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Outline

* Overview of current guidelines for treatment-naive CLL

e Comparison between CIT and BTK inhibitors
 Comparison between CIT and Ven-based regimens

* Hot topicsin CLL in October 2023
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Treatment-naive CLL: ESMO guidelines 2020

Symptomatic early-stage CLL or advanced-stage CLL
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Treatment-naive CLL: Mayo Clinic guidelines 2022
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Clinical results of FCR in treatment-naive CLL patients

FCR in Treatment-Naive Pts With CLL: PFS
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Rossi D, et al. Blood. 2015;126:1921-1924. Slide credit: clinicaloptions.com
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Risk of second cancer after frontline FCR

Table I. Initial characteristics of 234 patients prior to receiving FCR

treatment.
No. of Total 1.0
Variable patients  patients % — Death
Age =60 years 127 234 54 ---- Secondary cancer
Male sex 171 234 73
Smoking history 81 234 35
ALC=100 X 10°/L 92 232 40 0.8
LDH =1 X normal 110 230 48
B,-Microglobulin =3.5 g/dL 133 230 58
Rai stage I1I/IV 71 234 30 [
Cytogenetics 2
Normal 139 219 64 g 0.6
Abnormal 80 219 36 S
FISH i
17p deletion 24 215 10 2 z‘
11q deletion 49 215 23 £ =
Trisomy 12 34 215 16 5 04 ﬁ
Negative 42 215 19 4
13«? deletion 64 215 30 g Qa P<0.0001
IGHV unmutated 116 181 64 o R e
ZAP-70-positive*® 112 180 62 o
CD38-positive 91 234 39 (%)
Previous cancers 93 234 40 o ) .
Previotfx?r che:lmoﬂl;rapy{;adioﬂlerapy 15 93 16 0.2 Othercancer n Died Median
Type of frontline chemotherapy -
ECRF 207 234 a8 d __nocancer 75 7 not reached
CFAR 25 234 11 —prior FCR 93 18 not reached
FCMR 3 234 1 0,
Nurmber of ECR cycles 0.0 — after FCR 46 23 4.5 (95%Cl, 3.6 -NR)
1-3 38 232 16 T T T T T . T T T T 1
4-6 194 232 84 0 2 4 6 8 0 2 4 6 8 1 0

fime from treatment (vear) Time from frontline therapy (Years)

The risk of second cancers was 2.38 times higher than
the expected risk in the general population Benjamini O et al, Leuk & Lymph, 2015
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Major concerns about CIT in CLL

e Suboptimal efficacy in many CLL subsets

* Short and long-term toxicities

BTK signaling Bcl-2 dependency
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Need of novel agents
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Treatment-naive CLL: Mayo Clinic guidelines 2022

I (1) Previously untreated CLL patient with disease progression meeting 2018 iwCLL criteria to initiate therapy I
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Hampel PJ et al, Blood Cancer Journal, 2022
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VenO and BTKi for TP53-disrupted CLL

VenO Ibrutinib

100 100
90—h_‘_|:1—|
50 a0 1 Overall survival
g
K TRR— 704
2 %
3 60 o=
: ............... & 60—
2 H = ion- i
£ TRy e S 504 Progression-free survival
5 . 2
o SeiseiiTsaey
'é“ 0Clb with TP53 mut/del (n=24) 304
a VenO with TP53 mut/del (n=25)
20 0Clb without TP53 mut/del (n=184) 20
—— VenO without TP53 mut/del (n=184)
+  Censored 10
0 0 T T T T T T T 1
Day 1 9 months 18 months 27 months 36 months 45 months 54 months 63 months 72 months 0 1 2 3 4 5 6 7 8
No. at risk Time Year
OCbwithTPSImu/del 24 22 20 19 19 18 13 12 10 9 9 9 9 9 5 5 4 4 3 3 2 2 2 2
= T B N No. at Risk
VenOwithTPs3mut/del 25 22 2 22 21 20 19 18 17 17 16 16 15 14 14 14 12 11 11 9 6 5 1 .
Overall survival 34 31 30 30 29 29 26 7 0
OChwithout TPS3mut/del 184 173 169 166 160 143 135 125 117 112 106 103 9 8 68 65 58 56 48 46 36 30 18 14 1 Progression-free survival 34 31 29 28 26 23 19 6 0

VenOwithot 3 | 1, 173 169 168 167 165 161 159 157 154 150 146 142 10 130 126 119 115 109 106 8 72 3 2 4

Al-Sawaf, et al, EHA, 2022 Ahn |E, et al, NEJM, 2020
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Outline

* Overview of current guidelines for treatment-naive CLL

e Comparison between CIT and BTK inhibitors

 Comparison between CIT and Ven-based regimens

* Hot topicsin CLL in October 2023
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Ibrutinib-Rituximab versus FCR in treatment-naive CLL
ECOG 1912 study

Arm A - |brutinib + Rituximab

Cycle 1:
Ibrutinib 420 mg PO daily, days 1-28

Cycle 2: ‘ Cycle 8 until
Ibrutinib 420 mg PO daily, days 1-28 progression:
Rituximab 50 mg/m? IV, day 1 * Ibrutinib 420mg
, S : Rituximab 325 mg/m? IV, day 2 PO daily, days 1—28
y Eliglbilicy N Cycles 3-7:
. Pravlously untreated CLL D Ibrutinib 420 mg PO daily, days 1-28
. Requlru Imatmenl fo) Rituximab 500 mg/m? IV, day 1 L/
itk _M__ Disease
| Progression
e z Arm B - FCR
A Cycles 1-6: *
-AblohtoletahFcR ye o4 sy %
'NOMH‘7PWHSH T Fludarabine 25 mg/m !v/ JJv- 1 3 y
| Cyclophosphamide 250 mg/m* IV, days 1-3
¥ o N
Planned Accrual: 519 N Cycle 1
2:1 Rituximab /m? IV, day 1, cycle 1

Ritux 325 mg/m* IV, day 2, cycle 1

Cycles 2-6:

Rituximab 500 mg/m? IV, day 1, cycles 2-6

Shanafelt TD et al, NEJM, 2019
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Ibrutinib-Rituximab versus FCR in treatment-naive CLL
ECOG 1912 study

Percentage of Patients Free
from Progression

A Progression-free Survival among All Patients

50- Hazard ratio for progression or death,
0.35 (95% Cl, 0.22-0.56) I
404 P<0.001 !
309 — Ibrutinib-rituximab i
204 (37 events) ;
~— Chemoimmunotherapy 1
104 (40 events) i
1
0 T T i T
0 1 2 3 4
Years
No. at Risk
Ibrutinib-rituximab 354 339 298 148 16
Chemoimmunotherapy 175 147 112 50 0

B Progression-free Survival among Patients with IGHV-Unmutated CLL

100+

50| Hazard ratio for progression or death,
0.26 (95% Cl, 0.14-0.50)

40
30 — Ibrutinib-rituximab
204 (20 events)

Percentage of Patients Free
from Progression

— Chemoimmunotherapy
104 (21 events)

e e

0 T T T
0 1 2 4
Years
No. at Risk
Ibrutinib-rituximab 210 203 177 90 12
Chemoimmunotherapy 71 64 43 14 0
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C Subgroup Analysis

Subgroup

Al patients
Eligible patients
Sex
Female
Male
Age
<60 yr
260 yr
ECOG performance-status score
0
lor2
Rai stage
Otoll
Ilor IV
Beta, microglobulin level
Elevated
Normal
Splenomegaly
No
Yes
Lymphadenopathy
No
Yes
Dohner classification
Chromosome 1122.3 deletion
Trisomy 12
Normal
Chromosome 13q deletion
IGHV mutation
Yes
No

No. of
Patients
529
498

173
356

314
215

335
194

301
228

265
259

3
218

159
370

117

97
106
179

114
281

No. of
Events
77
72

19
58

51
26

46
31

41
36

Hazard Ratio (95% Cl)
—— 035 (0.22-0.56)
—— 032 (0.20-051)
— 030 (0.12-0.77)
e 0.40 (0.23-0.67)
_.._: 0.32 (0.18-0.56)
— 0.44 (0.20-0.97)
—l— 0.26 (0.14-0.47)
—_— 0.61 (0.29-1.27)
—0— 0.35 (0.18-0.65)
—— 0.38 (0.19-0.74)
—I— 0.26 (0.14-0.48)
— 0.56 (0.26-1.20)
—— 0.36 (0.19-0.70)
—_— 032 (0.17-0.63)
- e 0.4 (0.14-1.42)
—— 0.35 (0.21-0.59)
_— 0.24 (0.10-0.62)
: 0.73 (0.19-2.89)
_—n 0.78 (0.29-2.04)
_ 0.22 (0.08-0.60)
S — 0.44 (0.14-1.36)
—— 0.26 (0.14-0.50)

T

b Better Chemoi herapy Better

Shanafelt TD et al, NEJM, 2019
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Ibrutinib-Rituximab versus FCR in treatment-naive CLL
ECOG 1912 study

Overall IGHV mutated IGHV unmutated
1.0 H 1.0 H 1.0 1
Ibrutinib-rituximab Ibrutinib—rituximab Ibrutinib-rituximab
0.8 0.8 0.8 1
E
5 0.6 1 0.6 1 0.6 1
8
T
£
2
3
S 0.4 0.4+ 0.4 1
-
0.2 0.2 0.2 4
HR = 0.37, (95% CI: 0.27-0.51) HR = 0.27, (95% Cl: 0.11-0.62) HR = 0.27, (95% CI: 0.18-0.41)
P < 0.0001 P =0.001 P < 0.0001
S—year rates: 78%, 51% S—year rates: 83%, 68% S—year rates: 75%, 33%
0.0 0.0 0.0
T T T T T T T T | T T ) | T T T T T T T T T  § T T
o 1 2 3 4 5 6 7 o 1 2 3 4 5 6 7 o 1 2 3 4 5 6 7
Years Years Years

Shanafelt TD et al, NEJM, 2019
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Ibrutinib versus BR in treatment-naive CLL

12-13 Ottobre 2023

Alliance study

644 Patients were screened for eligibility

97 Were excluded
52 Did not meet eligibility criteria
19 Were not enrolled owing to investigator decision
16 Were not enrolled owing to patient decision
10 Were not enrolled for other reasons

547 Underwent randomization
1111

183 Were assigned to receive
bendamustine+rituximab

182 Were assigned to receive
ibrutinib

182 Were assigned to receive
ibrutinib+rituximab

30 Crossed over from
bendamustine+
rituximab to ibrutinib

176 Were included in primary analysis
7 Did not meet eligibility criteria
and were excluded

176 Were included in adverse-event
analysis
7 Did not begin treatment and
were excluded

183 Were included in secondary
analyses

178 Were included in primary analysis
4 Did not meet eligibility criteria
and were excluded

180 Were included in adverse-event
analysis
2 Did not begin treatment and
were excluded

182 Were included in secondary
analyses

170 Were included in primary analysis
12 Did not meet eligibility criteria
and were excluded

181 Were included in adverse-event
analysis
1 Did not begin treatment and
was excluded

182 Were included in secondary
analyses

Woyach et al, NEJM, 2018
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Ibrutinib versus BR in treatment-naive CLL
Alliance study

100+
90+
80—
70+

60

Patients Who Were Alive and Free
from Disease Progression (%)
(9, ]

o
|

Ibrutinib+
rituximab

it i e

Ibrutinib

Bendamustine+
rituximab

40-
i No. of Events/No. of Patients Median (95% Cl)
20- mo
Bendamustine+ Rituximab 68/176 43 (38-NR)
10+ Ibrutinib 34/178 NR
Ibrutinib+Rituximab 32/170 NR
0 T T T T T I I I 1
0 6 12 18 24 30 36 42 48 52
Months Woyach et al, NE/M, 2018
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Ibrutinib versus BR in treatment-naive CLL

No. of No. of Hazard Ratio for Disease Progression
Subgroup Patients Events or Death (95% Cl)
All patients
Ibrutinib vs. bendamustine+rituximab 365 105 —e—i 0.37 (0.25-0.56)
Ibrutinib+rituximab vs. bendamustine+rituximab 365 106 —e— 0.40 (0.27-0.60)
Ibrutinib+rituximab vs. ibrutinib 364 69 —— 1.06 (0.66—1.70)
Risk category according to modified Rai stage
Intermediate
Ibrutinib vs. bendamustine +rituximab 167 53 —e— 0.44 (0.25-0.78)
Ibrutinib+rituximab vs. bendamustine+rituximab 168 49 —e— 0.32 (0.17-0.59)
Ibrutinib-+rituximab vs. ibrutinib 167 32 —e—— 0.73 (0.36-1.46)
High
Ibrutinib vs. bendamustine +rituximab 198 52 —e— 0.33 (0.18-0.60)
Ibrutinib+rituximab vs. bendamustine+rituximab 197 57 —e— 0.50 (0.29-0.85)
|brutinib+rituximab vs. ibrutinib 197 37 ———e—— 1.44 (0.75—2.76!
Status with regard to del(17p13.1) or del(11q22.3)
Absent
Ibrutinib vs. bendamustine +rituximab 263 70 —e— 0.44 (0.27-0.72)
Ibrutinib+rituximab vs. bendamustine+rituximab 265 72 —e— 0.50 (0.31-0.80)
Ibrutinib+rituximab vs. ibrutinib 266 52 —— 1.11 (0.65-1.92)
Present
Ibrutinib vs. bendamustine+rituximab 102 35 —_—— 0.26 (0.12-0.56)
Ibrutinib+rituximab vs. bendamustine+rituximab 100 34 —e— 0.24 (0.11-0.53)
Ibrutinib+rituximab vs. ibrutinib 98 17 —— 0.90 (0.35-2.32)
ZAP70 methylation status
Unmethylated
Ibrutinib vs. bendamustine +rituximab 191 61 —e— 0.19 (0.11-0.35)
Ibrutinib+rituximab vs. bendamustine+rituximab 191 68 —e— 0.31 (0.18-0.51)
Ibrutinib+rituximab vs. ibrutinib 192 35 —r—e—— 1.57 (0.80-3.09)
Methylated
Ibrutinib vs. bendamustine+rituximab 173 43 —e— 0.81 (0.45-1.48)
Ibrutinib+rituximab vs. bendamustine+rituximab 173 37 —e— 0.58 (0.30-1.12)
Ibrutinib-+rituximab vs. ibrutinib 172 34 ——— 0.72 (0.36-1.43)
r T T T T 1
0.0625 0.1250 0.2500 0.5000 1.000 2.000 4.000
Soter Wores Woyach et al, NEJM, 2018
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Table 2. Summary of Grade 3, 4, or 5 Adverse Events.*

Bendamustine+ Ibrutinib+
Rituximab Ibrutinib Rituximab
Adverse Event (N=176) (N=180) (N=181)

number of patients (percent)

Hematologic

Any

Grade 3 62 (35) 59 (33) 49 (27)

Grade 4 45 (26) 15 (8) 21 (12)
Anemia

Grade 3 22 (12) 20 (11) 11 (6)

Grade 4 (0] 1(1) o
Decreased neutrophil count

Grade 3 39 (22) 15 (8) 20 (11)

Grade 4 32 (18) 12 (7) 19 (10)
Decreased platelet count

Grade 3 16 (9) 9 (5) 8 (4)

Grade 4 10 (6) 3(2) 1(1)
Nonhematologic
Any

Grade 3 76 (43) 97 (54) 100 (55)

Grade 4 20 (11) 12 (7) 12 (7)

Grade 5 15 (9) 24 (13) 22 (12)
Bleedingi

Grade 3 o 2(1) 3(2)

Grade 4 o 1(1) 1)

Grade 5 o 0 1(1)
Infection§

Grade 3 17 (10) 29 (16) 28 (15)

Grade 4 6(3) 6 (3) 7 (4)

Grade 5 3(2) 2 (1) 2 (1)
Febrile neutropenia

Grade 3 13 (7) 3(2) 1)
Atrial fibrillation

Grade 3 5(3) 15 (8) 10 (6)

Grade 4 o 21(1)) o
Hypertension

Grade 3 24 (14) 53 (29) 60 (33)

Grade 4 1) 0 1(1)
Secondary cancer

Grade 3 6(3) 5(3) 13 (7)

Grade 4 (0] () 1)

Grade 5 1Q) 42 1Q)
Unexplained or unwitnessed death

Grade 5 2(1) 7 (4) 4(2)

P Valuey

<0.001

0.09

<0.001

0.008

0.04

0.46

0.62

<0.001

0.05

<0.001

0.17

0.24

The rate of grade 3, 4, or 5 hematologic adverse events was
higher with bendamustine plus rituximab (61%) than with
ibrutinib or ibrutinib plus rituximab (41% and 39%,
respectively)

The rate of grade 3, 4, or 5 non hematologic adverse events
was lower with bendamustine plus rituximab (63%) than
with the ibrutinib-containing regimens (74% with each
regimen)

Infections occurred in all three treatment groups

Atrial fibrillation of any grade occurred in 3% of the patients
in the bendamustine plus rituximab group, 17% in the
ibrutinib group, and 14% in the ibrutinib-plus-rituximab

group.

Grade 3 or higher hypertension occurred in 14%, 29%, and
34%, respectively.
Woyach et al, NEJM, 2018
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Acalabrutinib versus O-Chlorambucil in treatment-naive CLL

Elevate TN study

100 —ae————— T
& : _ ; " 87% Median PFS=NR
Q 80 - A+Ovs O+Clb ' ——, =
[ HRe (95% Cl): 0.10 (0.07, 0.17) 3% | i
U e P<0.0001° Median PFS=NR
g:’ 60 4 AvsO0+Clb | o
s S HR® (95% Cl): 0.19 (0.13, 0.28)
25 P<0.0001 |
“..’ 5 40 A+Ovs A
g’ 7] HR® (95% Cl): 0.56 (0.32, 0.95) |
= P=0.0296°
e 20 A+O |
A
0+Clb
01, T T T T T T T T T T T T T T T i T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 59
No. at risk Months
A+O 179 176 171 168 164 163 160 157 156 155 153 152 150 141 132 85 59 33 12 2 0
A 179 167 163 158 156 155 153 150 149 146 142 141 136 130 123 79 61 35 16 4 0
O+Clb 177 163 156 153 139 125 110 100 86 82 67 66 55 48 42 22 13 6 2 1 0

Sharman JP et al, Leukemia, 2022
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Acalabrutinib versus O-Chlorambucil in treatment-naive CLL
Elevate TN study

Median PFS=NR

100 ‘Gr*-l—;m———+———____
: e s g,y Mmoo
3 80 T e - i
E Py % | =
n °\° Unmutated IGHV Mutated IGHV
c ~ 60 - A+0O vs 0+Clb A+0O vs 0+Clb
°ow HRe (95% Cl): 0.06 (0.04, 0.11)  HRe (95% Cl): 0.26 (0.11, 0.63) |
n > P<0.0001¢ P=0.0012¢
3 s Avs 0+Clb Avs 0+Clb |
2 5 40 Hre(95%CI):0.10 (0.06,0.16)  HRe (95% Cl): 0.52 (0.24, 1.13)
g’ 7] P<0.0001¢ P=0.0551¢ |
e
- 20 A+O, unmutated IGHV — — — A+O, mutated IGHV
A, unmutated IGHV A, mutated IGHV |
0 0O+Clb, unmutated IGHV 0O+Clb, mutated IGHV
E I I I I I I I I I I I I I I I I I I I I I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 59
No. at risk Months
A+O, unmutated IGHV 103 102 100 97 95 95 94 92 91 91 90 89 89 84 78 47 35 17 7 1 0
A, unmutated IGHV 119 112 109 107 107 106 105 104 103 101 98 97 93 89 84 52 38 22 11 il 0
0O+Clb, unmutated IGHV 116 105 101 929 85 i) 62 55 43 41 28 27 19 14 11 2 1 1 1 0 0
A+O, mutated IGHV 74 72 69 69 67 66 64 63 63 62 61 61 59 55 52 36 23 16 5 i 0
A, mutated IGHV 58 53 52 49 47 47 46 44 44 43 42 42 41 40 38 27 23 13 5 3 0
0O+Clb, mutated IGHV 59 56 53 52 52 48 46 43 41 39 37 37 35 33 30 19 11 5 1 1 0

Sharman JP et al, Leukemia, 2022
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Covalent BTK inhibitors

First Generation Second Generation
Ibrutinib Acalabrutinib Zanubrutinib
i KL i KL S i KL
//TK / ! ?

/ - @ STE
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Zanubrutinib versus BR in treatment-naive CLL
Sequoia study

Arm A: Zanubrutinib

160 mg bid until PD, intolerable
open-label toxicity, or end of study

Cohort 1
without del(17p) by

central FISH R 1:1
planned n ~450

Key Eligibility Criteria

* Untreated CLL/SLL — Arm B:
« Met iwCLL criteria for % Bendamustine (90 mg/m2 D1 & D2)
treatment 4 ' + Rituxi 2
- 265y of age OR IGHV status, geographic region Rt:::ggg zs(;:g gg_/gs)m ‘
:l?tiu'i:tglgi for treatment x 6 cycles
Anticoagulation and ( Cohort 2
CYP3A inhibitors » with del(17p) > Arm C: Zanubrutinib
allowed planned n ~100
ClinicalTrials.gov: ( )
NCT03336333 R Cohort 3

with del(17p) e Arm D Zanubrutinib + Venetoclax
planned n ~80

Tam CS et al, Lancet Oncol, 2022
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Zanubrutinib versus BR in treatment-naive CLL

100
ey
= 90
)
8 804
e
a 70
S 60
2
A 50
[ )]
@ 401
U
S 307
(7]
o 20 -
)
S 104
(-9

0

Sequoia study

No. of patients at risk

Zanubrutinib 241
BR 238

24-mo PFS
— Zanubrutinib 85.5% (95% Cl, 80.1-89.6)
~ BR 69.5% (95% Cl, 62.4-75.5)
+ Censored
Hazard ratio: 0.42 (95% Cl, 0.27-0.63); 2-sided P<0.0001
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
237 230 224 222 214 208 195 123 79 31 17 2 1 0
218 210 200 187 176 164 150 89 54 20 8 1 0

Tam CS et al, Lancet Oncol, 2022
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Zanubrutinib versus BR in treatment-naive CLL
Sequoia study

—— Zanubrutinib, unmutated IGHV
—— BR, unmutated IGHV
40 -| Hazard ratio: 0.24 (95% Cl, 0.13-0.43); P<0.001

301 —— Zanubrutinib, mutated IGHV
—— BR, mutated IGHV
Hazard ratio: 0.67 (95% Cl, 0.36-1.22); P=0.186

Progression-Free Survival Probability
w
o
1

107 + Censored
0 T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33
Months
No. of patients at risk
Zanubrutinib - Unmutated 125 121 117 114 113 112 109 104 68 44 14
BR - Unmutated 121 110 106 100 90 82 73 65 39 25 6 1
Zanubrutinib - Mutated 109 109 106 104 103 97 94 88 53 33 15 10
BR - Mutated 110 101 98 94 91 88 86 80 47 27 14 7

Tam CS et al, Lancet Oncol, 2022
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Outline

* Overview of current guidelines for treatment-naive CLL

e Comparison between CIT and BTK inhibitors

 Comparison between CIT and Ven-based regimens

* Hot topicsin CLL in October 2023
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CLL13 study design

f
: z CIT: FCR <65 yrs (n=150); BR >65 yrs (n=79) x 6 cycles
Fit patients - yrs ( ) yEs { ) L
with CLL S
N=926 S Venetoclax 400 mg PO QD (ramp-up) x 12 cycles
- g Rituximab 375 (500) mg/m2 IV x 6 cycles
Select inclusion <]
criteria: g
<6 & | crel* =
cre <6Excru°dr2: e = Venetoclax 400 mg PO QD (ramp-up) x 12 cycles
del(17p)/TP53m - Obinutuzumab 1,000 mg IV x 6 cycles
-
Venetoclax 400 mg PO QD (ramp-up) x 12 cycles
Stratification factors: =
. Age Ibrutinib 420 mg PO QD
* Binet stage Obinutuzumab 1,000 mg IV x 6 cycles
\- Country /
Co-Primary Endpoints: Key Secondary Endpoints:
e uMRD (<10%) in PB at e MRDin PB at month 15 (all other comparisons) ¢ ORR
month 15 (VenO vs CIT) ¢ MRD in BM at final restaging e CR/CRirate
* PFS(IVOvsCIT) ¢  PFS (all other comparisons)

Analyses: Interim analysis: 138 PFS events; PFS interim analysis postponed to Q1 2022 due to low number of events

ClinicalTrials.gov: http://clinicaltrials.gov/ct2/show/NCT02950051
(accessed December 2021);
Eichhorst B, et al. ASH 2021. Abstract 71 (Oral).

* Normal CrCl defined as 270 mL/min; 28-day cycles; Data cut for first co-primary endpoint analysis: February 28, 2021.
BM, bone marrow; BR, bendamustine + rituximab; CIRS, cumulative illness rating scale; CIT, chemoimmunotherapy; CrCl, creatinine clearance;
EFS, event-free survival; FCR, fludarabine + cyclophosphamide + rituximab; IVO, ibrutinib + venetoclax + obinutuzumab; PB, peripheral blood.
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CLL13 trial

Undetectable Minimal Residual Disease at 15 Mo

92.2

86.5 (97.5% Cl, 87.3-95.7)
100+ (97.5% Cl, 80.6-91.1) P<0.001
" P<0.001
T 80 57.0
b5 (97.5% Cl, 49.5-64.2) 52.0
Q. co- P=0.32 o
t..6 (97.5% Cl, 44.4-59.5)
g
g 40
)
c
o
5 20
a
0
Venetoclax- Venetoclax- Venetoclax- Chemo-
Obinutuzumab Obinutuzumab- Rituximab immunotherapy
Ibrutinib

The percentage of patients with
undetectable minimal residual
disease was significantly higher in
the venetoclax—obinutuzumab
group and the venetoclax—
obinutuzumab—ibrutinib group
than in the CIT group (P<0.001 for
both comparisons), but it was not
significantly higher in the
venetoclax—rituximab group
(P=0.32).
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CLL13 trial

Progression-free Survival, All Patients

100
i Venetoclax—obinutuzumab—ibrutinib
@ 90- W Treatment arm 3-yr PFS, %
80 T
o:,' 70 g ey Venetoclax—obinutuzumab
v} - 0
: ‘IIA“_
S 60 - SCIT 75.5
v}
£ 504 Chemoimmunotherapy
)
ot 404 ’
3 5 . VenR 80.8
S 2
E +~+ Venetoclax-rituximab
a 204
104 VenO 87.7
c T T T T 1
0 12 24 36 48 60
Months IVO 90.5
No. at Risk
Chemoimmunotherapy 229 197 172 98 28 0
Venetoclax—rituximab 237 226 212 119 32 0
Venetoclax—obinutuzumab 229 221 208 125 42 0
Venetoclax—obinutuzumab—ibrutinib 231 227 217 132 44 0

Eichhorst et al, NEJM, 2023
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PFS, U-IGHV

CLL13 trial

Chemoimmunotherapy

“++Venetoclax—rituximab

60

100
_ 90
R 804
§ 70
3 e 3YPFS
£ 509 SCIT 65.5%
g .| VenR 76.4%
E 1 VenO 82.9%
Y 1] IVO 86.6%
0 1 T T T 1
0 12 24 36 48
Months

Cumulative Incidence (%)

PFS, M-IGHV

100 ———— Venetoclax—obinutuzumab-ibrutinib
o] e

80 T Yy I..!:u:p:p+Venetoclax—obinutuzumab
- *+ Chemoimmunotherapy
60— 3y PFS s Venetoclax—rituximab
so4 SCIT 89.9%

1 VenR 87.0%

304

] Veno 93.6%

10{ VO 96.0%

0 T T T T 1

0 12 24 36 48 60
Months

Eichhorst et al, NEJM, 2023
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While chemoimmunotherapy is being abandoned,

new questions emerge about CLL treatment...
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Outline

* Overview of current guidelines for treatment-naive CLL
e Comparison between CIT and BTK inhibitors

 Comparison between CIT and Ven-based regimens

* Hot topicsin CLL in 2023-2024

a. Treatment of intermediate-risk (WT TP53 and U-IGHV) patients?
b. Choice of BTK inhibitor?

c. Treatment of double-resistant CLL patients?

d. Who are the best candidates for the upcoming doublet (I + V)?
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Outline

* Overview of current guidelines for treatment-naive CLL
e Comparison between CIT and BTK inhibitors

 Comparison between CIT and Ven-based regimens

* Hot topicsin CLL in 2023-2024

a. Treatment of intermediate-risk (WT TP53 and U-IGHV) patients?|
b. Choice of BTK inhibitor?

c. Treatment of double-resistant CLL patients?
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Treatment of intermediate-risk (WT TP53 and U-IGHV) patients
Continuous or fixed duration treatment?

ibrutinib G-Ven

100 4
004 Progression-free survival'
Time on VenO (median follow-up 65.4 months)

80 100
2_\: 70 1 T . Wmmy e
[3
2 80
2 60 Unmutated IGHV MutatedIGHV [
2] "
s lr  Chl lr  Chl S A Median PFS
8 : Median PFS
50 60 mo PFS 67% 6% 81%  24% _ : " 64.8 mos
& Medan PFS,mo N 9 NE 17 3 60 Median PES i} MedianPFS ;| . 50.9 mos
2 w04 HR (95% Cl) 0.105 (0.058,0.190)  0.153 (0.067, 0.349) = 16.8 mos®> : H VenO, unmutated IGHV
] = R S without TP53 mut/del
o -
g 301 A0 TR

L VenO, unmutated IGHV
204 _ i pilaiad (T - .?.. with TP53 mut/del
== lbrutinib, unmutated IGHV ] 0Clb, unmutated IGHV with TP53 mut/del
101 — Chiorambucil, mutated IGHV EoT i i e i
= Chioramoucl, unmutiated IGHY \ i i ' 0Clb, unmutated IGHV without TP53 mut/del
0 T T T T T T T T T T T T T T T T T T T T T T 1 0 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 60 63 66 69 0 9 18 27 36 45 54 63 72
Month . .
Time (months)
Burger JA et al, Leukemia, 2020 Al-Sawaf O et al, Nat Comm, 2023
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Outline

* Overview of current guidelines for treatment-naive CLL
e Comparison between CIT and BTK inhibitors

 Comparison between CIT and Ven-based regimens

* Hot topicsin CLL in 2023-2024

a. Treatment of intermediate-risk (WT TP53 and U-IGHV) patients?
b. Choice of BTK inhibitor?

c. Treatment of double-resistant CLL patients?

d. Who are the best candidates for the upcoming doublet (I + V)?
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Acalabrutinib versus Ibrutinib in del17p and dell11qg R/R CLL
ELEVATE R/R study

No. of Events/Patients

Subgroup Analysis Acalabrutinib  Ibrutinib HR (95% CI)
Age group, years
<65 77/124 66/122 —— 1.09 (0.79 to 1.52)
265t0<75 46/100 49/100 —e— 0.98 (0.66 to 1.47)
275 20/44 21/43 —_— 0.69 (0.37 to 1.28)
Sex
Male 105/185 101/194 —»— 1.06 (0.81 to 1.40)
Female 38/83 35/71 —— 0.88 (0.56 to 1.40)
ECOG at random assignment®
0,1 128/248 119/244 -0 1.03 (0.80 to 1.33)
2 15/20 17/21 — 4 (0.32 to 1.29)
—_ . :
=) Rai stage at screening
o< - 65/130 58/124 —jo— 1.12(0.79 to 1.61)
- -V 77/131 74/134 —o— 0.93 (0.67 to 1.28)
m Bulky disease, cm
L <5 66/138 66/127 —e 0.79 (0.56 to 1.11)
(a1 25 77128 70/136 ~+o— 1.25 (0.90 to 1.74)
No. of prior therapies®
13 122/239 117/238 o 0.99 (0.77 to 1.27)
20 Events, No. (%) ~ Median (95% Cl) HR (95% CI) 24 21729 19727 1 1.07(0.57 to 202
- a
Acalabrutinib 143(53.4)  384(33.0t0386)  1.00(0.79to 1.27) Presence of del(17)(p13.1) 261124 22121 1 100 {0.73 10 1.38)
- N 67/144 64/144 0 (0.71 to 1.41
——— Ibrutinib 136(51.3)  38.4(33.0t041.6) ° ! / 1T 071t 4n
Presence of del(11)(q22.3)
Yes 85/167 79/175 —— 1.08 (0.80 to 1.47)
! ! ! ! ! ! ! ! ! ! ! ! ! ! ! I I I ! No 58/100 57/90 —e— 0.86 (0.59 to 1.24)
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 P53 mutation
. 64/100 73/112 —— 0.95 (0.68 to 1.33)
Tlme (months) No 79167 63/153 1.11 (0.80 to 1.55)
IGHV
No. at risk: Mutated 13/44 13/28 0.60 (0.28 to 1.31)
Unmutated 130/220 123/237 1.09 (0.85 to 1.40)
Acalabrutinib 268 250 235 227 219 207 200 193 173 163 148 110 84 59 31 21 13 3 1 0
Complex karyotype
. Yes 74/124 66/125 1.04 (0.74 to 1.44)
Ibrutinib 265 240 221 205 186 178 168 160 148 142 130 108 81 66 41 26 15 8 2 0 No 521116 56/116 2 (0,63 to 1.35)
005 0.1 05 1 5
Favor Favor
Acalabrutinib Ibrutinib

Byrd JC et al, JCO, 2021
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Safety: Atrial fibrillation/flutter and Hypertension

» Lower cumulative incidences of any grade atrial fibrillation/flutter and hypertension with acalabrutinib

Acalabrutinib 266 255 240 231 228 218 206 197 188 183 172 167 142 115 89 58 35 19 8
Ibrutinib 263 241 224 208 199 185 176 166 156 143 136 128 117 96 73 56 36 18 8

| Atrial fibrillation/flutter |

| Hypertension |
50+ 50+
HR (95% Cl): 0.52 (0.32, 0.86) HR (95% Cl): 0.34 (0.21, 0.54)
. 401  __ Acalabrutinib 401 _ Acalabrutinib
X X .
X - 2 —— Ibrutinib
P = |brutinib P rutini
& 301 ® 30
e k=
() (7]
i @
2 20 2 20
ko ©
3 3
c :
3 10+ 3 104
01 0+
1 1 1 1 1 1 | 1 1 | 1 1 1 | ] 1 1 1 1 1 1 1 L 1 1 1 1 1 1 1 1 1 L 1 1 | 1 L 1 L 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Months ) Months
No. at risk No. at risk

0 Acalabrutinb 266 246 229 220 216 205 193 184 176 169 157 153 136 114 89 60 34 17 5 0 0

0 Ibrutinib 263 230 203 183 170 153 141 130 120 111 104 98 85 69 48 40 27 15 7 1 0

Byrd JC et al, JCO, 2021
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Zanubrutinib in R/R CLL/SLL
Alpine Study — phase Il randomized study of zanubrutinib vs ibrutinib

R/R CLL/SLL with 2 1 prior
treatment Arm A

(Planned N=600, Actual N=652) Zanubrutinib 160 mg BID

Key Inclusion Criteria

* R/Rto 21 prior systemic therapy for
CLL/SLL Arm H

» Measurable lymphadenopathy by CT ‘ yrutinib 420 ma
or MRI

Key Exclusion Criteria

« Current or past Richter’s Stratification Factors
transformation * Age

 Prior BTK inhibitor therapy » Geographic region
» Treatment with warfarin or other « Refractory status

vitamin K antagonists « Del(17p)/TP53 mutation status

Hillmen P et al, BSH, 2022
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Zanubrutinib in R/R CLL/SLL
Alpine Study — phase Il randomized study of zanubrutinib vs ibrutinib

100 -_ﬁ—lq_‘__ | , .
90 | . '
X
—- 804
S
g 70 -
o 604 — Zanubrutinib
] — Ibrutinib
0 50 - 4 Consorsd 12-month landmark event free rate:
é 40 Zanubrutinib 94.9%  Ibrutinib 84.0%
e HR 0.40 (95% CI 0.23-0.69)
o 30+ 2-sided P=0.0007*
g’ 20
% 10-
0 T T T T T T
0 3 6 9 12 15 18
Patients at Risk Months From Randomization
Zanubrutinib 207 200 194 190 152 70 19
Ibrutinib 208 196 188 170 125 57 8

Hillmen P et al, BSH, 2022
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Choice of BTK inhibitor

IBRUTINIB ACALABRUTINIB ZANUBRUTINIB
* Longer follow-up * Reduced incidence and * Reduced incidence of AF
* QD administration different timing of AF * Better efficacy?
schedule  Reduced incidence of hypertension <+ Higher incidence of
* Experience with dose  Headache hypertension
reduction * (PPl discontinuation) * Neutropenia

* Higher incidence of AF
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Outline

* Overview of current guidelines for treatment-naive CLL
e Comparison between CIT and BTK inhibitors

 Comparison between CIT and Ven-based regimens

* Hot topicsin CLL in 2023-2024

a. Treatment of intermediate-risk (WT TP53 and U-IGHV) patients?
b. Choice of BTK inhibitor?

c. Treatment of double-resistant CLL patients?

d. Who are the best candidates for the upcoming doublet | + V?
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Survival of double-R CLL

100 - Whole cohort
75 - =% Progressive CLL
=
= . - RT
S 50-
= . p—=0.841
25 |
0 T T T T T 1
0 6 12 18
Time since progression on second-line
targeted agent (months)

Maximum % change in SPD from baseline
\

25

-25

-75

=100

Pirtobrutinib in R/R CLL/SLL

W BTK discontinuation for progression
B BTK discontinuation for toxicity/other
[ BTK naive

# Prior BCL2 inhibitor

+ BTK C481-mutant

Data cutoff date of 27 September 2020 Mato et al., Lancet 2021: 397 892-901

Aronson JH et al, Am J Hematol, 2022; Mato AR et al, Lancet, 2021
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Outline
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Venetoclax + Ibrutinib in TN CLL
CAPTIVATE Study (phase 1) — Fixed duration cohort

EOT

- Lead-in Phase Combination Tx Phase 1 Upon PD, patients
Patients <70 yrs of age Ibrutinib 420 D could be eligible for
with previously untreated, Ibrutinib 420 mg FUtni mg QD + Follow-up g .
. " Venetoclax 5-wk ramp-up retreatment with
active CLL/SLL requiring +—> [ERODE (oI oVel[- ol — _— . . ..
. L to 400 mg QD for 12 cycles* single-agent ibrutinib,
therapy by iwCLL criteria; (N =159) L
(n=153) (or FD ibrutinib +
ECOG PS 0-2 ,
venetoclax if they had
(N =159)
durable response)

Primary endpoint: CR/Cri rate in patients without del(17p)
Secondary endpoints: ORR, DoR, uMRD rates, PFS, OS

Tam C, et al, Blood, 2022
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Venetoclax + Ibrutinib in TN CLL
CAPTIVATE Study (phase 1) — Fixed duration cohort

100

90 1

80

701

60

PFS, %

40

304

201

104

0

501

Patients without del(17p)
All treated patients

[}

-

c

9

P Treatment period R ®
5T v Q
X

At latest update: G

0

4-year PFS =79% e

Q

0n

[}

14

Patients without del(17p) All treated patients
n=1% N=159 . Patients without del(17p) Patients with All treated patients
oy s e n=136 del(17p)imutated TP53 N=159
n=27
o 3 6 9 12 15 18 21 24 2
Months
Tam C et al, Blood, 2022
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Conclusion and Discussion

* As demonstrated by multiple clinical trials, BTK inhibitors and venetoclax-based
regimens outperform CIT in first and subsequent lines of treatment

e Efficacy of novel agents over CIT is more evident in intermediate and high-risk CLL

e Also low-risk patients benefit from novel agents by virtue of their efficacy and
lower/different short and long-term toxicity

* Among novel regimens, treament choice must be individualized based on biological
features, patient’s age and comorbidities, hospital access, etc.

* Optimal choice and sequencing of novel regimens is still matter of clinical investigation

* Re-treatment after fixed duration therapy?
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