg;;cgﬁg“g"sl:éﬁserate d and
2416, Wang M2 rituximab in patients with treatment-naive (TN) mantle cell propvi des a 100% clinical response rate
SPMBNENTE (el A High rates of complete molecular responses
BTKi , Brutonds tyrosine kinase inhibitor; R/R, relapsed/refractory.

1. Di M et al. Abstract 182. Oral presentation at the 63 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.
2. Wang M et al. Abstract 2416. Oral presentation at the 63 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



Zanubrutinib, obinutuzumab, and venetoclax in untreated TP53 mutant MCL
Phase Il, single-arm study i preliminary data

A12 patients (of planned 2up):; medi an Juydgtailsnont hso f c
o 11 patients remain on study in continued response; 1 patient with PD

A BOVen was well tolerated
o No dose reductions or modifications required

o Grade 3 treatment-related AEs: infusion-related reaction (17%),
neutropenia (8%), and elevation of transaminases (8%)

A Promising efficacy

o Disease restaging by Lugano criteria at Cycle 3 post-BO
I PET-CR = 8/10 patients (2 patients maintained PET-CR at Cycle 7)
i PD = 1/10 patients; SD = 1/10 patients

Primary endpoint

A PFS at 2 years

AE, adverse event; ANC, absolute neutrophil count; BID, twice a day; BOVen, zanubrutinib, obinutuzumab, and venetoclax; ECOG PS, Eastern Cooperative Oncology Group Performance Status; Hgb, hemoglobin;
MCL, mantle cell ymphoma; PET-CR, positron emission tomographyi assessed complete response; PD, progressive disease; PFS, progression-free survival; PLT, platelet count; SD, stable disease.
Kumar A et al. Abstract 3540. Oral presentation at the 639 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



Zanubrutinib + rituximab vs. BR in untreated MCL*
Phase Ill Mangrove study

A Primary endpoint: PFS by IRC using the 2014 Lugano classification for NHL
A Key secondary endpoints: PFS by IA, ORR, DoR, OS, CR (or complete metabolic response), TTR by IRC and IA, PROs, safety

Key eligibility Stratification TreatmentA

criteria factors

A Response assessed by imaging every 3 months for 2 years, then every 6 months

A Study duration estimated to be 7 years

*Patients ineligible for stem cell therapy. AUntil disease progression, unacceptable toxicity, treatment consent withdrawal, or study termination.

BID, twice a day; BR, bendamustine and rituximab; CR, complete response; CT, computed tomography; D, Day; DoR, duration of response; ECOG PS, Eastern Cooperative Oncology Group Performance Status;
IA, investigator assessment; IPI, International Prognostic Index; IRC, independent review committee; IV, intravenous; MCL, mantle cell lymphoma; MRI, magnetic resonance imaging; NHL, non-Hodgkin lymphoma;
ORR, objective response rate; OS, overall survival, PFS, progression-free survival; PO, by mouth; PRO, patient-reported outcome; R, randomization; TTR, time to response.

Dreyling M et al. Future Oncol 2021; 17 (3): 2551 262. This study is registered at ClinicalTrials.gov (NCT04002297).



Pirtobrutinib, a non-covalent BTKi
Phase I/ll BRUIN study

Phase | 3+3 design

)

Phase I: Escalation + expansion (25 to 300 mg QD)

A 28-day cycles
Intrapatient dose escalation allowed
Cohort expansion permitted at doses deemed safe

Phase Il: 200 mg QD
(n=618)

[ oo )

| | - , [ Eligibility ]\
Safety (r13) YA oo
. n= |
population A CLL or other B-cell NHL
( Ongoing A Active disease and in need of treatment
prior to first KA Previously treated D
Efficac restaging r -
Iati % MCL (n=23) e ! Key endpoints ]\
popuiation (n=111) A Safety/tolerability
A Determine MTD and recommended Phase Il dose
BTKi Prior BTKi No prior BTKi A Pharmacokinetics
pretreated (n=100) (n=11) A E-fflcacy agco.rdlr?g to ORR and DoR based on
N disease criteria (iwCLL, IWWM, Lugano) y

Datacut-of f : July 16i,n@lo@des *DIOB @Gl 6WM, FL, MZ LPLL, lRiryceil teekenmbas PCNSL aandsother tramsdotmiatim AEffidacy-evaluable patients are those who had at least one post-
baseline response assessment or who had discontinued treatment prior to the first post-baseline response assessment. B-PLL, B-cell prolymphocytic leukemia; BT K, Brutonds tyrosine kinase;
kinase inhibitor; CLL, chronic lymphocytic leukemia; DLBCL, diffuse large B-cell ymphoma; DoR, duration of response; ECOG PS, Eastern Cooperative Oncology Group Performance Status; FL, follicular lymphoma;

iwCLL, International Workshop on Chronic Lymphocytic Leukemia; IWWM, International Workshop on Wa | d e n s Macrogiobusinemia; MCL, mantle cell ymphoma; MTD, maximum tolerated dose;

MZL, marginal zone lymphoma; NHL, non-Hodgkin lymphoma; ORR, overall response rate; PCNSL, primary central nervous system lymphoma; QD, every day; SLL, small lymphocytic lymphoma; WM, Wa |l denstr ° moé s
macroglobulinemia. Wang M et al. Abstract 381. Oral presentation at the 63 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



Pirtobrutinib, a non-covalent BTKI
Patient characteristics

Median age (range), years 70 (46i 88) Median prior lines of therapy, n (range) 3(119)
. Prior therapy
Female / Male (%) 30 (22) / 104 (78) BTK inhibitor 120 (90)
Anti-CD20 antibody 130 (97)
: Chemotherapy 122 (91)
H'Stog%}ésic 108 (81) Stem cell transplant 30 (22)
: : IMiD 23 (17)
Pleomorphic/Blastoid 26 (19) Bcl-2 inhibitor 20 (15)
Proteasome inhibitor 17 (13)
CAR-T 7(5)
ECOG PS, n (%) PI3K inhibitor 54)
0 82 (61) : : : N
1 50 (37) Reason discontinued prior BTK inhibitor
2 2 (2) Progressive disease 100 (83)
Toxicity/Other 20 (17)
CAR-T, chimeric antigenreceptorT-c el | t herapy; CD, <cluster of different i grosinekinase iBhibKor; EEGP$, Eastérs CobperatiwesOnaolegy &roup Besfamandd Stétus;, Brut

IMiD, immunomodulatory drug; MCL, mantle cell ymphoma; PI3K, phosphoinositide 3-kinase.
Wang M et al. Abstract 381. Oral presentation at the 63 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



Pirtobrutinib, a non-covalent BTKI

Responses
P BTK-pretreated patients with MCL
100 Overall response rate, % (95% CI) 51 (417 61)
Q Best response, n (%)
T 75
& B BTK discontinuation for progression CR 25 (25)
o B BTK discontinuation for toxicity/other
e 50 . BTK naive PR 26 (26)
o
= ||‘ ) 16 (16)
Q 25
o
c ““I
E 0 Ill--
g il ——
= BTK TN patients with MCL
® -
S 23 Overall response rate, % (95% CI) 82 (48i 98)
N
c T 5¢ Best response, n (%)
>
£ CR 2 (18)
X174
= PR 7 (64)
i 1 0do SD 109

BTK, Brutonds tyrosi ne ki na dnaibitor,BT eonfidend® mtervab @R) complese respsrise) MCL kmamtla celelymphoma; PR, partial response;
SD, stable disease; SPD, sum of the product of the diameters; TN, treatment-naive.

Wang M et al. Abstract 381. Oral presentation at the 63 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



Pirtobrutinib, a non-covalent BTKI
Duration of response in MCL

A Median follow-up of 8.2 months (range: 1.0i 27.9 months) for responding patients

A 60% of responses (36 of 60) are ongoing

100 -
90 -
80
70 - B

60 4
50 - '

40 - ;
30 -

20 -

10 -

ﬂ | | I I I I [ 1 | I I
0 2 4 & 8 10 12 14 16 18 20 22 24

Number at risk Months from Start of Response
== G0 34 24 18 18 15 13 7 & 3 2 2 0

Median duration of response
18 months (95% CI: 4.61 NE)

Patients with Response (%)

Data cut-off: July 16, 2021. Response status per Lugano 2014 criteria based on investigator assessment.
Cl, confidence interval, MCL, mantle cell lymphoma; NE, not estimable.
Wang M et al. Abstract 381. Oral presentation at the 63 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



Pirtobrutinib, a non-covalent BTKI
Safety

A No DLTs reported and MTD not reached
A96% of pat i e ngirtsbrutingd dase ar e abov®the RP2D of 200 mg daily

A 1% of patients (n=6) permanently discontinued because of treatment-related AEs

All doses and patients (n=618) . ]
. T reatmentemergent AEs (O15%) | Treatmentrelated AEs
AE

Treatment-e mer gent AEs ( O15 %)

Any grade | Grades 3/4_| _Any grade

Fatigue 13% 8% 1% T 23% 1% 9%
Diarrhea 15% 4% <1% <1% 19% <1% 8%
Neutropenia 1% 2% 8% 6% 18% 8% 10%
Contusion 15% 2% T T 17% T 12%
AEs of special interest
Bruising 20% 2% T T 22% T 15%
Rash 9% 2% <1% T 11% <1% 5%
Arthralgia 8% 3% <1% i 11% T 3%
Hemorrhage 5% 2% 1% I 8% <1% 2%
Hypertension 1% 4% 2% I 7% <1% 2%
Atrial fibrillation/flutter i 1% <1% <1% 2% T <1%

AE, adverse event; BTKi, Br ut o n dimiting tgxicity;MTD, maximummtelesated dosehRPBD, recommendBdPhase lidoss. e
Wang M et al. Abstract 381. Oral presentation at the 63 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



MCL

What about bispecific antibodies in MCL?
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Glofitamab

Dose escalation (Phase I)

Glofitamab fixed dosing

Gpt 1,000 mg —a C2D1 upto C12D1 (Q3W)
Glofitamab Gpt

0.6, 16, or 25 mg: 1,000 mg
n=3 ’

Glofitamab SUD

Glofitamab 0.6 mg, 16 mg, or 25 mg J

C2D1 up to C12D1 (Q3W)

Gpt 1,000 mg —_
Glofitamab Gpt

2.5/10/16 mg or 1,000 mg
2.5/10/30 mg: n=7

Glofitamab
10 mg

Glofitamab
2.5 mg

Glofitamab 16 or 30 mg

Gpt 2,000 mg Cl1Di 7 — — — C2D1 upto C12D1 (Q3W)
Glofitamab ' " : ,

_ 1 Gpt . Glofitamab Glofitamab .
§;51/5130/30 mg: | 2,000 mg : 2.5 mg 10 mg Glofitamab 30 mg

Population characteristics:
AAge 018 vyears
AO1 prior syst
AECOG PS 01

C, Cycle; D, Day; ECOG PS, Eastern Cooperative Oncology Group Performance Status; Gpt, Glofitamab with obinutuzumab pretreatment; MCL, mantle cell ymphoma; Q3W, every 3 weeks; SUD, step-up doses.

Phillips T et al. Abstract 130. Oral presentation at the 63@ ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



Glofitamab
Patient characteristics

n (%) of patients unless stated Glofitamab fixed dosing Glofitamab SUD + Glofitamab SUD + All patients
0 P + Gpt 1,000 mg (n=3) Gpt 1,000 mg (n=7) Gpt 2,000 mg (n=19) (N=29)

Median age, years (range) 81.0 (667 84) 69.0 (641 75) 66.0 (411 84) 69.0 (411 84)
Male 2 (66.7) 6 (85.7) 12 (63.2) 20 (69.0)
Ann Arbor Stage IlIT IV at study entry 2 (66.7) 6 (85.7) 16 (84.2) 24 (82.8)
MCL | Pl score O6 at stud 3 (100) 3 (42.9) 12 (63.2) 18 (62.1)
:\T”]f)g'tzg ?::ﬁgﬂ;‘ce FE e, 1.1 (1.0i 8.5) 3.4 (1.21 53.2) 1.6 (0.1i 107.5) 1.7 (0.1i 107.5)
Prior lines of therapy, median (range) 3 (21 5) 4 (31 5) 3 (11 6) 3 (11 6)
BTKi 3 (100) 6 (85.7) 11 (57.9) 20 (69.0)
Prior therapy | .\ lidomide 0 1(14.3) 3 (15.8) 4 (13.8)
Chemotherapy 3 (100) 7 (100) 18 (94.7) 28 (96.6)
Alkylator 0 6 (85.7) 7 (36.8) 13 (44.8)
Anti-CD20 monoclonal antibody 3 (100) 6 (85.7) 14 (73.7) 23 (79.3)
Refractory to any prior therapy 3 (100) 7 (100) 16 (84.2) 26 (89.7)
Refractory Refractory to prior anti-CD20 therapy 2 (66.7) 3 (42.9) 10 (52.6) 15 (51.7)
status Refractory to first-line therapy 2 (66.7) 2 (28.6) 11 (57.9) 15 (51.7)
Refractory to last prior therapy 2 (66.7) 5(71.4) 13 (68.4) 20 (69.0)
BTKi, Brutonds tyrosine kinase GpnGldfitanab with obin@2umabcptetreatients IPI driternationial Pregnestic tndea; MCLo mantle cell lymphoma; SUD, step-up doses.

Phillips T et al. Abstract 130. Oral presentation at the 634 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



Glofitamab
Response rates

EPMR
®PMR _
100 - 91 100

90 -

= CMR mCMR

31 90
80 A

70 A
60 -
50 A
40 A
30 A
20 A
10 A

75

Response rate (%)
Response rate (%)

Fixed dosing + SUD + SUD + All Prior BTKi No prior BTKi
Gpt 1,000 mg Gpt 1,000 mg Gpt 2,000 mg patients therapy (n=17) therapy (n=4)
(n=3) (n=7) (n=11) (N=21)

BTKi , Brutonds tyrosine kinase inhibitor; CMR, compl et-gpdosest abol i c response; PMR,

parti al met abol ic resftg
Phillips T et al. Abstract 130. Oral presentation at the 634 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



Glofitamab
Antitumor activity

Best percentage change from baseline SPD

100

80

60

40

204 =35 3933533233553 33°3 Glofitamab 0.6 mg + Gpt 1,000 mg
Oz a Oz OO L OV O O O O O O O O

Glofitamab 16 mg + Gpt 1,000 mg
M Glofitamab 25 mg + Gpt 1,000 mg
Glofitamab 0.5/2.5/10/30 mg + Gpt 1,000 mg
% Glofitamab 2.5/10/16 mg + Gpt 1,000 mg
B Glofitamab 2.5/10/30 mg + Gpt 1,000 mg
B Glofitamab 2.5/10/30 mg + Gpt 2,000 mg

Best % change in SPD

CMR, complete metabolic response; ND, not determined; NMR, no metabolic response; ORR, overall response rate; PMR, partial metabolic response; SPD, sum of the product of the diameters.
Phillips T et al. Abstract 130. Oral presentation at the 63@ ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



Glofitamab

Adverse events

Cytokine release syndrome o g 4 | Iy 80

Noutropenia®
Infusion related reaction
ALT incroased

Darmes o

P e

AST increased 207) 0 (103
Hypomagnesemia 172 B G648
100 50

0 50 100
Patients (%)

The most common AE (all grades) was CRS

AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase; CRS, cytokine release syndrome.
Phillips T et al. Abstract 130. Oral presentation at the 63@ ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.
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First-line DLBCL treatment

Preventing CNS relapse

A Early integration (intercalation) of high-dose methotrexate with R-CHOP or R-CHOP-like therapy
vs. end-of-treatment delivery in CNS relapse

o Multicentre international analysis of 1,384 patients with DLBCL

All Intercalated End of p-value
treatment
N=1384 N=750 N=634

Age* 62.5 (17 - 88) 62.0 (17 - 88) 63.0 (18 - 86) 0.073
Male sex (%)* 842 (60.8) 450 (60.0) 392 (61.8) 0.49
Advanced stage, N (%)* 1156 (83.5) 647 (86.3) 509 (80.3) 0.0028
Raised LDH baseline, N (%)* 943 (70.0) 534 (71.6) 409 (67.9) 0.15
ECOG 22, N (%)* 358 (25.9) 200 (26.7) 158 (25.0) 0.49
2+ Extra-nodal sites, N (%)* 798 (57.7) 445 (59.3) 353{55.7) 0.17
Renal or adrenal, N (%)* 240 (17.3) 138 (18.4) 102 (16.1) 0.26
Testicular, N (%) 175 (12.7) 81 (10.8) 94 (14.9) 0.023
Double or triple hit, N (%) 66 (6.1) 34 (5.7) 32 (6.7) 0.46
High CNS IPI (4-6), N (%) 600 (44.2) 337 (45.1) 263 (43.1) 0.087
IT prophylaxis, N (%)* 636 (46.1) 285 (38.1) 351 (55.6) <0.0001
22 cycles HD-MTX given, N (%)* 1199 (86.6) 557 (87.9) 642 (85.6) 0.22

*Factors analyzed in multivariable analysis for risk of CNS relapse. CNS, central nervous system; DLBCL, diffuse large B-cell ymphoma; ECOG, Eastern Cooperative Oncology Group;
HD-MTX, high-dose methotrexate; IPI, International Prognostic Index; IT, intrathecal; LDH, lactate dehydrogenase; R-CHOP, rituximab plus cyclophosphamide, doxorubicin, vincristine, and prednisone.
Wilson MR et al. Abstract 452. Oral presentation at the 63 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



Early integration of high-dose methotrexate does not have an impact on
CNS relapse compared with end-of-treatment delivery

Cumulative incidence of CNS relapse Cumulative incidence of CNS relapse
in whole cohort (N=1,384) in landmark cohort (n=1,259)*
A 0z e End of treatment HOMTX B b End of treatment HOMTX
Intercalated HDMTX Intercalated HDMTX
g
® ®
= =z
Q (&)
_{é 0.1 5 0.1
= ettt
& § I
! P | e =
& &
oqi Ll T T T L] T L] T L] T L] O*Y ¥ L4 T L4 T T T v T
0 12 24 36 48 60 72 84 96 108 120 132 0 12 24 36 48 60 72 84 96 108 120 132

Time since diagnosis (months) Time since landmark (months)

A Whole cohort survival outcomes
0 3-year PFS for i-HDMTX vs. EOT: 70.7% vs. 76.7% (p=0.098)
o 3-year OS for i-HDMTX vs. EOT: 79.9% vs 87.0% (p=0.0016)

*The landmark cohort included only patients who were alive and free from progression at Month 6.
CNS, central nervous system; EOT, end-of-treatment; HDMTX, high-dose methotrexate; i-HDMTX; intercalated high-dose methotrexate; OS, overall survival; PFS, progression-free survival.

Wilson MR et al. Abstract 452. Oral presentation at the 63 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.
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DLBCL, diffuse large B-cell lymphoma.



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Polatuzumab Vedotin in Previously
Untreated Diffuse Large B-Cell Lymphoma

H. Tilly, F. Morschhauser, L.H. Sehn, J.W. Friedberg, M. Trnény, J.P. Sharman,
C. Herbaux, J.M. Burke, M. Matasar, S. Rai, K. Izutsu, N. Mehta-Shah, L. Oberic,
A. Chauchet, W. Jurczak, Y. Song, R. Greil, L. Mykhalska, .M. Bergua-Burgués,
M.C. Cheung, A. Pinto, H.-J. Shin, G. Hapgood, E. Munhoz, P. Abrisqueta,
J.-P. Gau, J. Hirata, Y. Jiang, M. Yan, C. Lee, C.R. Flowers, and G. Salles

Tilly H et al. N Engl J Med 2022; 386 (4): 3511 363.



Untreated DLBCL
POLARIX study

A Double-blind, placebo-controlled, international, Phase Il trial of two regimens containing the CD79b-targeting
ADC polatuzumab vedotin

Pola-R-CHP

879 patients

A Previously untreated DLBCL
A Age 18i 80 years

A IPI2i5

A ECOG PS 0i 2

Polatuzumab vedotin (1.8 mg/kg)*
R-CHP + vincristine placebo

Cycles 1i 6
(1 cycle = 21 days)

Stratification factors

A IPI score (2 vs. 3i 5)

ABul ky disease (<7.5 vs. 07

A Geographic region R-CHOPA + _
(Western Europe, USA, Canada, & polatuzumab vedotin placebo
Australia, vs. Asia, vs. rest of world)

Cycles 7 and 8

*Intravenous on Day 1 of each cycle. AR-CHOP: intravenous rituximab 375 mg/m2, cyclophosphamide 750 mg/m?, doxorubicin 50 mg/m2, and vincristine 1.4 mg/m2 (max. 2 mg) on Day 1, plus oral prednisone 100 mg
once daily on Days 1i 5.

ADC, antibodyi drug conjugate; CD, cluster of differentiation; DLBCL, diffuse large B-cell ymphoma; ECOG PS, Eastern Cooperative Oncology Group Performance Status; IPI, International Prognostic Index;
Pola-R-CHP, polatuzumab vedotin plus rituximab, cyclophosphamide, doxorubicin, and prednisone; R, randomization; R-CHOP, rituximab plus cyclophosphamide, doxorubicin, vincristine, and prednisone.

Tilly H et al. Abstract LBA-1. Oral presentation at the 63@ ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021. Tilly H et al. N Engl J Med 2022; 386 (4): 3517 363.



Untreated DLBCL
POLARIX study

A Double-blind, placebo-controlled, international, Phase Il trial of two regimens containing the CD79b-targeting

ADC polatuzumab vedotin
Key endpoints

Progression-free survival

879 patients Pl Sl (investigator-assessed)

A Previously untreated DLBCL

A Age "18'|' 80 years — A Event-free survival

A IP12i5 " Secondary endpoints A Complete response rate
A ECOG PS0i 2 y P A Disease-free survival

L A Overall survival
Stratification factors

A IPI score (2 vs. 315) St i Incidence, nature, and severity of
ABul ky disease (<7.5 y P adverse events

A Geographic region
(Western Europe, USA, Canada, &

Australia, vs. Asia, vs. rest of world) A Median follow-up at the primary analysis was 28.2 months

*Intravenous on Day 1 of each cycle. AR-CHOP: intravenous rituximab 375 mg/m2, cyclophosphamide 750 mg/m?, doxorubicin 50 mg/m2, and vincristine 1.4 mg/m2 (max. 2 mg) on Day 1, plus oral prednisone 100 mg
once daily on Days 1i 5.

ADC, antibodyi drug conjugate; CD, cluster of differentiation; DLBCL, diffuse large B-cell ymphoma; ECOG PS, Eastern Cooperative Oncology Group Performance Status; IPI, International Prognostic Index;
Pola-R-CHP, polatuzumab vedotin plus rituximab, cyclophosphamide, doxorubicin, and prednisone; R, randomization; R-CHOP, rituximab plus cyclophosphamide, doxorubicin, vincristine, and prednisone.

Tilly H et al. Abstract LBA-1. Oral presentation at the 63" ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 111 14, 2021. Tilly H et al. N Engl J Med 2022; 386 (4): 3511 363.



Baseline characteristics

POLARIX study
Pola-R-CHP (N=440) R-CHOP (N=439)
Age Median (range), years 65.0 (197 80) 66.0 (197 80)
Sex, n (%) Male 239 (54) 234 (53)
0i 1l 374 (85) 363 (83)
ECOG PS, n (%
n (%) 2 66 (15) 75 (17)
Bul ky disease (07.5 chgsent n ( %) 193 (44) 192 (44)
Elevated LDH, n (%) Yes 291 (66) 284 (65)
Time from diagnosis to treatment initiation Median, days 26 27
Ann Arbor stage, n (%) I v 393 (89) 387 (88)
Extranodal sites, n (%) 02 213 (48) 213 (49)
2 167 (38) 167 (38)
IPI %
score, n (%) 3i 5 273 (62) 272 (62)
Activated B-celli like subtype 102/330 (31) 119/338 (35)
Cell-of-origin, n (%) Germinal center B-celli like subtype 184/330 (56) 168/338 (50)
Unclassified 44/330 (13) 51/338 (15)
MYC/BCL2 expression, n (%) Double expression 139/362 (38) 151/366 (41)
MYC/BCL2/BCL6 rearrangement, n (%) Double-/triple-hit 26/331 (8) 19/334 (6)

ECOG PS, Eastern Cooperative Oncology Group Performance Status; IPI, International Prognostic Index; ITT, intention-to-treat; LDH, lactate dehydrogenase; Pola-R-CHP, polatuzumab vedotin plus rituximab,
cyclophosphamide, doxorubicin, and prednisone; R-CHOP, rituximab plus cyclophosphamide, doxorubicin, vincristine, and prednisone.
Tilly H et al. Abstract LBA-1. Oral presentation at the 63" ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 111 14, 2021. Tilly H et al. N Engl J Med 2022; 386 (4): 3511 363.



PFS significantly improved with Pola-R-CHP vs. R-CHOP

POLARIX study
100 — — Pola-R-CHP (N=440)
—— R-CHOP (N=439)
80 + Censored
—_ - ——
< 60
Y4
o 40 -
20 =
0 | | | | | | 1
0 6 12 18 24 30 36 42
Time (months)
Patients at risk
Pola-R-CHP 440 404 353 327 246 78 NE NE
R-CHOP 439 389 330 296 220 78 3 NE

HR: 0.73 (P<0.02)

95% CI: 0.5710.95

A Pola-R-CHP demonstrated a
27% reduction in the relative
risk of disease progression,
relapse, or death vs. R-CHOP

A 24-month PFS:;
76.7% with Pola-R-CHP vs.
70.2% with R-CHOP (=6 .)5 %

Cl, confidence interval; HR, hazard ratio; NE, not evaluable; PFS, progression-free survival; Pola-R-CHP, polatuzumab vedotin plus rituximab, cyclophosphamide, doxorubicin, and prednisone;

R-CHOP, rituximab plus cyclophosphamide, doxorubicin, vincristine, and prednisone.

Tilly H et al. Abstract LBA-1. Oral presentation at the 63" ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 111 14, 2021. Tilly H et al. N Engl J Med 2022; 386 (4): 3511 363.



Common adverse events
POLARIX study

Pola-R-CHP R-CHOP

Peripheral neuropathy*- (D L
Nausea o (B

Diarrhea -
Neutropenia 4
Anemia -
Constipation =

Pola-R-CHP R-CHOP
1
I
I
L
Fatigue L
|
(N
n
[
[
I
l
=
N
1

AEs, n (%) (N=435) (N=438)
Any-grade adverse events 426 (97.9) 431 (98.4)

Grade Serious adverse events 148 (34.0) 134 (30.6)
Alopecia -
Decreased appetite -
Pyrexia 4

Vomiting 4

Febrile neutropenia -
Cough 4

Headache -
Decreased weight =
Asthenia 4
Dysgeusia =

om Adverse events leading to:

<] B | : . .
imm Discontinuation 27 (6.2) 29 (6.6)

Dose reduction 40 (9.2) 57 (13.0)

-100 -75 -50 -25 0 25 50 75 100
Frequency (%)

*Peripheral neuropathy includes the following preferred terms from the system organ class of peripheral neuropathy: peripheral neuropathy, peripheral sensory neuropathy, paresthesia, hypoesthesia, polyneuropathy,
peripheral motor neuropathy, dysesthesia, neuralgia, peripheral sensorimotor neuropathy, hypotonia, hyporeflexia, neuromyopathy, ear paresthesia, peroneal nerve palsy, and skin burning sensation.

AE, adverse event; Pola-R-CHP, polatuzumab vedotin plus rituximab, cyclophosphamide, doxorubicin, and prednisone; R-CHOP, rituximab plus cyclophosphamide, doxorubicin, vincristine, and prednisone.
Tilly H et al. N Engl J Med 2022; 386 (4): 3511 363.



Conclusions
POLARIX study

A Pola-R-CHP significantly prolongs PFS compared with R-CHOP (HR: 0.73) in patients with
Intermediate- and high-risk previously untreated DLBCL

A The safety profiles of Pola-R-CHP and R-CHOP were comparable

A Exploratory analyses are ongoing with regard to various subgroups and other prognostic
classification systems

A These results support the use of Pola-R-CHP in the initial management of patients with DLBCL

DLBCL, diffuse large B-cell ymphoma; HR, hazard ratio; PFS, progression-free survival; Pola-R-CHP, polatuzumab vedotin plus rituximab, cyclophosphamide, doxorubicin, and prednisone;

R-CHOP, rituximab plus cyclophosphamide, doxorubicin, vincristine, and prednisone.
Tilly H et al. Abstract LBA-1. Oral presentation at the 63" ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 111 14, 2021. Tilly H et al. N Engl J Med 2022; 386 (4): 3511 363.



R/R DLBCL
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DLBCL, diffuse large B-cell lymphoma; R/R, relapsed/refractory.



Polatuzumab vedotin plus mosunetuzumab in R/R aggressive B-cell NHL
Updated results from a Phase Ib/Il study

Dose escalation and dose expansion Dose expansion cohort*
cohorts: Patients with R/R B-cell NHL only P

Response, n (%
' () _ Post-CAR-T therapy _ Post-CAR-T therapy
All (n=60) (n=24) All (n=41) (n=17)

ORR 39 (65.0) 15 (62.5) 27 (65.9) 11 (64.7)

CR 29 (48.3) 10 (41.7) 20 (48.8) 8 (47.1)

*Only patients with R/R aggressive B-cell NHL were enrolled.
CAR-T, chimeric antigen receptor T-cell; CR, complete response; NHL, non-Hodgkin lymphoma; ORR, objective response rate; R/R, relapsed/refractory.
Budde LE et al. Abstract 533. Oral presentation at the 63" ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



R/R DLBCL

Polatuzumab + glofitamab

A Tolerable safety and encouraging
preliminary efficacy

A Safety profile was consistent with
that of the individual drugs

A CRS and neurologic AEs were
limited to Grade 1 or 2; no new
safety signals were detected

Treatment group

AE, adverse event; CRS, cytokine release syndrome; DE, dose escalation; DLBCL, diffuse large B-cell

lymphoma; Exp, expansion; Glofit, glofitamab; Pola, polatuzumab vedotin; R/R, relapsed/refractory.

DE 1 Pola +

DE 1 Pola +

Hutchings M et al. Abstract 525. Oral presentation at the 63 ASH Annual Meeting & Exposition; Atlanta,

Georgia, USA, December 11i 14, 2021.

Glofit
2.5/10/10mg |

Glofit
]

2.5/10/30mg
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Loncastuximab plus ibrutinib in patients with advanced DLBCL
Interim analysis of a Phase Il study (LOTIS-3)

A Total patients with R/R DLBCL, N=35 Response in patients receiving
o RI/R non-GCB DLBCL, n=22 loncastuximab 60 pug/kg and ibrutinib 560 mg
o R/R GCB DLBCL, n=13 100 - ® Complete response
90 + W Partial response

A Median age of 72 years (range: 197 82)

Response (%)

A Median of 3 prior therapies (range: 1i 6),
including stem cell transplant

A Median of 2 (range: 1i 6) cycles of loncastuximab
and 4 (range: 1i 10) cycles of ibrutinib

Non-GCB DLBCL GCB DLBCL All DLBCL
ORR 45.5% 76.9% 57.1%
(n/N) (10/22) (10/13) (20/35)

DLBCL, diffuse large B-cell ymphoma; GCB, germinal center B-celli like; ORR, overall response rate; R/R, relapsed/refractory.
Carlo-Stella C et al. Abstract 54. Oral presentation at the 63 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



Other highlights in brief

Abstract, first author | Presentation title Key findings

Brentuximab vedotin in combination with lenalidomide and

3564. Bartlett NL rituximab in patients with relapsed or refractory diffuse CRs were observed in both CD30-positive and
’ large B-cell lymphoma (DLBCL) (ECHELON-3, trial in CD30-negative patients
progress)
Safety and efficacy of CD37-targeting naratuximab The combination of naratuximab emtansine +
526. Levy MY?2 emtansine PLUS rituximab in diffuse large B-cell rituximab resulted in good OR and CR rates,
 LEVY lymphoma and other NON-H o d g k i-celldysnphBmas i durable responses, a manageable safety profile,
a phase 2 study and full CD37 target engagement
Primary analysis of ZUMA-7: A phase 3 randomized trial of . S .
: . : There was a statistically significant and clinically
. axicabtagene ciloleucel (axi-cel) versus standard-of-care : : : : )
2, Locke FL meaningful improvement in EFS with axi-cel vs.

therapy in patients with relapsed/refractory large B-cell

second-line SoC in R/R large B-cell lymphomas
lymphoma

CD, cluster of differentiation; CR, complete response; DLBCL, diffuse large B-cell ymphoma; EFS, event-free survival; OR, overall response; R/R, relapsed/refractory; SoC, standard of care.
1. Bartlett NL et al. Abstract 3564. Oral presentation at the 639 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021. 2. Levy MY et al. Abstract 526. Oral presentation at the 634 ASH Annual
Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021. 3. Locke FL et al. Abstract 2. Oral presentation at the 63 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



Take-nome messages

A Immunotherapy (immunomodulatory agents, bispecific monoclonal antibodies, CAR-T therapies)
and targeted chemotherapy are becoming more and more important in DLBCL therapy

o They may replace the present standard of care

A Escalating chemotherapy doses is no longer regarded as the most efficient salvage in DLBCL

CAR-T, chimeric antigen receptor T-cell; DLBCL, diffuse large B-cell lymphoma.
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Zanubrutinib vs. bendamustine plus rituximab
Phase lll SEQUOIA study design

Arm A: Zanubrutinib
160 mg BID until unacceptable toxicity,

Open-label

disease progression, or
end of study

Cohort 1

Key eligibility criteria without deletion(17p) by

A Untreated CLL/SLL central FISH; planned n~450
A Met iwCLL criteria for treatment Stratification factors: : Arm B:
A 065 vy e araunsuitablafgre A Age Bendamustine (90 mg/m? D1 and D2)
treatment with FCR A Binet stage + rituximab :
A ECOGPS O 2 9 (375 mg/m? C1, 500 mg/m? C2i C6)
A IGHYV status | 6 cycles*

A Anticoagulation and CYP3A

inhibitors allowed A Geographic region

Cohort 2
with deletion(17p);

ClinicalTrials.gov: planned n~100
NCT03336333

v

Arm C: Zanubrutinib

v

Cohort 3
with deletion(17p);
planned n~80

v

Arm D: Zanubrutinib + venetoclax

\ 4

*1 cycle = 28 days.

BID, twice a day; C, Cycle; CLL, chronic lymphocytic leukemia; CYP3A, cytochrome P450 3A; D, Day; ECOG PS, Eastern Cooperative Oncology Group Performance Status; FCR, fludarabine,
cyclophosphamide, and rituximab; FISH, fluorescence in situ hybridization; IGHV, immunoglobulin heavy chain variable region; iwCLL, International Workshop on Chronic Lymphocytic Leukemia;
R, randomization; SLL, small lymphocytic lymphoma.

Tam CS et al. Abstract 396. Oral presentation at the 639 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



Zanubrutinib vs. bendamustine plus rituximab
Baseline patient and disease characteristics

Characteristic Arm A: Zanubrutinib Arm B: Bendamustine + rituximab
(n=241) (n=238)

Median age, years (IQR) 70 (661 75) 70 (661 74)
Age O65 year s, n ( %) 196 (81.3) 192 (80.7)
Male, n (%) 154 (63.9) 144 (60.5)
ECOG PS 2, n (%) 15 (6.2) 20 (8.4)
Geographic region, n (%)

North America 34 (14.1) 28 (11.8)

Europe 174 (72.2) 172 (72.3)

Asia/Pacific 33 (13.7) 38 (16.0)
Binet stage C,* n (%) 70 (29.0) 70 (29.4)
Bul ky di sease O5 cm, n ( %) 69 (28.6) 73 (30.7)
Cytopenia at baseline,An (%) 102 (42.3) 109 (45.8)
Unmutated IGHV gene, n/N (%) 125/234 (53.4) 121/231 (52.4)
Deletion(11q), n (%) 43 (17.8) 46 (19.3)
TP53 mutation, n/N (%) 15/232 (6.5) 13/223 (5.8)

*Patients with SLL had Binet stage calculated asiftheyhad CLL.ADef i ned as having anemia (hemoglobin OUIHN® lgY LJr ome uthr mpndmicy t (0pkehddHl).t(( e | me et
CLL, chronic lymphocytic leukemia; ECOG PS, Eastern Cooperative Oncology Group Performance Status; IQR, interquartile range; SLL, small lymphocytic lymphoma.
Tam CS et al. Abstract 396. Oral presentation at the 634 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



Zanubrutinib vs. bendamustine plus rituximab
AEs

Common AEs (012% of patients in any

a r mAEs of interest

Arm A: Zanubrutinib Arm B: Bendamustine +
(n=240) rituximab (n=227)

Arm A: Zanubrutinib Arm B: Bendamustine +

AE, n (%) (n=240%) rituximab (n=227) AE, n (%)
Contusion 46 (19.2) 0 (0.0) 8 (3.5) 0 (0.0) Anemia 11 (4.6) 1 (0.4) 44 (19.4) 4 (1.8)
URTI 41 (17.1) 2 (0.8) 27 (11.9) 2 (0.9) Neutropenia 38 (15.8) 28 (11.7) 129 (56.8) 116 (51.1)
Neutropenia 37 (15.4) 27 (11.3) 129 (56.8) 116 (51.1) Thrombocytopenia 11 (4.6) 5(2.1) 40 (17.6) 18 (7.9)
Diarrhea 33 (13.8) 0 (0.0) 30 (13.2) 4 (1.8) Arthralgia 32 (13.3) 2 (0.8) 20 (8.8) 1 (0.4)
Arthralgia 32 (13.3) 2 (0.8) 20 (8.8) 1 (0.4) Atrial fibrillation 8 (3.3) 1 (0.4) 6 (2.6) 3(1.3)
Fatigue 28 (11.7) 3(1.3) 36 (15.9) 2 (0.9) Bleeding 108 (45.0) 9 (3.8) 25 (11.0) 4 (1.8)
Rash 26 (10.8) 0 (0.0) 44 (19.4) 6 (2.6) Major bleeding 12 (5.0) 9(3.8) 4 (1.8) 4(1.8)
Constipation 24 (10.0) 1(0.4) 43 (18.9) 0 (0.0) Diarrhea 33(13.8) 2(0.8) 31(13.7) 5(2.2)
Nausea 24 (10.0) 0 (0.0) 74 (32.6) 3 (1.3) Hypertension 34 (14.2) 15 (6.3) 24 (10.6) 11 (4.8)
Pyrexia 17 (7.1) 0 (0.0) 60 (26.4) 8 (3.5) Infections 149 (62.1) 39 (16.3) 127 (55.9) 43 (18.9)
Vomiting 17 (7.1) 0 (0.0) 33 (14.5) 3(1.3) Myalgia 9(3.8) 0 (0.0) 3(1.3) 0(0.0)
Anemia 11 (4.6) 1(0.4) 43 (18.9) 4(1.8) Other cancers 31 (12.9) 17(7.1) 20 (8.8) 7(3.1)
Thrombocytopenia 9(3.8) 4 (1.7) 31(13.7) 16 (7.0) el
'rlgﬁigﬁie' ated L0 000 43189) 626) other cancers 16 (6.7) 2 (0.8) 10 (4.4) 2 (0.9)
Median follow-up: 26.2 months.
*Safety was assessed in patients who received O1 dose o fvetteatneentt"Due to amphotericimBinfuisemt i n arm A and 11 patients

AE, adverse event; URTI, upper respiratory tract infection.
Tam CS et al. Abstract 396. Oral presentation at the 634 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



PFS

- 24-mo PFS
— Zanubrutinib 85.5% (95% Cl, 80.1-89.6)
304 BR 69.5% (95% Cl, 62.4-75.5)

204 + Censored
104 Hazard ratio: 0.42 (95% ClI, 0.27-0.63); 2-sided P<0.0001

Progression-Free Survival Probability

0 T T T T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Months

No. of patients at risk

Zanubrutinib 241 237 230 224 222 214 208 195 123 79 31 )74 2 1 0

PFS by IGHV status

> 100 s
:'—E %01 %
8 80 -
2
S 704
E 60- — Zanubrutinib, unmutated IGHV
a 504 BR, unmutated IGHV
o Hazard ratio: 0.24 (95% Cl, 0.13-0.43); P<0.001
= 404
€ 9] — Zanubrutini, mutated IGHV
E = BR, mutated IGHV
g 201 Hazard ratio: 0.67 (95% CI, 0.36-1.22); P=0.186
] 10
i 0 + Censored
0 3 6 9 12 15 18 21 24 27 30 33
Months
No. of patients at risk
Zanubrutinib - Unmutated 125 121 17 114 13 112 109 104 68 a4 14 6
Zanubrutinib - Mutated 10 1 L; 04 103 a7 14 88 53 33 ] 10
BR - Mutated 110 101 98 94 91 88 86 80 47 27 14

Zanubrutinib vs. bendamustine plus rituximab
Outcomes

100 =

90
80 -
70
60
50
40
301 — Zanubrutinib
20 BR

104 *+ Censored

Overall Survival Probability

D T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30
Months
No. of patients at risk
Zanubrutinib 241 238 238 235 233 231 230 228 179 97 48

22 6 1 0

Cohort 2: PFS in Patients With Del(17p)

£ 1004
| 90 'M
£
e 80
o
E 701
.; 60 -
a 507
g 40 . .
£ 504 Median follow-up: 30.5 mo
é 20 24-mo PFS: 88.9% (95% Cl, 81.3-93.6)
]
2 10- + Censored
2 95% ClI
8’ 0 T T T T T T T T T T T T T
a 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months
No. of patients at risk
Zanubrutinib 110 109 104 103 102 98 96 96 86 74 a7 19 2 0

Median follow-up: 26.2 months. BR, bendamustine and rituximab; CI, confidence interval; IGHV, immunoglobulin heavy chain variable; OS, overall survival; PFS, progression-free survival.
Tam CS et al. Abstract 396. Oral presentation at the 634 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



Acalabrutinib vs. idelalisib plus rituximab or bendamustine plus rituximab
Phase Il ASCEND study design

Relapsed/refractory CLL Acalabrutinib (n=155)
(N=310) 100 mg PO BID* Primary endpoint
A PFSS¢

Stratification - e
A Presence vs. absence of Idelalisib + rituximab — Key secondary endpoints

deletion(17p) (IdR; n=119) . ﬁ ORR

. Idelalisib 150 mg PO BID* + rituximab oS

A ECOGPS0ilvs.2 . A Safety

Al1iz3 vs. O4 pr i

Bendamustine + rituximab

(BR; n=36) :
Bendamustine 70 mg/m2 IV + rituximab”

Crossover from IdR/BR arm allowed
after confirmed disease progression

*Until progression or unacceptable toxicity. A375 mg/m2 IV on Day 1 of the first cycle, then subsequent doses at 500 mg/m? every 2 weeks for four infusions followed by every 4 weeks for three infusions. YOn Day 1 and Day 2 of
Cycles 11 6. 2375 mg/mz2 IV on Day 1 of the first cycle, then subsequent doses at 500 mg/m2 on Day 1 of Cycles 2i 6. PFS was based only on investigator assessment after the interim analysis, when the primary endpoint of

independent review committeei assessed PFS was met.
BID, twice a day; CLL, chronic lymphocytic leukemia; ECOG PS, Eastern Cooperative Oncology Group Performance Status; IV, intravenous; ORR, overall response rate; OS, overall survival, PFS, progression-free survival;

PO, orally; R, randomization.
Ghia P et al. J Clin Oncol 2020; 38 (25): 28497 2861.



Acalabrutinib vs. idelalisib plus rituximab or bendamustine plus rituximab
Investigator-assessed PFS

A Median time on study: 36.0 months (acalabrutinib) and 35.2 months (IdR/BR)

Acalabrutinib vs. IdR/BR

100
80 Acalabrutinib vs. IdR vs. BR
_ Acalabrutinib vs. IdR
~ 604 Median PESNR p HRe (95% CI): 0.31 (0.22i 0.43); P<0.0001¢
< 60 63% !
P i Acalabrutinib vs. BR
Q- 404 Acalabrutinib vs. IdR/BR HRe (95% CI): 0.25 (0.1671 0.40); P<0.0001¢
HRa (95% CI): 0.29 (0.217 0.41) |
P<0.0001° |
20 Median PFS: 16.8 months |
— Acalabrutinib 21% i
.. IdR/BR ;

r—r1 T T T T T T T T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42

Month

aHazard ratio was based on stratified Cox proportional hazards model, stratified by randomization stratification factors as recorded in an interactive voice/web response system.

bP-value was based on stratified log-rank test, stratified by randomization stratification factors as recorded in an interactive voice/web response system. ¢Hazard ratios were based on unstratified Cox proportional hazards
model. 9P-values were based on unstratified log-rank test. BR, bendamustine and rituximab; CI, confidence interval; HR, hazard ratio; IdR, idelalisib and rituximab; NR, not reached; PFS, progression-free survival.
Jurczak W et al. Abstract 393. Oral presentation at the 634 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



Acalabrutinib vs. idelalisib plus rituximab or bendamustine plus rituximab
AEs in O15% (any grade) or O5@eh¢riGr ade O03) of p

Acalabrutinib (n=154) IdR (n=118) BR (n=35)

Most common AEs, n (%)
Any grade | Grade [O3nygrade | Grade [O3ny grade

Headache 36 (23) 1(1) 7 (6)

Neutropenia 36 (23) 29 (19) 55 (47) 47 (40) 12 (34) 11 (31)
Diarrhea 33 (21) 3(2) 62 (53) 29 (25) 5 (14) 0
URTI 31 (20) 3(2 20 (17) 4 (3) 4 (11) 1(3)
Pneumonia 28 (18) 14 (9) 16 (14) 11 (9) 2 (6) 1(3)
Cough 27 (18) 0 18 (15) 1(1) 2 (6) 0
Anemia 26 (17) 20 (13) 13 (11) 9(8) 4 (11) 3(9)
Pyrexia 24 (16) 3(2) 23 (20) 8 (7) 6 (17) 1(3)
Thrombocytopenia 19 (12) 6 (4) 19 (16) 10 (9) 5(14) 1(3)
Fatigue 19 (12) 2 (1) 10 (9) 1(1) 8 (23) 1 (3)
Nausea 13 (8) 0 17 (14) 1(1) 7 (20) 0
ALT increased 4 (3) 3(2) 14 (12) 10 (9) 3(9) 1(3)
AST increased 4(3) 2(1) 11 (9) 6 (5) 2 (6) 1(3)
Neutrophil count decreased 3(2) 2 (1) 9 (8) 9 (8) 1(3) 1(3)
Infusion-related reaction 0 0 9 (8) 2(2) 8 (23) 1(3)
Transaminases increased 0 0 9 (8) 7 (6) 0 0

AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase; BR, bendamustine and rituximab; IdR, idelalisib and rituximab; URTI, upper respiratory tract infection.
Jurczak W et al. Abstract 393. Oral presentation at the 634 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



Acalabrutinib vs. idelalisib plus rituximab or bendamustine plus rituximab
AEs of clinical interest

AE of clinical Acalabrutinib (n=154) IdR (n=118) BR (n=35)
interest, n (%) Any grade (') 2ny grade (') 2ny grade

Atrial fibrillation 10 (7) 2 (1) 4 (3) 1(1) 1(3) 1(3)

Hemorrhage 46 (30) 4 (3) 10 (9) 33 2 (6) 1(3)
Major hemorrhage 513 4 (3) 33 33 1(3) 1(3)

Hypertension 11 (7) 7 (5) 6 (5) 1) 0 0

Infections 100 (65) 38 (25) 83 (70) 37 (31) 17 (49) 4 (11)

Second primary

malignancies 11 (7) 8 (5) 2 (2 1) 2 (6) 2 (6)

excluding NMSC

Tumor lysis syndrome 1(1) 1(1) 1(1) 1(1) 0 0

AE, adverse event; BR, bendamustine and rituximab; IdR, idelalisib and rituximab; NMSC, non-melanoma skin cancer.
Jurczak W et al. Abstract 393. Oral presentation at the 634 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021. Speakerés personal fil es.



Pirtobrutinib, a non-covalent BTK inhibitor
Phase 1/2 BRUIN study

[ Phase 1 3+3 design

Phase 1: Escalation + expansion (25 to 300 mg QD)

A 28-day cycles
A Intra-patient dose escalation allowed
A Cohort expansion permitted at doses deemed safe

Eligibility ]\

Phase 2: 200 mg QD
n=618

M

| | s ,
Sefety (e A g
opulation n=296
Pop A CLL or other B-cell NHL

e ) — A Active disease and in need of treatment

] No prior BTK inhibitor 1 A Previously treated
\ n=35 \_ /
P : : : s [ Key endpoints ]\

Ongoing prior to 15t restaging } A Safety/tolerability

N n=9 A Determine MTD & recommended phase 2 dose

_ . A Pharmacokinetics
Efficacy population [ CLL/SLL } A Efficacy according to ORR & DoR based on

(BTK pre-treated) n=252 disease criteria (iwCLL)

)

Data cutoff: 16 July 2021. *Efficacy evaluable patients are those who had at least one post-baseline response assessment or had discontinued treatment prior to first post-baseline response assessment.

CLL, chronic lymphocytic leukemia; DoR, duration of response; ECOG PS, Eastern Cooperative Oncology Group Performance Status; iwCLL, International Workshop on Chronic Lymphocytic Leukemia; MTD, maximum
tolerated dose; NHL, non-Hodgkin's lymphoma; ORR, overall response rate; SLL, small lymphocytic lymphoma.

Mato AR et al. Abstract 391. Oral presentation at the 63@ ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021. Speakerdés personal fil es.



Pirtobrutinib, a non-covalent BTK inhibitor
Responses in patients with CLL/SLL
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BTK pre-treated CLL/SLL patients

ORR, % (95% CI) 68 (621 74)
Best response, n (%)
CR 2 (1)
PR 137 (54)
PR-L 32 (13)
SD 62 (25)
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CLL, chronic lymphocytic leukemia; CR, complete response; ORR, overall response rate; PR, partial response; PR-L, partial response with lymphocytosis; SD, stable disease; SLL, small lymphocytic lymphoma; SPD, sum
of the products of diameters.
Mato AR et al. Abstract 391. Oral presentation at the 63@ ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



Pirtobrutinib, a non-covalent BTK inhibitor
Responses in patients with CLL/SLL

Efficacy was independent of BTK C481 mutation status, the reason for
prior BTK discontinuation or other classes of prior therapy received

Mato AR et al. Abstract 391. Oral presentation at the 63@ ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.



MK-1026, a non-covalent inhibitor of WT and C481S mutated BTK

Phase 2 dose expansion study
Expansion Cohort R
10-25 patients per cohort

rr CLL/SLL,
C481S mutation?

r CLL/SLL,
no C481S mutation®

/f

Key Eligibility Criteria
Age = 18 years
CLL/SLL with

CLL/SLL

Until unacceptable
toxicity, progression,
withdrawal

symptomatic disease

B-cell NHL with
measurable disease
WM with IgM level
= 2X ULN

ECOG PS 0-2

Endpoints
* Primary: ORR per iwCLL criteria
in patients with CLL/SLL
+ Secondary: DOR, safety,
tolerability

A

aCohortA: patients with R/R CLL/SLL with O2 prior t RCphomB: emati inedtudiwigt it oR/aR e@lt L /BIKL ,wiwti i hOZ 4BrliSo mutt lag i ami. e
no C481S.

CLL, chronic lymphocytic leukemia; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group Performance Status; iwCLL, International Workshop on Chronic Lymphocytic Leukemia; NHL, non-

Hodgkin's lymphoma; ORR, overall response rate; rr, relapsed/refractory; SLL, small lymphocytic lymphoma; ULN, upper limit of normal; WM, Waldenstrém's macroglobulinaemia.

Woyach JA et al. Abstract 392. Oral presentation at the 63rd ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021. Speaker6s personal files.



MK-1026, a non-covalent inhibitor of WT and C481S mutated BTK

Patient characteristics and outcomes

Characteristic, n (%) CLLIS:L=621mg &8
Prior lines, median (range) 4 (1-18)
Prior BTK inhibitor therapy 43 (84.3)
ECOGPS 0 14 (27.5)
1 32 (62.7)
2 5(9.8)
IGHV Unmutated 30 (58.8)
Mutated 2(3.9)
Unknown 19 (37.3)
Del (17p) Present 12 (23.5)
Absent 33 (64.7)
Missing 6(11.8)
BTK C481S Present 32 (62.7)
Absent 12 (23.5)
Unknown/Missing 7 (13.7)

Individual patient responses

>

>

{9

9
LA
v

* t Known del(17p) present
> A CR
n = A PR
NS PR-L
> ® SD
| PD
> B Prior BTKi
No prior BTKi
» On treatment
+ Death

i

——t

1 >

(1] 4 8 12 16 20 24
Time to last assessment, months

n (%) [95% CI]

CLL/SLL 65 mg QD

N =38 108, 7
90 -
ORR 22 (57.9%) 80 1 |
[40.8-73.6] 29: |
X 60 T
CR 1 (2.6%) [0.0-13.8] A Y S
o !
o 40 Median DOR, mo
PR 12 (31.6%) [17.5-48.6] 30 - (95% Cl)
0 CLL/SLLB65mg QD NE (8.3 to NE)
PR-L 9 (23.7%) [11.4-40.2] 10 7
0 T T T T 1
0 4 8 12 16 20
0,
SD 15 (39.5%) [24.0-5.6] — Time: moniths
22 13 9 4 2 0

Change from Baseline in SPD

Percent SPD change from baseline

100 N = 33
75 4
Any decrease 93.9%
50 T Known del(17p) present
1 Decrease 250% 69.7% B Prior BTKi
25 1 No prior BTKi
0
-25 -
-50
=75 -
-100 - T

T

CLL, chronic lymphocytic leukemia; Cl, confidence interval; CR, complete response; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group Performance Status; NE, not evaluable; ORR, overall
response rate; PD, progressive disease; PR, partial response; PR-L, partial response with lymphocytosis; QD, once a day; SD, stable disease; SLL, small lymphocytic lymphoma.

Woyach JA et al. Abstract 392. Oral presentation at the 63 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14, 2021.

Speaker6s personal files.



First-line treatment with ibrutinib plus venetoclax
Phase Il CAPTIVATE study design

UMRD rates with 12 cycles of ibrutinib + venetoclax

Peripheral blood Bone marrow
(n=163) (n=155)

Best response of uMRD in evaluable patients, % (95% CI) 75 (691 82) 72 (651 79)

Cl, confidence interval; FD, fixed-duration; MRD, minimal residual disease; uMRD, undetectable minimal residual disease.
Ghia P et al. Abstract 68. Oral presentation at the 63 ASH Annual Meeting & Exposition; Atlanta, Georgia, USA, December 117 14,2021. Speaker 6s personal fil es.



