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ESMO GUIDELINE 2024
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Figure 1. First-line therapy.
The order of the recommended treastments for each subgroup is based on the suthors’ expert opinion, which considers time-limited therapy as more valuable, if there is
egual evidence for different treatment aptions.

Purple: algorithm title; blue: systemic anticancer therapy or their combination; white: other aspects of management and non-trestment aspects.

CIT, chemoimmunotherapy; CLL, chronic lymphocytic leukaemia; del, deletion; FCR, fludarabine—cyclophosphamide—rituximab; IGHY, immunoglobulin heavy chain
variable; MRD, minimal residual disease.

“Ibrutinib—venetoclax with a 15-month fixed duration or with an MRED-guided duration. 1 i

Ylbrutinib or ibrutinib—venetoclax should be considered carefully in older patients with cardiac comarbidities, EICthFSt B' Ghla P et al' Ann OnCOI 2024
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ESMO GUIDELINE 2024
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Figure 1. First-line therapy.

The order of the recommended treatments for each subgroup is based on the authors’ expert opinion, which considers time-limited therapy as more valuable, if there is
equal evidence for different treatment options.

Purple: algorithm title; blue: systemic anticancer therapy or their combination; white: other aspects of management and non-treatment aspects.
CIT, chemaimmunotherapy; CLL, chronic lymphocytic leukaemia; del, deletion; FCR, fludarabine—cyclophosphamide—rituximab; IGHY, immunoglobulin heavy chain

variable; MRD, minimal residuzl disease.

“Ibrutinib—venetoclax with a 15-month fixed duration or with an MRD-guided duration.
"lbrutinib or ibrutinib—venetoclax should be considered carefully in older patients with cardiac comaorbidities.

Eichhorst B, Ghia P et al. Ann Oncol 2024
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Study Design - GAIA Phase 3 Study

4 n=229 N\
Fit patients CIT: FCR <65 yrs (n=150);
] P c BR >65 yrs (n=79) x 6 cycles
with 1L CLL 2
N=926 S Venetoclax 400 mg PO QD (ramp-up) x 12 cycles
E Rituximab 375 (500) mg/m? IV x 6 cycles
Select inclusion T
criteria: 5
CIRS <6 & normal CrCl* -
Excludes: o Venetoclax 400 mg PO QD (ramp-up) x 12 cycles
del(17p)/TP53™ = Obinutuzumab 1,000 mg IV x 6 cycles
-
Venetoclax 400 mg PO QD (ramp-up) x 12 cycles
Stratification factors: o t
. Age Ibrutinib 420 mg PO QD x 12 cycles
* Binet stage Obinutuzumab 1,000 mg IV x 6 cycles
‘\-_' Country /'
Co-Primary Endpoints: Key Secondary Endpoints:
*  uMRD (<10%) in PB at * MRD in PB at month 15 (all other comparisons) * ORR
month 15 (VenO vs CIT) * MRD in BM at final restaging * CR/CRirate
*  PFS5(IVOvs CIT) * PFS(all other comparisons) *  Overall survival

1. Eichhorst B, et al. Oral #71. 63rd ASH Annual Meeting and Exposition. December 11-14, 2021. Atlanta, GA.
2. ClinicalTrials.gov. NCT02950051. https://clinicaltrials.gov/ct2/show/NCT02950051
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https://clinicaltrials.gov/ct2/show/NCT02950051

Baseline charateristics confirm fit population

Baseline characteristics (ITT)

. 61 (29-84
Median age, years (range) . (55; e 7)1 62 (27-84) 62 (31-83) 60 (30-84) 61 (27-84)
Age >65 years, n (%) 79 (34.5) 85 (35.9) 82 (35.8) 83 (35.9) 329(35.5)
. t4 . 86.3 84.5 86.3 86.2 85.7
A Aies B il (e, (39.5-223.6) (42.6-268.3) (41.5-180.2) (43.5-178.5) (39.5-268.3)
Median CIRS score (range) 2 (0-6) 2 (0-7) 2 (0-6) 2 (0-7) 2 (0-7)
Male sex, n (%) 163 (71.2) 175 (73.8) 171 (74.7) 158 (68.4) 667 (72.0)
ECOG PS=0, n (%) 164 (71.6) 172 (72.6) 165 (72.1) 163 (70.6) 664 (71.7)
Cytogenetic subgroup, n (%)
Deletion 11q 41 (17.9) 45 (19.0) 44 (19.2) 32(13.9) 162 (17.5)
Trisomy 12 34 (14.8) 34 (14.3) 47 (20.5) 35 (15.2) 150 (16.2)
No abnormalities 53(23.1) 45 (19.0) 44 (19.2) 59 (25.5) 201 (21.7)
Deletion 13q 101 (44.1) 113 (47.7) 94 (41.0) 105 (45.5) 413 (44.6)
IGHV mutational status, n (%)*
Mutated 95 (41.5) 95 (40.1) 89 (39.0) 101 (43.7) 380 (41.1)
Unmutated 131 (57.2) 134 (56.5) 130 (57.0) 123 (53.2) 518 (56.0)
Not evaluable 3(1.3) 8(3.4) 9(3.9) 7 (3.0) 27 (2.9)
Complex karyotype, n/total n (%)
<3 aberrations 177/223 (79.4) 187/231 (81.0) 182/218 (83.5) 195/223 (87.9) 741/895 (82.8)
>3 and <5 aberrations 30/223 (13.5) 34/231(14.7) 25/218 (11.5) 21/223 (9.4) 110/895 (12.7)
>5 aberrations 16/223 (7.2) 10/231 (4.3) 11/218 (5.0) 6/223(2.7) 43/895 (4.8)

Eichhorst B, et al. N Engl J Med 2023; 388:1739-1754 (incl. suppl)
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Sustained PFS of Ven-based treatments vs CIT

Progression-free survival!
Median follow-up: 50.7 months

Time on venetoclax

100
80 —
. 60— .
X "
("2
. o o
& 404
_ CIT VenR VenO IVO
EoT VenO, HR vs CIT 0.78 0.47 0.30"
50 - VenR, IVO* (97.5% Cl) - (0.55-1.10) (0.32-0.69) (0.19-0.47)
EoT ¥ EoT IVO o-value! p=0.1 p<0.001  p<0.001
ar vy (MRD+ pts)
. Yy v v 4-year PFS, %!  62.0 70.1 81.8 85.5
I I I I I |
0 12 24 36 48 60 72 i
_ Median PFS, 52.0 52.3 NR NR
At risk: Time (months) months?
CiIT 229 197 173 156 84 24
VenR 237 227 214 188 106 21
VenO 229 222 209 198 121 32
IVO 231 227 218 201 130 44

1. Furstenau M, et al. ASH 2023. Abstract 635 (Oral); 2. Eichhorst B, et al. EHA 2022. Abstract LB2365 (Oral).
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UMRD rates in PB by NGS at month 15

PFS by MRD status® and response at month 15

MRD rates by NGS in PB at month 15 in pooled IVO and VenO arms

100-
100 1 B Missing PR and uMRD <10
90 - a0 (n=105)
S 80 - W MRD210" CR and uMRD <10
£ 70 - B MRD 210 & <102 — 607 (n=183)
5 60 4 s CR and MRD >10°
o MRD 210 & <10** b
o - = (n=72)
5 50 A 20-
c MRD 210°& <10
.g 40 -
'g'_ 30 J B uMRD (<10° but not evaluable for < 204
e 5,7
o 20 - B uMRD (<10'6) 0
10 4 22,7 0 1'2 2'4 3'5 4|8 s'o
. Time to PFS from month 15 (months)
0 : At risk:
ar CR & uMRD <10 183 180 172 105 25
CR & MRD 210¢ 72 70 56 29 9
PR & uMRD <10 105 100 95 56 13

* MRD assessed by NGS.
Flrstenau M, et al. ASH 2023. Abstract 635 (Oral).
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Relatore
Note di presentazione
Key points:
The co-primary endpoint uMRD (<10-4) in PB at M15 was met, as the rate of uMRD in ITT population was significantly higher in VenO compared with CIT: 86.5% (97.5% CI=80.6–91.1) vs 52.0% (CI=44.4–59.5; p<0.0001), respectively. 

Reference:
Eichhorst B, et al. N Engl J Med 2023; 388:1739–1754.


Most common Grade >3 TEAEs and AEs

CTC Grade 23 AEs (25%) and AEs

of interest

Anemia* 16 (7.4) 9(3.8) 11 (4.8) 9(3.9) 45 (4.9)
Neutropenia* 98 (45.4) 94 (39.7) 103 (45.2) 95 (41.1) 390 (42.8)
Thrombocytopenia* 18 (8.3) 8(3.4) 34 (14.9) 26 (11.3) 86 (9.4)
Febrile neutropenia* 24 (11.1) 10 (4.2) 7(3.1) 18 (7.8) 59 (6.5)
Infections’ 40 (18.5) 25 (10.5) 30(13.2) 49 (21.2) 144 (15.8)
TLS*! 9(4.2) 24 (10.1) 19 (8.3) 15 (6.5) 67 (7.3)
Atrial fibrillation* 1(0.5) 1(0.4) 0(0.0) 6 (2.6) 8(0.9)
Infusion-related reaction* 12 (5.6) 19 (8.0) 26(11.4) 10 (4.3) 67 (7.3)
Hypertension* 3(1.4) 5(2.1) 4(1.8) 13 (5.6) 25(2.7)
Pneumonia* 12 (5.6) 4(1.7) 12 (5.3) 15 (6.5) 43 (4.7)

The most common Grade 23 TEAEs reported overall were No major differences observed in hematologic AEs among

neutropenia (42.8%), infections (15.8%), all four arms.
thrombocytopenia (9.4%), TLS (7.3%), infusion-related Grade 23 infections were more common with IVO and
reactions (7.3%), and febrile neutropenia (6.5%) CIT vs VenO or VenR

Eichhorst B, et al. N Engl J Med 2023; 388:1739-1754.
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CLL-14

Multinational, phase 3,

open-label study )
1L CLL w/ comorbidities (N=432) c1
D22
l I Venetoclax ro ap
. i
g Obinutuzumab IV
= EoT:
- e - N
Stratification factors: S 1
* Binet stage 8 year
* Geographic regions 2
é Chlorambucil PO
L
;i .
Obinutuzumab IV
L /

Primary endpoint (ITT population):
PFS — investigator assessed

Key secondary endpoints (ITT population):
PFS — IRC assessed
ORR and CR 3 months after EoT
uMRD rate (PB and BM) 3 months after EoT
0S

Key inclusion criteria
Previously untreated CLL according to iwCLL criteria
CIRS >6 and/or CrCl <70 mL/min

[ MRD was a secondary efficacy endpoint, not a determinant of treatment duration }
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Relatore
Note di presentazione
Key points:
CLL14 is an open-label, multicenter, randomized, phase 3 study designed to compare the efficacy and safety of a combined regimen of venetoclax + obinutuzumab (VenO) with that of obinutuzumab + chlorambucil (OClb) in participants with previously untreated CLL and coexisting medical conditions.
CLL14 was conducted in 21 countries at 196 sites. Initial safety and tolerability of VenO were established within a safety run-in phase.
Patients were randomized to VenO or OClb and stratified according to Binet stage and geographic region. Both groups had treatment duration of twelve 28-day cycles; no crossover was allowed.
Obinutuzumab was administered as an IV infusion as follows:
100 mg on cycle 1 day 1 (C1D1) and 900 mg on C1D2, or 1000 mg on C1D1.
1000 mg at C1D8 and C1D15.
1000 mg at day 1 for all subsequent cycles until the end of cycle 6.
Chlorambucil was administered orally at 0.5 mg per kilogram body weight on days 1 and 15 of each cycle until completion of 12 cycles.
Venetoclax was administered daily as an oral tablet as follows:
5-week initial ramp-up starting on C1D22: 20 mg C1D22−C1D28, 50 mg C2D1–C2D7, 100 mg C2D8−C2D14, 200 mg C2D15−C2D21, 400 mg C2D22−C2D28.
Daily dose of 400 mg on days 1−28 for all subsequent cycles until the end of cycle 12.
The primary endpoint was investigator-assessed PFS.
Alpha-controlled key secondary endpoints were PFS as assessed by an independent review committee (IRC); uMRD (cutoff of 10−4 [<1 cell in 10,000 leukocytes]) in peripheral blood (PB) and bone marrow (BM) 3 months after completion of treatment (assessed by ASO-PCR and confirmed with flow cytometry); ORR and CR rates 3 months after completion of treatment; uMRD in PB and BM in patients achieving CR 3 months after completion of treatment; and OS. 
Other secondary endpoints included duration of response, event-free survival, and time to new anti-leukemic treatment.
The anticipated time on study treatment was approximately 1 year and the follow-up period will be up to 5 years from last patient enrolled. Interim analysis timing was 110 PFS events and final PFS analysis was 170 PFS events. Final OS analysis occurs at the end of the study.

References:
Fischer K, et al. N Engl J Med 2019; 380:2225–2236 (incl. appendix).


ch teristi VenO OClb
aracteristic (n=216) (n=216)
Median age, years 72 71
Binet stage, %
A 21 20
B 35 37
C 44 43
Median total CIRS score 9 (0-23) 8 (1-28)
Median estimated CrCl, mL/min 65.2 67.4
TLS risk category, %
Low 13 12
Intermediate 64 68
High 22 20
|IGHV mutational status, %
Unmutated 61 59
Mutated 38 40
Not evaluable 1 1
TP53™tand/or del(17p), % 12 12
Cytogenetic subgroups, %
Deletion in 17p 8 7
Deletionin 11q 17 18
Trisomy in 12 17 19
No abnormalities 24 20
Deletion in 13q alone 34 36

Al-Sawaf O, et al. Lancet Oncol 2020; 21:1188-1200 (incl. suppl);
Al-Sawaf O, et al. EHA 2023. Abstract $145 (Oral).
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Relatore
Note di presentazione
Key points:
Baseline characteristics were well balanced between arms and represented a patient population with previously untreated CLL and coexisting medical conditions and cytogenetic burden.
Median CIRS was 9 in VenO and 8 in OClb and majority of patients had unmutated IGHV or other cytogenetic abnormality.

Reference:
Al-Sawaf O, et al. EHA 2023. Abstract S145 (Oral).


Fixed duration Ven-Obi in TN — CLL14 @ 6-year follow-up

Investigator-assessed PFS
" _m
g 90 Median PFS
E  eo- Ven-Obi: 76.2 months
p Clb-Obi: 36.4 months
:l,__* 70 — _
§ 60 — 5 6-year PFS rate
¢ . _ 5 Ven-Obi: 53.1%
g w Median Clb-Obi: 21.7%
o 40 —
@ 76 months
> HR 0.40, 95% CI [0.31-0.52]
§ 30 P<0.0001
E 20—
=5
© o venobi
Clb-Obi
0 T | T T T |
0 12 24 36 48 60 72 84
Time to Event [PFS] from Randomization (months)
Ven-Obi 216 193 177 160 139 112 79 3
Clb-Obi 216 185 130 101 67 50 36 3
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Progression-Free Survival by IGHV status

| Fixed duration Ven-Obi in TN - CLL14 @ 6-year follow-up |

— 100
©
=
S 90
= :
wy 80 — —
3 i o
tI 70 — L %
= L MUT IGHV
2 60 — . - PFS 72%
7] |
7] - -
@ 50— L
o "= UNMUT IGHV
S 4 % 64,8 m
= - Median PFS
[} ] -
> 30 - 1
= t_ _ "
- S ——  Ven-Obi & IGHV mutated _
= -==*  Ven-Obi & IGHV unmutated T 3
E _ —  Clb-Obi & IGHV mutated —— i,
a ---. ClIb-Obi & IGHV unmutated 3 pan
; - —
0 T T I 1 T T |
0 12 24 36 48 60 72 84
Time to Event [PFS] from Randomization (months)
Wen-Obi & IGHY mutated TE [af:] 84 a0 a7 40 38 2
Ven-0bi & IGHVY unmutated 121 110 101 an T3 a7 37 1
Clb-Obi & 1GHW mutated 83 Th a5 57 42 35 28 2
Clb-0bi & I1GHV unmutated 123 101 58 41 22 12 8 1
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Relatore
Note di presentazione
La superiorità di Ven-O rispetto alla CIT è confermato nei pz IGHV M e UM  e  nei pz con o senza anomalie di TP53
La combinazione Ven-O è però meno efficace nei pz con stato mutazionale IGHV UM e nei pz co anomalie di TP53



Progression-Free Survival by del17p/TP53

100 —

90 —

80 — e

70 —

CLL14: TP53/del17p
Median PFS 51,9 m
|

5O —f - -m oo e

60 —

40 —

30

20 — —— Ven-Obi & TP53 deletion and/or mutation
---- Ven-Obi & none
—— CIb-Obi & TP53 deletion and/or mutation

Cumulative progression-free survival

10 —

===+ Clb-Obi & none
0 | T T T T T T
0 12 24 36 48 60 T2 84
Time to Event [PFS] from Randomization (months)

Ven-Obi & TP53 del/mut 25 21 17 15 13 8 4 0
Ven-Obi & none 184 168 157 142 123 101 73 3
Clib-Obi & TP53 del/mut 24 19 10 9 5 4 3 0
Clb-Obi & none 184 160 117 20 80 45 a3 3
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Most common Grade =3 adverse events during and after treatment

VenO
(N=212)
ESZ?iior::’eJi; Grade 23 AEs During treatment’ After treatment* During treatment After treatment*
Neutropenia 51.9 3.8 47.2 1.9
Thrombocytopenia 14.2 0.5 15.0 0.0
Anemia 7.5 1.9 6.1 0.5
Febrile neutropenia 4.2 0.9 3.3 0.5
Leukopenia 2.4 0.0 4.7 0.0
Pneumonia 3.8 3.3 3.7 1.4
Infusion-related reaction 9.0 0.0 9.8 0.5
TLS 1.4 0.0 3.3 0.0
[ The safety profile of VenO was consistent with the known safety profile of venetoclax; ]
similar rates of Grade 23 AEs were reported between treatment arms

1. Al-Sawaf O, et al. EHA 2023. Abstract S145 (Oral).
2. Al-Sawaf O, et al. Lancet Oncol 2020; 21:1188-1200 (incl. appendix).

LTEenT
titheran

NETDEEE, Updates in Chronic Lymphocytic Leukemia and Lymphomas Salerno | 14 aprile 2025 | Grand Hotel Sqlem?r =

ontroversies in

matology in P 4 % '™
alerno ol = .:,: e



Relatore
Note di presentazione
Key points:
At the 6-year analysis (76.4 months’ median follow-up), the most common Grade ≥3 AE was neutropenia in both arms, and no new safety signals were identified with VenO.
Grade ≥3 febrile neutropenia was reported in 4.2% of patients in the VenO arm versus 3.3% of patients in the OClb arm during treatment, and in 0.9% versus 0.5% in the post-treatment period, respectively.
Grade ≥3 pneumonia was reported in 3.8% of patients in the VenO arm versus 3.7% of patients in the OClb arm during treatment, and in 3.3% versus 1.4% in the post-treatment period, respectively.

References:
1. Al-Sawaf O, et al. EHA 2023. Abstract S145 (Oral).


Outcomes in High-risk Subgroups After Fixed-
Duration Ibrutinib + Venetoclax for Chronic
Lymphocytic Leukemia/Small Lymphocytic

Lymphoma: Up To 5.5 years of Follow-up in the

Phase 2 CAPTIVATE Study

William G. Wierda, MD, PhD,! Ryan Jacobs, MD,? Paul M. Barr, MD,2 John N. Allan, MD,* Tanya Siddiqi, MD,> Alessandra
Tedeschi, MD,® Thomas J. Kipps, MD, PhD,” Susan M. O'Brien, MD,2 Xavier C. Badoux, MBBS, FRACP, FRCPA,®
Andrea Visentin, MD, PhD'? Masa Lasica, MBBS, FRACP, FRCPA," Dennis Carney, MBBS, FRACP, FRCPA,"2
Anna Elinder Camburn, MBChB, FRACP, FRCPA,'3 Javier De la Serna, MD,"'4 Edith Szafer-Glusman, PhD,'> Cathy Zhou,
MS,15 Anita Szoke, MD,"'* James P. Dean, MD, PhD,'® Paolo Ghia, MD, PhD,16:17
Constantine S. Tam, MBBS, MD"8

"The University of Texas MD Anderson Cancer Center, Houston, TX, USA; 2Levine Cancer Institute, Charlotte, NC, USA; 3Wilmot Cancer Institute, University of Rochester
Medical Center, Rochester, NY, USA; *Weill Cornell Medicine, New York, NY, USA; °City of Hope National Medical Center, Duarte, CA, USA; SASST Grande Ospedale
Metropolitano Niguarda, Milan, Italy; 'University of California San Diego Moores Cancer Center, La Jolla, CA, USA; 8UC Irvine, Chao Comprehensive Cancer Center,
Orange, CA, USA; Ministry of Health, Kogarah, NSW, Australia; "University of Padova, Padova, Italy; 'St Vincent’s Hospital Melbourne, Melbourne, VIC, Australia;
2Peter MacCallum Cancer Centre, Melbourne, Australia; 1?North Shore Hospital, Auckland, New Zealand; *Hospital Universitario 12 de Octubre, Madrid, Spain;
SAbbVie, North Chicago, IL, USA; "Universita Vita-Salute San Raffaele, "/IRCCS Ospedale San Raffaele, Milan, Italy; '®Alfred Hospital and Monash University,
Melbourne, VIC, Australia

2024 ASCO Annual Meeting; May 31-June 4, 2024; Chicago, IL, USA
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I FD Cohort: Baseline Characteristics (N=159)

FD Cohort
Characteristic All Treat:rfngatlents
Median age (range), years 60 (33-71)
Male, n (%) 106 (67)
' Rai stage Ill/IV, n (%) 44 (28)

High-risk genomic features, n (%)

Unmutated IGHV 89 (56)
del(17p)/mutated TP532 27 (17)
del(17p) 20 (13)
del(11q)® 28 (18)
Complex karyotypec 31 (23)
Any cytopenia, n (%) 54 (34)
ANC <1.5 x 10°/L 13 (8)
Hemoglobin <11 g/dL 37 (23)
Platelet count <100 x 108/L 21 (13)
Bulky LN disease 25 cm, n (%) 48 (30)
Median ALC x 109/L (range) 70 (1-503)
ALC 225 x 10%L, n (%) 120 (75)

ALC, absolute lymphocyte count; ANC, absolute neutrophil count; LN, lymph node.
adel(17p)/TP53 status was missing for 3 patients. "Without del(17p) per Déhner hierarchy. Defined as =3 abnormalities by conventional CpG-stimulated cytogenetics; complex karyotype status was
missing for 26 patients.
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I FD Cohort: Overall Median PFS Was Not Reached With Up to 5.5 Years of Follow-Up

* Median time on study: 61.2 months (range, 0.8-66.3)
PFS in All Treated Patients and by del(17p), mTP53, or CK Status

100 1
90 1
80 1
70 1 Without del(17p), mTP53, or CK
X 607 All treated patients
w 50 -
L
o _— With del(17p), mTPS53, or CK
30 5-Year PFS Rate,
% (95% CI)
20 1| An treated patients (N=159) 67 (59-74)
10 With del(17p), mTP53, or CK (n=51) 54 (39-67)
Without del(17p), mTP53, or CK (n=85) 77 (66-85)
0 15 - - - - - - - - - - - .
0 6 12 18 24 30 36 42 48 54 60 66 72
. . Time, Months
Patients at risk
All treated patients 159 153 152 144 143 132 4130 115 113 100 96 3 0

With del(17p), mTP53, orCK 51 50 50 44 43 40 39 31 31 26 24
Without del(17p), mTP53,orCK 85 82 81 79 79 72 71 67 65 58 58 1 0

With feature Without feature
High-risk feature 5-Year PFS rate, % (95% ClI) 5-Year PFS rate, % (95% CI)
del(17p)/mTP53 27 41 (21-59) 129 73 (64-80)
CK® 31 57 (37-72) 102 72 (61-80)
del(11q)® 11 64 (30-85) 74 79 (67-87)

CK, complex karyotype, mTP53, mutated TP53; PFS, progression-free survival. 2Defined as =3 chromosomal abnormalities by conventional CpG-stimulated cytogenetics; "Excluding patients with
del(17p)/mutated TP53 or CK.
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I FD Cohort: 5-Year PFS Rates by IGHV Mutation Status (N=159)

PFS by IGHV Mutation Status PFS by IGHV Mutation Status
(All patients) (Excluding Patients With del(17p), mTPS53, or CK)
100 - 100 7 ——st - =
90 - i'—._| 90 -
; I_'"_l-.mIGHV
80 - hI-Il—v—t'an'-HV 80 4
70 - 70 -
2 60 - 2 601 UIGHV
@ 50 - 2‘ 50 -
& . ulGHV &y
30 ~ 5-Year PFS Rate, 30 4 5-Year PFS Rate,
56 % (95% CI) S % (95% Cl)
10 4| uIGHV (n=89) 56 (45-66) 10 4| UIGHV (n=40) 68 (50-80)
mIGHV (n=66) 80 (68-88) mIGHV (n=44) 85 (69-93)
0 - 0 -
0 6 12 18 24 30 36 42 48 54 60 66 72 0O 6 12 18 24 30 36 42 48 54 60 66 72
Time, Months Time, Months
Patients at risk Patients at risk
ulGHY 89 85 85 79 79 73 72 59 58 48 45 1 0 ulGHY 40 39 39 39 39 35 34 30 29 24 24 1 0
mIGHV 66 64 63 61 60 55 54 52 51 48 47 1 0 mIGHV 4 42 41 39 39 36 36 36 35 33 33 0

* Presence of del(17p), mTP53, and/or CK had a substantial impact on PFS in patients with ulGHV and mIGHV

mIGHV, mutated IGHV; ulGHV, unmutated IGHV.
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I FD Cohort: Improved 5-Year PFS Rates With uMRD in BM and PB (N=159)

PFS by MRD Status at 3 Months After EOT® PFS by MRD Status at 12 Months After EOT?
100 - : 100 1 . . .
90 A 90 - With uMRD in PB
80 - With uMRD in BM 80 -
70 1 With uMRD in PB 70 1 , .
. e - 1 © 60 - Without uMRD in PB
B 50 - B 50 -
TH . ‘ L
O 40 - 5.Year PFS 1 Without uMRD in PB o 40 -
0, 0, 9 ¥
30 - Rate, % (35% CI) Without uMRD in BM 30 - Po——
With uMRD in BM (n=83) 84 (73-90) — Rate, % (95% Cl)
20 1| with uMRD in PB (n=90) 83 (73-89) 20 1 b e
10 4| Without uMRD in PB (n=57) 48 (35-61) 10 4| With uMRD in PB (n=70) 88 (77-94)
Without uMRD in BM (n=56) 50 (36-62) Without uMRD in PB (n=65) 58 (45-69)
0 4 0 -
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 72

Patients at risk Time, Months Patients at risk Time, Months

With uMRD in BM B3 83 83 83 83 I8 JFf 12 {1 66 64 With uMRD in PB 70 70 70 70 70 68 67 63 62 59 57 1 0
With uMRD in PB 90 90 90 90 90 8 81 76 75 70 68 Without uMRDInPB 65 65 65 65 65 61 60 49 49 39 37 2 0

Without uMRD in PB 57 57 57 52 51 45 44 37 37 29 27

Without uMRD in BM 56 56 56 52 51 47 46 37 37 29 27

[ I R
oo o

* In high-risk genomic subgroups with del(17p)/mTP53, CK, or ulGHV, 5-year PFS rates were also consistently higher in
patients with uMRD4 in PB or BM at 3 months after EOT than in those without uMRD4"

BM, bone marrow; EOT, end of treatment; NE, not estimable; PB, peripheral blood.
aAnalyzed in patients who completed FD treatment with ibrutinib + venetoclax and had valid MRD results at the specified time point. (uMRD <10~ by 8-color flow cytometry.
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Most common AEs

AEs, n (%) All treated patients (N=159)

Any grade Grade 3/4
Most common AEs
Diarrhoea 99 (62) 5 (3)
Nausea 68 (43) 2 (1)
Neutropenia 66 (42) 52 (33)
Arthralgia 53 (33) 2 (1)
Hypertension 25 (16) ? (6)
Neutrophil count decreased 16 (10) 8 (5)
Other AEs of clinical interest
Atrial fibrillation 7 (4) 2 (1)
Major haemorrhage* 3(2) 2 (1)
Laboratory safety parameters
Haematology
Neutrophils decreased 115 (72) 60 (38)
Platelets decreased 94 (59) 20 (13)
Haemoglobin decreased 31 (19) 0
Chemistry
Corrected calcium decreased 61 (38) 1(1)
Potassium increased 39 (25) 4 (3)
Uric acid increased 34 (21) 34 (21)
Creatinine increased 27 (17) 0
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6-year Time To Next Treatment (TTNT) extrapolation curve for GLOW
study: first-line 1+V offers long treatment-free period for elderly/unfit
CLL patients

Eligibi_lity criteria Ibrutinib 420 Pg.llg dailyll;u;a?:qdelead-in Patients with IRC-
» Previously untreated lowed
CLL Ibrutinib + Venetoclax for 12cydes '“//“"" confirmed PDand
active disease requiring
! !,_ ears ﬂﬂ?ea%} 5 | treatment are eligible
CrCl < 70 mb/mi Chlorambucil to receive subsequent
o FHILAT 0.5 mgkg on D1 and D15 for 6 cydes " i+ sing
* No del(17p) or known : + ---//—--* t erapy.W|t .S|r.1g e
TP53 mutation Obinutuzumab agent ibrutinib?

1000 mg on D1-2, D8, D15 of C1, and D1 of C2-6
* ECOGPS 0-2

Primary end point: IRC-assessed PFS

Niemann, 2023
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GLOW study: patients’ characteristics:

Table 1. Baseline Patient Demographics and Disease Characteristics
(Intent-to-Treat Population).*
Ibrutinib- Chlorambucil-
Venetoclax Obinutuzumab
Characteristic (n=106) (n=105)
ge, yr 71.0 (47-93) 71.0 (57-88)
@ 35 (33.0) 37 (35.2)
Men 59 (55.7) 63 (60.0)
ECOG PS 1 to 2 71 (67.0) 66 (62.9)
RS score 9 (1-20) 8 (0-22)
>67 74 (69.8) 61 (58.1)
CrcCl, ml/min 66.5 (34.0-168.1) 63.2 (32.3-180.9)
1Ml to 1V§ 55 (57.3) 53 (52.5)
Binet stage (CLL only) 96 101
A 7 (7.3) 8 (7.9)
B 46 (47.9) 53 (52.5)
C 43 (44.3) 40 (39.6)
Ann Arbor stage (SLL only) 10 4
\% 10 (100) 4 (100
Bulky disease =5 cm 41 (39.0) 38 (36.2)
Elevated LDHY| 35 (33.0) 51 (48.6)
IGHV status
< Mutated 27 (25.5) 27 (25.7)
Unmutated 55 (51.9) 54 (51.4)
Unknown 24 (22.6) 24 (22.9)
Del(11 20 (18.9) 18 (17.1)
Cﬁm 7 (6.6) 2 (19)
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Progression-Free Survival and TTNT: 55-months FU

Progression-Free Survival (ITT)
100

a0 4 Ilbr+Ven

TTNT (%)

CIb+0

Progression-free survival (%)
Ln
&=
|

204 Endof Endof * -
104 Clb+0  lbr+Ven

0 10 1 HR 0.185 (95% Cl 0.096-0.355), p < 0.0001

0 6 12 18 24 30 36 42 48 54 6D 0 . . . - . : - ;
0 6 12 18 24 30 36 42 48 54 60

Months from date of randomization
Patiernts at rick

breven 106 o9 - ap - a3 8D 75 &8 55 1 Months from date of randomization
ClbsQ 105 10 5 1 = 43 EX 4 20 15 z Patients at rizk
lbr+Ven 106 39 a3 =k al 22 Ba 23 a1 &7 17
Clb+2 105 101 a7 g7 79 &7 55 49 37 28 7

Moreno, ASH 2023
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Ibr+Ven PFS and TTNT Versus Clb+0O Regardless of IGHV Status

Progression-Free Survival (ITT) by IGHV Status Figure 1: TTNT by IGHV status

100 100 Tttt ———— . mIGHV Ibr+Ven .
mIGHV |br+Ven! 90- % R S -
— 901 UIGHV Ibr+Ven = +—w
* BD u : 80' i
= i . . 70- mIGHV
5 o ulGHV lbr+Ven | » Estimated 54-month PFS rates: . ' CIbtO
2 5 - |br+Ven: g 607 |
a 60 . : E 501
$ 50 mIGHY Clb+0 | = 90% for patients with mIGHY E 40- |
b | . . i i
£ 404 = 59% for patients with ulGHV 30 uIGHV Clb+0
G ! 20 |
i i ! - +0:
E., 20 | Clb+0 ‘ 10-
o 20 | . i i . . . . . . . . : )
& f:'l‘:g |:"d\ruf ulGHV Clb+0 | 40% for patients with miGHV 00 6 12 18 24 30 3 42 48 54 oo
107 B T : = 8% for patients with ulGHV Months from date of randomization
0 T T T T T T T T i 1 Patients at risk
0 6 12 18 24 30 36 42 48 34 60 mIGHV lbr+Ven 32 29 28 28 28 28 27 27 27 23 6
aene stk Months from date of randomization ulGHV Ibr+Ven 67 64 59 57 57 54 53 59 50 41 1
MIGHY Ibreven 32 b2 28 2B 7 25 6 25 26 12 5 mIGHV Clb+0 35 34 34 32 31 29 28 25 22 16 4
i e S ” - o o - > e p o S uGHVCb+O 57 56 52 47 41 32 2 18 11 9 3
Ml: b0 57 b 52 20 Fil 15 9 ] 5 4 o

At latest data cut, 57-month follow-up, the majority of patients
treated with 1+V did not initiate a second line of treatment
regardless of IGHV mutational status. Estimated percentage of
patients not requiring second-line treatment at 54 months by
IGHV status (Figure 1). This data was not available at the

moment of this extrapolation.
— lbr+Ven: — Clb+0:

*03.5% for mIGHV =89.8% for mIGHV

=83.9% for ulGHV =35.1% for ulGHV
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At 57 Months of Follow-up, Ibr+Ven Improved PFS Versus
Clb+0O Regardless of MRD Status at EOT+3

Progression-Free Survival

Landmark Analysis From End of Treatment?

100 - —_——
£ 90 uMRD Ibr+Ven
§ o]
E 707 3 MRD =104 lbr+Ven
n 60 4 s
@ by
@ 504 £
e E
1 %
s Y07 ¢ uMRD Clb+O
E 30 H
B.;n 20 4= 15 cycles Ibr+Ven MRD =10 Clb+0
& 10" 6oyclesClbi0
0 7T T T T T T T T ]
0 5] 12 18 24 30 36 42
etiante ot rik Months from end of treatment
WRD = 10° |br+Ven X 3 29 25 24 23 22 12
MRD = 104 Clet0r A7 45 24 18 12 E =1 E]
uMRD Ibr#Ven ER =1 57 L 55 z0 44 3=
uMHDQAb:H’ a1 41 34 2% 28 25 18 17
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Estimated PFS rates at 42 months
post treatment:

Ibr+Ven:
* 78% for patients with uMRD at EOT+3
e 70% for patients with MRD > 10-4 at EOT+3

Clb+0O:
* 44% for patients with uMRD at EOT+3
* 6% for patients with MRD > 10-4 at EOT+3
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Ibrutinib and venetoclax demonstrate largely non-overlapping toxicities, and adverse events

are generally manageable

GLOW: Tumour burden risk category for TLS in patients
with untreated CLL treated with [+V'

All pts N=106
100 -
%
90 A
Grade 3/4 AEs (25%) 75.5 80
Neutropenia 34.9 S> 20
Infections 17 S
Hypertension 7.5 g " High
g 50 1 B Medium
-g i H Low
AEs of clinical interest (any grade) = 0 T
Atrial fibrillation 6.6 £ 304
20 +
AEs leading to discontinuation 10.4
Death from any cause during tx 7.4 10 A
0 _
Baseline (n=106) After lbrutinib lead-in
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ESMO GUIDELINE 2024

Symptomatic early-stage CLL

or advanced-stage CLL

w l l
IGHV \:lrlat d IGHV: vut ted ~
-mutate -unmutal .
No TP53 mutation or del(17p) No TP53 mutation or del{17p) TP53 mutation or del(17p)
Fit or younger patients Unfit or obder patients Fit or younger patients Unfit or older patients

Acalabrutinib [I, A]
Zanubrutimib [10, A]
Ibrutinib® [1, Al
Vanatnelay [III Al

Venetoclax—obinutuzumab
[, Al
Acalabrutinib + ohinutuzumab
n &l

Venetoclax—obinutuzumab
[1, A]
Ibrutinib—venetociad [1, A
Ibrutinib [1, A]

Venetoclax—obinutuzumab Ibrutinib—venetoclax® [I, A
I, & Ibrutinib I, &]
Acalabrutinib = obinutuzumab Acalabrutinib + obinutuzumab
(1, A] 1, &
Zanubrutinib [1, A] Zanubrutinib [0, A]
|berurtinib® [I, A] Venetoclax—ohinutuzumab
[brutinib=venetociax™ I, &) I.A]

Acalabrutinib = obinutuzumak
[uir, &)
Zanubrutinity I, A]

CIT: FCR 1, B]

Ibrutinib-venetockax-® [il, A]
Venetoclax—obinutuzumab [IIl, A]
Idelalisib-rituximab [II, B]

Zanubrutinib 1, A
Ibrutinib® [1, A]
Ibrutinib=venatocla™ [1, B]

Figure 1. First-line therapy.

The arder of the recommended treatments for each subgroup s based on the authors’ expert apinion, which considers time-limited therapy as more valuable, if there is
equal evidence for different treatment aptions.

Purple: algorithm title; blue: systemic anticancer therapy or their combination; white: other aspects of management and non-treatment aspects.

CIT, chemoimmunotherapy; CLL, chronic lymphocytic leukaemia; del, deletion; FCR, fludarabine—cyclophosphamide—rituximab; IGHY, immunoglobulin heawy chain
variable; MRD, minimal residual disease.

“Ibrutinib—venetoclax with a 15-month fiked duration or with an MRD-guided duration.

lbrutinib or ibrutinib—venetoclax should be considered carefully in older patients with cardiac comorbidities. EICh horSt B Ghla P et al Ann Oncol 2024
) .
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Final Analysis of the RESONATE-2 Study: Up to 10 Years of
Follow-Up of First-Line Ibrutinib Treatment in Patients With CLL

Study Design of RESONATE-2

4 PCYC-1115
N=269 Ibrutinib 420 mg once daily until s ~
Key eligibility criteri PD or unacceptable toxicity PCYC-1116 Extension Study

Patients could enroll in PCYC-1116 after
IRC-confirmed PD or at PCYC-1115 closure

= Previously untreated
CLL/SLL requiring therapy

« Age 265 years

= For patients aged 65-69 years,
comorbidity that may preclude FCR

Chlorambucil 0.5 mg/kg (to maximum 0.8 ma/kg)
C) 0 12 cycles

In chlorambucil arm, n=78 (59% of ITT population)
crossed over to ibrutinib following PD

R
A
N
D
0
M
I
z
E

= del(17p) excluded
(17p) A . /
Stratification factors Primary end point Secondary end points
= ECOG PS5 status (0-1vs 2) * PFS « 0S8
* Rai stage (llI-1V vs =II) + ORR
. J - Safety

ECOG PS, Eastern Cooperative Oncology Group Performance Status; FCR, fludarabine, cyclophosphamide, and rituximab; IRC, independent review
committee: ITT. intent to treat: PD. oroaressive disease.

Among patients in the ibrutinib and chlorambucil arms, respectively, 29 of 130 patients with testing results (22%) and 25 of 121 patients (21%)
had del(11q) mutation, 58 of 101 patients (57%) and 60 of 103 patients (58%) had unmutated IGHV, 12 of 124 patients (10%) and 3 of 94
patients (3%) had TP53 mutation, and 6 of 93 patients (7%) and 8 of 90 patients (9%) had complex karyotype.
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Final Analysis of the RESONATE-2 Study: Up to 10 Years of
Follow-Up of First-Line Ibrutinib Treatment in Patients With CLL

At Final Analysis, Median PFS With Ibrutinib Was Reached at 8.9 Years

100 - Chlorambucil Ibrutinib

Median PFS, years 1.25 8.9
HR (95% CI) 0.16 (0.11-0.22)
Log-rank P value <0.0001
80-
60 -
R
%)
T
& 404
204
H-+—4 } Chlprambucil
mi L] L] |
0 I I 1 I I I I I [ 1
o 1 2 3 4 5 6 7 .8 9 10
Years

Patients at risk

Chlorambucil 133 69 41 29 19 12 5 4 2 2 0

At 9 years, the PFS rates were 49.7% (95% Cl, 40.2-58.4) in the ibrutinib arm and 4.4% (95% Cl, 1.1-11.5) in the chlorambucil arm
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Final Analysis of the RESONATE-2 Study: Up to 10 Years of
Follow-Up of First-Line Ibrutinib Treatment in Patients With CLL

OS Benefit Was Sustained for Patients Receiving Ibrutinib

Chlorambucil Ibrutinib
100 -1 5-year OS rate (95% Cl) 68.4% (59.1-75.9) 82.8% (75.0-88.3)
804
604
S
7]
(@]
404
Hit-
Chlorambucil
20 OS follow-up in the Clb
7] arm was discontinued
after a median of 5 years
of follow-up for patients with PD
0 T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10
Patients at risk Years
Chlorambucil 133 118 98 93 86 74 20 10 5 4 0

At 9 years, the OS rate was 68.0% (95% Cl, 58.6—75.7) in the ibrutinib arm.
In patients with >1 high prognostic risk factors including mutated TP53/unmutated IGHV/del(11q), OS was significantly longer for patients
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Final Analysis of the RESONATE-2 Study: Up to 10 Years of
Follow-Up of First-Line Ibrutinib Treatment in Patients With CLL

After up to 10 Years of Follow-Up, 27% of Patients Initially
Randomly Assigned to Ibrutinib Remained on lbrutinib Treatment

Ibrutinib
N=135
Median (range) duration of ibrutinib treatment, years 6.2 (0.06-10.2)
Continuing ibrutinib at study closure, n (%) 37 (27)
Discontinued ibrutinib, n (%)
Due to AE 44 (33)
Due to PD . 18 (13)

AE, adverse event.

After discontinuation of 1L ibrutinib, 24 patients (18%) received subsequent antineoplastic therapies.
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Final Analysis of the RESONATE-2 Study: Up to 10 Years of Follow-Up of First-
Line Ibrutinib Treatment in Patients With CLL

Baseline Clinical and Genomic Characteristics of Patients Remaining on Ibrutinib at
Study Closure and of Patients Who Discontinued Were Largely Similar

On Ibrutinib Discontinued Ibrutinib
N=98

Age, median (range), years 71 (65-82) 73 (65-89)
Men, n (%) 16 (43) 72 (74)
ECOG PS, n (%)

0 19 (51) 41 (42)

1-2 18 (49) 57 (58)
Rai stage Il or IV, n (%) 18 (49) 42 (43)
CIRS score >6, n (%) 10 (27) 32 (33)
Creatinine clearance <60 mL/min, n (%) . 15 (41) 45 (46)
Bulky disease 25 cm, n (%) 11 (30) 43 (44)
B2-macroglobulin >3.5 mg/L, n (%) 23 (62) 62 (63)
Hemoglobin <11 g/dL, n (%) "14 (38) 37 (38)
Platelet count <100 x 10° /L, n (%) 12 (32) 23 (24)
High prognostic risk features,® n (%) 19 (561) 54 (55)
del(11q), n/N (%) 5/35 (14) 24/94 (26)
Unmutated IGHV, n/N (%) 17/32 (53) 41/89 (46)
TP53 mutation, n/N (%) 2/36 (6) 9/94 (10)
Complex karyotype, n/N (%) 1124 (4) 5/68 (7)
NOTCH1 mutation, n/N (%) 8/36 (22) 23/88 (26)

*del(11q), unmutated IGHV, and/or TP53 mutation.
CIRS, Cumulative lliness Rating Scale; NOTCH1, neurogenic locus notch homolog protein 1.
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Final Analysis of the RESONATE-2 Study: Up to 10 Years of Follow-Up
of First-Line Ibrutinib Treatment in Patients With CLL

No Increasing Trend in Discontinuations

Safety and tolerability were consistent with previous follow-up; Burger J, ot o Was Observed Over Time
1 1 Friday, June 14;
frequency of AEs of most interest decreased over time ootk e
@ nN=10/121
. . . » - . E =
Frequency of AEs of Most Interest AEs Leading to Dose Reductions AEs Leading to Discontinuations g ::Jf:;;’
A= 16713 AN= 1201 ® O-lyears I N=G115 = O-lyears E niN=9/88
-mthainod WN=6/121 * 12years AN=TH21 " 12years g nIN=9/79
é AN= 1690 N 5111 = 2.3years ANG111 = 23years 2 nN=10/70
5 VTS nN=499 " 3-4years ® 34 years =] n/N=7/60
= nMN=17TE — =
a NI N - S8H ® 4.5 years = 45 years E n/N=11/53
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N0 " T-Byears 7-8 years | nVN=2/121
WN=153 ®  B-0years aN=T/53 ® B8 years a nMN=1/111
s = 11111 nN=4/47 ® 910 years WN=3/42 ® 510 years ‘g o | WN=2/99
k- e T T T T 1 T T T 1 & o | n/N=1/88
] NewTy 20 40 60 80 100 4 60 80 100 £ 2 juniN=ar79
g i Patients, % £ S | n/N=570
g 4 Patients, % En | WN=1/60
: 8 | nN=0/53
’ 2 - +  Of 34 patients who had AEs of any » AEs (any grade) leading to =042 : :"; -
= 1-2years grade leading to dose reduction, discontinuation: 33% (44/136) niN=9/135 - 2'3 "Em
$ S (- 28 patients (82%) had all AEs resolved nIN=7/121 Y
£ T — = 34 years @ W 3-4 years
8 wN=228 = 4.5 years c niN=6/111
& [wweom = 5.6ysars 2 E n/N=6/39 B 4-5 years
- WN-OT0 6-7 years ] _
3 . Ymoane g3 | s W 56 years
il . S At study completion, 27% of patients remained on ibrutinib treatment; median 3 [ =00 6-7 years
S A S —— duration of 1L ibrutinib treatment: 6.2 years (range 0.06-10.2) 29y wN=2/60 M 7-8 years
o 20 40 6o 80 100 =1 8-0 vears
agianiin 5 nIN=7/53 y
n/N=3/42 M 9-10 years

J&J Innovative Medicine Proprietary mformation & confidential. Do not distribute. 21 . . . . T 1
0 20 40 &0 80 100

* Safety and tolerability were consistent with previous follow-up Patients, %
® COVID-19 disease occurred in 24 patients (18%), grade 3—5 COVID-19 in 8 patients

¢ Dose reductions due to AEs generally decreased over time

e Of 34 patients who had AEs of any grade leading to dose reduction, 28 patients (82%) had all AEs resolved
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ELEVATE-TN 6-Yr Update: Study Design

= |nternational, randomized, open-label phase Il trial (data cutoff: March 3, 2023)

Stratified by del(17p) (ves vs no), ECOG PS (0/1 vs 2),

geographic region (North America vs Western Europe vs other)
|

Patients with untreated ¥ Obinutuzumab
CLL requiring tx per (n=179) Acalabrutinib continued until

iwCLL 2008; aged 265 yr PD or unacceptable toxicity

Acalabrutinib +

or 18-64 yr with CrClg . Acalabrutinib
30-69 mL/min and/or (n=179) ,
) Crossover permitted after
CIRS-G score >6; no \ IRC-determined PD (n = 79)
significant CV disease; Obinutuzumab +
ECOG PS 0-2 Chlorambucil
(N = 535) (n=177)
= Primary endpoint: IRC-assessed PFS for = Secondary/other endpoints: IRC-assessed PFS
A + O vs O + Clb; after interim analysis, for A vs O + Clb; investigator-assessed PFS, ORR
PFS assessed by investigator (IRC-assessed and investigator-assessed),

TTNT, OS, uMRD, and safety

urrent
pinions,

dvances, Updates in Chronic Lymphocytic Leukemia and Lymphomas

ontroversies in
matology in
alerno




Investigator-Assessed PFS

* Median PFS was NR for A+O and A vs. 27.8 months for O+Clb.
* Estimated 72 months PFS rates were 78% for A+0O, 62% for A monotherapy, and 17% for O+Clb.

100+

78%
Median PFS=NR

80

A+0O vs O+Clb
HR2 (95% Cl): 0.14
60— (0.10,0.20)
A vs O+Clb
HRa (95% Cl): 0.24
40 (0.17,0.32)

Median PFS=NR

Progression-Free Survival, %

|
|
|
I
A+Ovs A 1
HR? (95% CI): 0.58 :
o9 (0-39.0.86) 1 Median PFS=27.8 mo
—— A+O e
—A 1
od —o+cp ;
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81 84 87 90
N . Months
0. at risk

A+O 179 175 170 168 164 163 160 157 156 156 153 152 151 146 144 141 140 138 136 133 127 124 119 116 99 54 39 25 10 2 O
A 179 167 163 158 156 155 153 150 149 146 142 141 137 135 133 130 129 124 121 115 113 103 100 95 85 56 37 22 7 2 O
O+Clb 177 163 156 153 139 125 110 100 86 82 67 66 56 49 44 41 38 30 29 28 24 21 21 18 14 8 6 3 1 0 0
3Hazard ratio based on stratified Cox proportional-hazard model.

A = acalabrutinib; Cl = confidence interval; Clb = chlorambucil; HR = hazard ratio; NR = not reached; O = Obinutuzumab; PFS = progression free survival; PFS 2 = time to second disease progression or death; vs = versus.
Sharman JP et al. Oral Presentation Presented at: ASH; December 9-12, 2023; San Diego.
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Note di presentazione
Speaker Notes:
Results from the phase 3 ELEVATE TN study at a median follow-up of 28.3 months demonstrated superior efficacy of A ± O compared with O + Clb with an acceptable tolerability profile in patients with TN CLL.1
At 46.9 months follow up median PFS was significantly higher for A-containing arms (not reached) vs O+Clb (27.8m), which was consistent across high-risk and other genetic subgroups.2
At 58.2 months median follow up, median PFS for A-containing arms was not reached.1
Now after 72 months median follow-up, median PFS for A-containing arms was still not reached.3


References:
Sharman JP, Egyed M, Jurczak W, et al. Acalabrutinib ± Obinutuzumab vs Obinutuzumab + Chlorambucil in Treatment-Naïve Chronic Lymphocytic Leukemia: 5-Year Follow-up of ELEVATE-TN [poster]. Presented at: American Society of Clinical Oncology (ASCO) Annual Meeting; June 3-7, 2022; Chicago, Illinois. 
Sharman JP, Egyed M, Jurczak W, et al. 7509: Acalabrutinib ± Obinutuzumab vs Obinutuzumab + Chlorambucil in Treatment-Naïve Chronic Lymphocytic Leukemia: ELEVATE-TN 4-Year Follow-up (Poster). Poster Presented at: American Society of Clinical Oncology (ASCO) Virtual Annual Meeting; June 4-8, 2021.
Sharman JP, Egyed M, Jurczak W, et al. Acalabrutinib ± Obinutuzumab vs Obinutuzumab + Chlorambucil in Treatment-Naïve Chronic Lymphocytic Leukemia: 6-Year Follow-up of ELEVATE-TN [oral presentation]. Presented at: American Society of Hematology (ASH) Annual Meeting; December 9-12, 2023; San Diego, California.






Investigator-Assessed PFS in Patients with ulGHV

* PFS result in A-treated patients with ulGHV was consistent with overall result

e Median PFS was NR in patients with ulGHV treated with A+O and A vs. 22.2 months in O+Clb arm

100 7

A+O uIGHY: Median PFS=NR

B0 T ulGHY: A+Q ws O+Clb
HR= (G5% Cl1): 0.08
(0,05, 0.12), P<0.0001® H
g0 - WIGHV: Avs pﬂ:lh b - -t
HR= (5% Cl): 012
(0.08, 0.18); P<0.0001®
ulGHY: A+D vs A
407 HR= (95% CI): 063
(0,39, 1.01) P=0.2586°
—_— UlGHY, &+O
wem— MHGHY, A+D
200 — uiGHv, A
==== mizHV, A
— ulGHV, O+Clb
=== mHGHY, O+Cl

1 A UIGHV: Median PFS=NR
-

Progression-Free Survival, %

O+ Clb ulGHY: Median PFS5=22.2 mo

D-

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81 84 87 90
P Months

wlGHY, A+0 103 101 99 97 95 95 S 92 91 91 90 89 8O 85 B4 81 81 B0 VD TR V4 T2 YD OT0D &0 @ 2 13 & 1
miGHY, A+ T4 T2 6% 6% 67 66 6 63 63 63 61 61 60 59 58 56 57 56 55 53 51 50 47 44 I M 16 12 4 1
ulGHY, A 118 111 108 106 106 105 104 103 102 100 9F 96 93 492 91 88 47 82 80 75 74 6B &5 63 65 35 1 13 4 1
miGHY, A 5% 54 53 50 48 48 47 45 45 44 43 43 42 42 41 41 41 41 40 39 B M M M B N 6 % 3 1
ulGHY, CHCIL 116 105 101 99 86 76 &2 & 43 41 28 27 19 ¥ 11 % 8 & & € 4 3 3 3 2 0
miGHY, O+Cib 55 56 53 &2 G2 46 46 43 41 3% I 3 ¥ M 1 M M B 2 N 1% 1M1 W4 n T &6 3 1 0

3Hazard ratio was based on unstratified Cox-Proportional-Hazards model.

A = acalabrutinib; Cl = confidence interval; Clb = chlorambucil; HR = hazard ratio; IGHV = immunoglobulin heavy chain variable; mIGHV = mutated IGHV; NR = not reached; O = Obinutuzumab; PFS = progression free
survival; ulGHV = unmutated IGHV; vs = versus.

Sharman JP et al. Oral Presentation Presented at: ASH; December 9-12, 2023; San Diego.
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Relatore
Note di presentazione
Speaker Notes:
IGHV status impacts PFS for patients treated with O+Clb, but not with acalabrutinib regimens.

Reference:
Sharman JP, Egyed M, Jurczak W, et al. Acalabrutinib ± Obinutuzumab vs Obinutuzumab + Chlorambucil in Treatment-Naïve Chronic Lymphocytic Leukemia: 6-Year Follow-up of ELEVATE-TN [oral presentation]. Presented at: American Society of Hematology (ASH) Annual Meeting; December 9-12, 2023; San Diego, California.





Investigator-Assessed PFS in Patients With Del(17p) and/or Mutated 7P53

100 -

80 -

A+O vs O+Clb
HR2 (95% Cl): 0.28
(0.13, 0.59)
60 4 AvsO+Clb
HR2 (95% ClI): 0.23

Progression-Free Survival, %

1
(0.10, 0.52) 56% 4 Median PFS=NR
A+O vs A
40 J HRe (95% Ciy: 1.21 by I Mt
(0.51, 2.87) Yieay 56% Median PFS=73.1 mo
I-_1 . I
—— W/ del(17p) and/or TP53m, A+O + _*'*'- ". |
.= =. W/o del(17p) and/or TP53m, A+O L LTEEP -+ I Median PFS=17.5 mo
20 4 — w/ del(17p) and/or TP53m, A : Feu--- I | i :
.= == o del(17p) and/or TP53m, A Y i e
—— W/ del(17p) and/or TP53m, O+Clb |
«= == w/o del(17p) and/or TP53m, O+Clb I
0 -

||||||||||||||||||||||||I|||||||
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81 84 87 90

Months

No. at risk

w/ del(17p) and/or TP53m,A+O 25 24 23 22 22 22 22 22 21 21 21 21 21 20 19 18 18 18 18 17 16 15 14 13 10 5 5 3 2 O
w/o del(17p) and/or TP53m, A+O 154 151 147 146 142 141 138 135 135 135 132 131 130 126 125 123 122 120 118 116 111 109 105 103 89 49 34 22 8 2
w/ del(17p) and/or TP53m,A 23 22 21 21 20 20 20 19 18 18 18 18 18 17 16 16 16 15 15 15 14 14 13 11 1 7 7 4 2 1
w/o del(17p) and/or TP53m, A 156 145 142 137 136 135 133 131 131 128 124 123 119 118 117 114 113 109 106 100 99 89 87 84 74 49 30 18 5 1

w/ del(17p) and/or TP53m, O+Clb 25 21 19 19 18 15 10 9 9 9 6 6 S5 5 4 4 4 4 4 4 3 3 3 3 3 3 1 0
w/o del(17p) and/or TP53m, O+Clb 152 142 137 134 121 110 100 91 77 73 61 60 51 44 40 37 34 26 25 24 21 18 18 15 11 5 5 3 1 O

3Hazard ratio based on unstratified Cox proportional-hazards model.

A = acalabrutinib; Cl = confidence interval; Clb = chlorambucil; HR = hazard ratio; NR = not reached; O = Obinutuzumab; PFS = progression free survival; TP53 = tumour protein p53; vs = versus.
Sharman JP et al. Oral Presentation Presented at: ASH; December 9-12, 2023; San Diego.
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Relatore
Note di presentazione
Speaker Notes:
Median PFS was significantly higher for A-containing arms vs O+Clb in patients with del(17p) and/or TP53m.

References:
Sharman JP, Egyed M, Jurczak W, et al. Acalabrutinib ± Obinutuzumab vs Obinutuzumab + Chlorambucil in Treatment-Naïve Chronic Lymphocytic Leukemia: 6-Year Follow-up of ELEVATE-TN [oral presentation]. Presented at: American Society of Hematology (ASH) Annual Meeting; December 9-12, 2023; San Diego, California.




Safety: Events of Clinical Interest

* The median duration of treatment was 74.4 months for A in A+O, and 72 months for A monotherapy, and 5.5 and 5.6
months for O in the A+O and O+Clb arms respectively, and 5.5 months for Clb in O+Clb arm.

 The events of clinical interest are summarized in the table below.

Cardiac events 49 (27.5) 22 (12.4) 42 (23.5) 21 (11.7)
Atrial fibrillation 13 (7.3) 3(1.7) 16 (8.9) 3(1.7)
Bleeding 95 (53.4) 12 (6.7) 81 (45.3) 8 (4.5)
Major bleeding 16 (9.0) 12 (6.7) 10 (5.6) 8 (4.5)
Hypertension? 20 (11.2) 8 (4.5) 20 (11.2) 9 (5.0)
Infections 147 (82.6) 63 (35.4) 144 (80.4) 50 (27.9)
SPMs 36 (20.2) 18 (10.1) 35 (19.6) 9 (5.0)
SPMs excluding non-melanoma skin 24 (13.5) 13 (7.3) 22 (12.3) 7 (3.9)

Data are n (%) unless otherwise specified.

aHypertension events were based on Standardized MedDRA query (SMQ) Hypertension (narrow).
A = acalabrutinib; Clb = chlorambucil; O = obinutuzumab; SPM = secondary primary malignancies.
Sharman JP et al. Oral Presentation Presented at: ASH; December 9-12, 2023; San Diego.
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Note di presentazione
Reference:
Sharman JP, Egyed M, Jurczak W, et al. Acalabrutinib ± Obinutuzumab vs Obinutuzumab + Chlorambucil in Treatment-Naïve Chronic Lymphocytic Leukemia: 6-Year Follow-up of ELEVATE-TN [oral presentation]. Presented at: American Society of Hematology (ASH) Annual Meeting; December 9-12, 2023; San Diego, California.



Cohort143,7 m

SEQUOIA - Extended Follow-Up
Cohort247,9 m

Study Design'-3

Study Identifier: BGB-3111- Primary Endpoint: PFS by IRC in Cohort |
304, Key Secondary Endpoints: Cohort |: ORR, DOR, safety; Cohort 2: ORR, PFS, DOR; Cohort 3: ORR, PFS, DOR, rate of
NCTO03336333 undetectable MRD at <10 sensitivity, safety
> Treatment-naive CLL/SLL Cohort | Arm A; gasllgaruti:isl;bo mg
» Met iwCLL criteria for treatment without del(17p) = ntl
> Age (<65 vs. 265 years) o
- o)y el s e ; 3 Arm B: Bendamustine + rituximab % 6
<65 years of age and > Binet stage (C vs. A or B) T > ’ (n=238)
unsuitable for FCR > IGHV mutational status (mutated ui > Safety and survival
treatment? vs. unmutated) S Cohort 2 Arm C: Zanubrutinib 160 mg
> Measurable disease by CT/MRI - - 1 with del(17p) FO BID uncl £O
Y > Geographic region (NA vs. EU 2 (n=111)b
. - . APAC
No (.:urrer:t eI [pEs hISt?ry ve ) Arm D: Zanubrutinib 160 mg
of Richter’s transformation Cohort 3 > PO BID + venetoclax

* Response assessments were conducted every 12 weeks from start of cycle 1 for 96 weeks and then every 24
weeks until PD

* CR/CRi confirmed via bone marrow biopsy

e AEs documented until PD or start of next CLL therapy

* Efficacy endpoints analyzed using ITT analysis and the per-protocol analysis set
* Safety was assessed in all pts who received >1 dose of treatment

Statistical
Analysis

aDefined as Cumulative lliness Rating Scale >6, creatinine clearance <70 mL/min, or a history of previous severe infection or multiple infections within the last 2 years; "One patient without del(17p) was misassigned to the nonrandomly assigned cohort of patients with del(17p). The patient is
excluded from the efficacy analysis in this cohort

1L=first line, AE=adverse event, APAC=Asia/Pacific, BID=twice daily, CLL=chronic lymphocytic leukemia, CR=complete response, CRi=complete response with incomplete hematologic recovery, CT=computed tomography, DOR=duration of response, EU=Europe, FCR=fludarabine, cyclophosphamide,
and rituximab (chemotherapy regimen), FISH=fluorescence in situ hybridization, IGHV=immunoglobulin heavy-chain variable region gene, IRC=independent review committee, ITT=intention-to-treat, iwCLL=International Workshop on Chronic Lymphocytic Leukemia, MRD=minimal residual disease,
MRI=magnetic resonance imaging, NA=North America, ORR=overall response rate, OS=overall survival, PD=progressive disease, PFS=progression-free survival, PO=per oral, R=randomized, SLL=small lymphocytic lymphomae.

1. ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/NCT03336333. Accessed January 2021. 2. Tam et al. Lancet Oncology. 2022. 22;51460-2045. 3.Munir T et al. Poster presented at EHA 2023; Abstract number: P639
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Patient Characteristics and Baseline Demographics

Patients without del(17p) Patients with del(17p)

Arm A: zanubrutinib Arm B: BR Arm C: zanubrutinib
(n=241) (n=238) (n=111)?

Age, median (range), years 70 (40-86) 70 (35-87) 71 (42-87)
Age 265 years, n (%)° 198 (82) 195 (82) 95 (86)
Male, n (%) 154 (64) 144 (61) 79 (71)
ECOG PS 2, n (%) 15 (6) 20 (8) 14 (13)
Geographic region, n (%)

North America 34 (14) 28 (12) 12 (11)

Europe 174 (72) 172 (72) 52 (47)

Asia-Pacific 33 (14) 38 (16) 47 (42)
Binet stage C, n (%)° 70 (29) 70 (29) 39 (35)
Bulky disease 25 cm, n (%) 69 (29) 73 (31) 44 (40)
Cytopenia at baseline, n (%)° 102 (42) 110 (46) 61 (55)
Unmutated IGHV, n/N (%)° 125/234 (53) 121/231 (52) 67/103 (65)
del(11q), n (%) 43 (18) 46 (19) 37 (33)
TP53 mutation, n/N (%) 15/232 (6) 13/223 (6) 47/109 (43)

Complex karyotype with

>3 abnormalities, n/N (%)’ 23/164 (14) 22/161 (14) 33/88 (38)

Data cutoff: 31 October 2022

2One patient without del(17p) was misassigned to the nonrandomly assigned cohort of patients with del(17p). The patient is excluded from the efficacy analysis in this cohort; Patients aged 275 years included 63 patients in group A (26%), 53 patients in group B (22%), and 27 patients in group C
(24%); “Patients with SLL had Binet stage calculated as if they had CLL; ¢ Defined as having anemia (hemoglobin <110 g/L), thrombocytopenia (platelets <100x10°/L), or neutropenia (absolute neutrophil count <1.5x10%/L); °Twenty-two patients had insufficient RNA quantity/quality for
polymerase chain reaction amplification of immunoglobulin heavy chain variable region for sequencing or had missing data; fPatients with missing/insufficient metaphase activity were omitted from the complex karyotype analysis.

BR=bendamustine plus rituximab, CLL=chronic lymphocytic leukemia, ECOG=Eastern Cooperative Oncology Group, IGHV=immunoglobulin heavy chain variable, PS=performance status, SLL=small lymphocytic lymphoma,

Munir T et al. Poster presented at EHA 2023; Abstract number: P639
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Progression-Free Survival Cohort 1 — Overall Population

100 4
90 -
X 809 II..‘_I-hl“‘-I--'II-I-II—I-—I—I-
- 70 —
%‘ — BR
— 60 — o
g Zanubrutinib
o] 30 + + Censored
g 40 4
@ 304 mPFS  95%Cl
A 59 BR 422mo 384498
Zanu NE NE
10 HR, 0.30; 95% CI, 0.21-0.43; P<.0001
0 I 1 I I I 1 I I 1 I I 1 I 1 I I I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months

No. at risk, n
BR 238 218 212 201 192 187 180 174 163 157 141 133 113 82 50 18 8 0
Zanubrutinib 241 238 234 230 228 224 219 214 208 205 201 200 190 131 93 33 23 4 3 0

* Incohort 1, median PFS was not reached in patients who received zanubrutinib; in patients who received BR, median PFS was 42.2 months

- Estimated 42-month PFS rates with zanubrutinib and BR were 82.4% and 50.0%, respectively

-
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Progression-Free Survival by IGHV Mutation Status Cohort 1 — Overall Population

100
90 —
< 907 — BRMutated
é‘ 70H = Zanubrutinib Mutated
= 60 — BR Unmutated
Ne) — Zanubrutinib Unmutated
B 50 + Censored
% 40 —
Mutated IGHV Unmutated IGHV
@ 304 mPFS  95%Cl mPFS  95%Cl
o 204 BR 494mo 444-NE BR 33.7mo  29.5-39.1
Zanu NE NE Zanu NE NE
101 HR, 0.35; 95% CI, 0.19-0.64; P=.00033 HR, 0.23; 95% CI, 0.14-0.37; P<.0001
0 | | | | | | | 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 45 48 51 54 57
Months
No. at risk, n
BR Mutated 110 101 99 94 91 89 8 85 83 81 76 73 67 53 31 14 7 0
Zanubrutinib Mutated 109 109 107 106 105 101 99 98 93 92 92 92 83 63 43 18 13 1 1 0
BR Unmutated 121 110 107 101 95 92 86 83 75 71 60 55 43 26 17 4 1 0
Zanubrutinib Unmutated 125 122 120 118 17 117 14 111 111 109 105 104 97 65 47 14 9 2 2 0

* PFS was significantly improved with zanubrutinib vs BR in patients with mutated IGHV (2-sided P=.00033) and unmutated IGHV (2-sided P<.0001)
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Progression-Free Survival by del17p/TP53

SEQUOIA - Extended Follow-Up

100 o, : o
90 "'_""'—\_._,_‘_ul ' l'"''.‘----l|-|-|---||,,’.._-_|_l_“_l_|_
80 ; " g T R
70 — !
= — 0S 7$ 4%
— 60~ PrS ¥ Cohort 2 — Del(17p)
g 50 1 . .
2 -| + Censored Zanubrutinib
| .
2 7 | (n=111)
30 |
20 4 42mo 95%ClI i )
PFS 794% 704-859 CR / CRi Rate 14.5%
109 05 895% 819-941
O T T T T 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 45 48 51 54 57
Months
No. at risk, n

os 110 110 109 108 106 105 104 104 102 102 102 100 99 87 72 52 33 9 1 0
PFS 110 109 106 104 104 101 98 96 94 93 89 89 88 8 75 32 26 3 2 0

e Median PFS was not reached > Median OS was not reached
* Estimated 42-month PFS rate was 79.4% > Estimated 42-month OS rate was 89.5%
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Treatment-Emergent and Post-treatment AEIs?
Cohorts 1 and 2 (Any Grade and Grade >3)b

Patients without del(17p) Patients with del(17p)
Arm A: zanubrutinib (n=240)* Arm B: BR (n=227)° Arm C: zanubrutinib (n=111)

Infections 175 (72.9) 57 (23.8) 142 (62.6) 50 (22.0) 89 (80.2) 30 (27.0)
Bleeding 117 (48.8) 14 (5.8) 28 (12.3) 4(1.8) 64 (57.7) 6 (5.4)
Other malignancies 45 (18.8) 22 (9.2) 28 (12.3) 11 (4.8) 27 (24.3) 8(7.2)
Hypertension 42 (17.5) 22 (9.2) 31(13.7) 15 (6.6) 15 (13.5) 7 (6.3)
Diarrhea 41 (17.1) 4(1.7) 32 (14.1) 5(2.2) 22 (19.8) 1(0.9)
Neutropenia 40 (16.7) 30 (12.5) 129 (56.8) 116 (51.1) 21 (18.9) 18 (16.2)
Arthralgia 37 (15.4) 2 (0.8) 23 (10.1) 1(0.4) 26 (23.4) 1(0.9)
Anemia 17 (7.1) 1(0.4) 47 (20.7) 5(2.2) 7 (6.3) 0 (0)
Thrombocytopenia 15 (6.3) 5(2.1) 41 (18.1) 18 (7.9) 9(8.1) 2(1.8)
Atrial

fibrillation/flutter 12 (5.0) 3(1.3) 6 (2.6) 3(1.3) 7 (6.3) 5(4.5)
Myalgia 9(3.8) 0(0) 4(1.8) 0(0) 8(7.2) 1(0.9)
Opportunistic infection 6(2.5) 1(0.4) 4 (1.8) 3(1.3) 1(0.9) 1(0.9)

Data cutoff: 31 October 2022.

aPatients who did not receive zanubrutinib are not included in the safety analysis; PPatients who did not receive BR are not included in the safety analysis.
AEl=adverse event of interest, BR=bendamustine plus rituximab,

Munir T et al. Poster presented at EHA 2023; Abstract number: P639
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