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GIORNATE EMATOLOGICHE VICENTINE xi edizione
Outline

* Fixed Duration Therapy (FDT) e Continuous Duration
Therapy (CDT) in Italia

 Update con LT-FUP di studi registrativi 1st line e R-R
 Confronto efficacia e fattori prognostici

* Confronto tossicita...

e ..beyond maximum grade

* Quali pazienti per CDT o FDT?
©
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Frontline treatment algorithm in CLL
N T e
Disponibili in Italia

cbT absefce of presetce of

. . 17p- and TP53mut 17p- and / or TP53mut
- Ibrutinib |

. . _mlGH\J’ ulGHY
- Acalabrutinib [ mow_]
l_l_l I 1

= Za n U b rU t | n | b obinutuzumab ibrutinib + obinutuzumab acalabrutinib +/- ibrutinib + acalabrutinib
+ venetoclax venetoclax + venetoclax obinutuzumab venetoclax or
- (Ve netocl aX) or zanubrutinib
zanubrutinib

FDT °r ” -
acalabrutinib +/- ibrutinib +/-

- I + V obinutuzumab obinutuzumab
or

ibrutinib + obinutuzumab +
venetoclax venetoclax

zanubrutinib

- G-Ven
- (A + V) ibrutinib +/-

obinutuzumab
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Sequencing algorithm for RR-CLL

- - sie In Italia
Retreatment cot
etreatmen .
BTK i
BCL-2i + aCD20 mAb - Ibrutinib

Fixed-duration
BCL-2i + anti- Retreatment ncBTKi

BCL-2i +aCD20 mAb

- Acalabrutinib

CD20 mAb
Retreatment

ncBTKi :
BCL-2i +aCD20 mAb

- Zanubrutinib

Retreatment .
Fixed-duration BCL-2i +aCD20 mAb L

BCL-2i + aCD20 mAb ncBTKi

- Venetoclax
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Retreatment
BCL-2i + aCD20 mAb

ACBTKi Fixed-duration Retreatment
BCL-2i + aCD20 mAb BCL-2i +aCD20 mAb

*Dose reduction, alternate cBTKi for intolerance.

. : o A -R-Ven
Un precedente trattamento con CIT viene gestito come nell’algoritmo di 1° linea
(in assenza delle opzioni I+V e con sostituzione di G-Ven con R-Ven)

cBTKi £ anti- ) o
CD20 mAb* - (Pirtobrutinib)

FDT
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Continuous Duration Therapy
1st line
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First-Generation Covalent BTK Inhibitor (cBTKi)
Ibrutinib: Superiority to CIT in young fit patients

= Qutcomes with ibrutinib in combination with rituximab in CLL

— Superior to CIT in younger and older patients

— Superior to FCR in patients <65 yrin PFS

Phase Il E1912 Trial: Overall*

1.0 1

0.8 1

0.6 7
HR: 0.37 (95% Cl: 0.27-0.51;

P <.0001) 51%
* 6-yr PFS: 73%
0.2 = Median age: 58 yr (8% >65 yr)

= Cardiac deaths:n=1

0.4

Probability of PFS

0 T T T T T T

0 1 2 3 4 5 6
Yr

1. Shanafelt. Blood. 2022;140:112. 2. Hillmen. Blood. 2021;138:642.

10 H
0

PFS (%)

oON O b oo O

Phase Ill NCRI FLAIR Trial: Overall?
IR mPFS: NR

HR: 0.44 (95% ClI: 0.32-0.60;

P <.001) mPFS: 66.53 mo

= Median age: 63 yr (54% >65 yr)

= Cardiac deaths: n=9

O

n n n n
12 24 36 48 60 72
Mo From Randomization



First-Generation Covalent BTK Inhibitor (cBTKi)
Ibrutinib: Superior to Chl / BR in elderly unfit pts

= Qutcomes with ibrutinib alone or in combination with rituximab in CLL
— Superior to chlorambucil in patients 265 yr in PFS and OS (RESONATE-2)
— Superior to BR in patients 265 yr in PFS

Associated with atrial fibrillation, bleeding, bruising, hypertension, myalgias, arthralgias, and diarrhea

= Treatment was discontinued in 41% of patients in the RESONATE-2 trial, mostly due to AEs
RESONATE-2 Trial: Overall®? A041202 Trial: Overall®
(Patients Aged 265 Yr With Untreated CLL) (Patients Aged 265 Yr With Untreated

1.0

100

80 =

Ibrutinib

60 =

mPFS: NE

PFS (%)

40 =

mPFS: 15.0 mo

20 o
Chlorambucil

O e —

100

mOS: NR

1brutinib

Chlorambucil

OS not
captured for
chlorambucil
arm for
patients with
PDaftera
median5 yr

mOS: 89 mo

follow-up

Probability of PFS

CLL)

mPFS: 44.9 mo

0 6 12 18 24 30 36 4 48 54 60 66 72 78 8 N %
Mo

----------------
0 6 12 18 24 30 36 4 48 54 60 66 72 78 8 9N %

Mo

1. Barr. Blood Adv. 2022;6:3440. 2. Burger. Leukemia. 2020;34:787. 3. Woyach. Blood. 2024;143:1616.
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ECOG 1912 (IR vs FCR):
PFS by IGHV status

Progression—free survival

Overall IGHV mutated
1.04 1.04
Ibrutinib=rituximab Ibrutinib—rituximab

0.8 0.8
0.6 4 0.6 4
0.4 4 0.4 4
024 0.2 4

HR = 0.37, (95% CI: 0.27-0.51) HR = 0.27, (95% CI: 0.11-0.62)

P < 0.0001 P =0.001

S—year rates: 78%, 51% S—year rates: 83%, 68%
0.0 4 0.0+

T T T T T T T T T T T T T T

0o 1 2 3 4 5 6 7 o 1 2 3 4 5 6 7

IGHV unmutated

Ibrutinib=rituximab

0.8

0.6+

0.4 H

0.2
HR = 0.27, (95% CI: 0.18-0.41)
P < 0.0001

S—year rates: 75%, 33%

0.0 4

Progression-free survival, %

Patients at risk

|brutinib, mutated IGHV:
Ibrutinib, unmutated IGHV:
Chlorambucil, mutated IGHV:
Chlorambucil, unmutated IGHV:

Role of IgHV status

8-year update of RESONATE-2:
PFS by IgHV status

100
90
80 A
70 4 Ibrutinib, unmutated IGHV lbrutinib, mutated |GHV
60
Unmutated IGHV Mutated (GHV
50 b Gl tor ol
7 year PFS 5% ) 68% 17%
40 Median PFS, mo NR 93 R 16.7
HR (95% C)) 0.112 (0065-0.12) 0174 (0.083-0.342)
30 A
20 - Chlorambucil, mutated IGHV
10 Chlorambucil, unmutated IGHV LI
0 T r T T T T T T -

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Months

40 37 34 34 32 30 30 29 27 26 25 22 19 19 16 6

42 32 25 21 18 15 14 12 11 8 8 5 4 4 3 0
60 33 23 19 11 8 6 5 3 3 2 1 1 1 1 1
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MOA of Covalent vs Noncovalent BTK Inhibitors

Covalent inhibitors (ibrutinib,
acalabrutinib, zanubrutinib) bind
irreversibly to C481, blocking the ATP-
binding site

MAPK Noncovalent inhibitors
activation (fenebrutinib, nemtabrutinib,
& 2 AKT/mTOR NF-xB
pirtobrutinib, vecabrutinib) bind ./m .0 A
activation activation

reversibly to BTK in the ATP

pocket*
*Not dependent on C481.

Adapted from Lewis. J Pers Med. 2021;11:764

Kinase Selectivity of Irreversible Covalent BTK Inhibitors

Kinase Selectivity Profiling at 1 pmol/L (in vitro)
Larger red circles represent stronger inhibition

1C50/EC5 (nM) - il g : N
"'/ SIE \\ [ ] S'E\

Kinase Ibrutinib  Acalabrutinib Zanubrutinib o “ & 7 A\ » S s )
BTK 15 51 o0 [ gy = 1§

TEC 10 126 44 - o, Acc“‘ Ve \_/ e

ITK 49 >1000 50 ’ / 3

BMX 0.8 46 14 \\\MG » / \\5#“ 0
ESER 53 >1000 21 Ibrutinib X ‘.‘ . ’m " Acalabrutinib
ERBB4 3.4 16 6.9 ™ L Kl

JAK3 32 >1000 1377

0.1 >1000 o

2nd gen BTKi: J Off target effects

Kaptein. ASH 2018. Abstr 1871

| L resistance on some

Non-covalent BTKi:

BTK Inhibitors

- |
mutations oA
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GB16673)
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7Presistant
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sensitive 5

Kinase-Impaired
L528W

A428D

V416L
HCK/
CA81R/FIY

BTK —— > | PLCG2
Kinase-Preserved
C481s

T4741

Conclusions: Unlike the case of ibrutinib, where BTK C481S
represents the majority of resistant mutations, treatment with
second-generation and noncovalent BTKi is associated with
newly described resistant BTK mutations both at the C481 site
and at other sites. These mutations have clinical
significance as they may confer resistance to
multiple agents.

Tam et al. DOI: 10.1182/blood.2024026672
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Acalabrutinib (ELEVATE-TN): PFS With 6-Yr Follow-up

100~ .
78%1 )
A I Median PFS: NR
80
—
R 607 N 62%
A+0vs0+C .
bl HR: 0.14 (95% CI: 0.10-0.20) :MEdlan PFS: NR
a A0 P <0001 1
Avs0+Clb 1 Median
HR: 0.24 (95% CI: 0.17-0.32) 17% 1
P <0001 = A+0 1 PFS: 27.8 mo
20" A+ovsaA _
HR: 0.58 (95% Cl: 0.39- 0.86) A ]
P=.0229 == 0 +Clb 1
1
0 rrrrrrrrrrrrrrrrrrr1rrrrrrrrrri
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Mo
Patients at Risk, n
A+0 179 170 164 160 1% 13 151 144 140 13% 127 112 99 39 10 0
A 119 163 1% 153 149 142 137 13 18 121 13 100 85 37 7 a
0+Clb 177 156 13 110 86 &7 56 44 38 29 24 21 14 6 1 0
100 - \
aﬁ‘ A IGH ledian PF
® o804 A Feem o TR f
2= UIGHV: A+0 vs O+Clb 3
4 HR® (95% CI): 0.08
'3 (0.05,0.12) - .
o B0ulGHv: Avs oscib ot
[ HR*(85% Cl):012 N_ Tt I
o (0.08,0.18) S4=< | AUIGHV: Median PFS=NR
£ 40 ulGHV: A+O Vs A
o HR® (95% CI): 0.63
@ (039, 1.01)
2 — uIGHV, A+O
o 204 - mIGHY, A+O
N ‘
o CmiGHY A e 5% 1 0+Clb ulGHV: Median PF$=22.2 mo
0 -+ mIGHY, O+Clb h

T T T 1
0 3 6 9 12

103 101 98 97 95
74 72 68 69 67

T 1T T 1T T 1T 1T 1
15 18 21 24 27 30 33 36 39

95 94 92 91 91 90 B89 89 85
66 64 63 63 63 61 61 60 59

118 111 108 106 106 105 104 103 102 100 97 96 93 92

59 54 53 50 48
116 105 101 89 85

48 47 45 45 44 43 43 42 42
75 62 55 43 41 28 27 19 14

50 56 53 52 52 48 46 43 41 39 37 37 36 M

1 T 1 T
42 45 48 51
Months

84 81 81 80
58 58
o1 88
41 41
1 9
2

1 1
84 87 90

6 1
4 1
65 63 56 35 21 13 4 1
31
10

= After median follow-up of 74.5 mo,
median PFS was significantly longer in A-
containing arms compared with O + Clb

" |n A-treated patients ulGHV slightly
lower than mIGHV

= Addition of anti-CD20 to 2nd generation

cBTKi seems to improve PFS, particularly
if ulGHV

Sharman. ASH 2023. Abstr 636. Sharman. Blood. 2025;[Epub].



Patients at risk, n

SEQUOIA 5 Yr Follow Up: Zanubrutinib vs BR

PFS in Overall Population

100 =
go4 —BR o
9 == 7Zanubrutinib
2
-~ + Censored
£ 60~
e}
©
2
o
a 40+
wv
[V
o Zanu BR
207 mPFS, mo NR 44.1
HR: 0.29 (95% Cl: 0.21-0.40; P <.0001)
OTTTTTITTITITTITTITTITTITTITTITITTITITITIT
0 36 912151821242730 3336394245 4851545760 63 666972 75 78
Mo
BR 238218212201192187180174163157141134116110102 92 91 77 74 38 32 8 6 O
Zanu 241238234230228224219214208205201200195192190183178164153 89 81 19 19 2 1 1 O

IGHV status is almost neutralized with Zanu

However, ulGHV status is slightly inferior to mIGHV
Shadman. JCO. 2024;43:780.

PFS in by IGHV Mutation Status

Zanubrutinib tx mutated vs unmutated:

100 =
HR: 1.35 (95% Cl: 0.76-2.40)
80 =
£
ey
= 60+
o
©
o]
e
o 40+
(7]
'!._" PFS Events, n/N (%)
===BR mutated 39/109 (35.8)
20 = ===Zanubrutinib mutated  19/109 (17.4)
BR unmutated 75/123 (61.0) Mutated HR: 0.40 (95% Cl: 0.23-0.69)
===Zanubrutinib unmutated 29/125(23.2) Unmutated HR:0.21 (95% Cl: 0.14-0.33)
+ Censored
0IIIIIIIIIIIIIIIIIIIIIIIIII
0 3 6 9121518212427303336394245 4851545760 636669727578
Pt at Risk, n: Mo
mutated
BR109100 98 93 90 88 87 84 83 81 76 74 68 67 63 58 58 5250 2522 5 5 0O
Zanu109109107106105101 99 98 93 92 92 92 90 88 83 8 8 7769 4136 11 11 1 0
unmutated

123112108102 96 93 87 84 75 71 60 55 44 40 36 32 31
Zanu125122120118117 117 114 111 111 109105 104 101 100 98 93 91

24 23
84 81

29 3 1
4543 8 8 1 1 1 O



Acalabrutinib
(ELEVATE-TN): PFS
With 6-Yr Follow-up by
TP53 mut

80

A+O vs 0+Clb
R (95% CI): 0.28 (0.13. 0.50):
£=.0006"

60 avsoeci

22’.3%5;;0\). 0.23 (0.10. 0.52) 56% i Median PFSAR

404 Aovsa E
HRE (85% CI): 1.21 (0.51, 2.87) H

P = T008" H

wi del(17p) and/or TP53m, A+Q '

204 wio del{17p) andior TP53m, A+O i
'

i

— wi del{17p} andlor TP53m, A
== wio del{17p} and/or TP53m, A

* In A monotherapy arm, PFS N S :
with or WithOUt TP53 mutation 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 & 90

Progression-Free Survival, %

Months
. No. at risk.
Was Superlm posa b |e wi del(17p) andfor TP53m. A+O 25 24 23 22 2 22 22 22 21 21 21 21 21 20 12 18 18 18 18 7 1% 15 14 13 10 L] 5 E 2 0
‘wio dei{17p) andior TP53m, A+O 154 151 147 148 142 1 138 135 135 135 132 131 130 128 125 123 122 120 118 1186 m 109 105 103 88 49 34 22 8 2
wi del(17p) and/or TP53m. A 23 22 21 21 20 20 20 18 18 18 18 18 18 17 16 18 18 15 15 15 14 14 13 1 1 7 7 4 2 1
wio del(17p) and/or TP53m, A 158 145 142 137 138 135 133 131 131 128 124 123 118 18 ur 114 13 100 108 100 ] 80 -1 84 74 40 30 18 5 1
. widelii7p)andlor TPS3m.O+Clb 25 21 19 19 18 15 W 9 e € 6 6 5 & 4 4 4 4 4 4 3 3 3 3 3 3 1 0
L Ant|-CD20 may a some wiodel(17p) andVor TPS3m. O+Clb 152 142 137 134 121 110 100 e1 7T 73 61 80 51 44 40 3 ¥ 2 25 24 20 18 @ 15 11 & 5 3 1 0

eﬁ:ica Cy to TP53Wt Sharman. ASH 2023. Abstr 636. Sharman. Blood. 2025;[Epub].

Zanubrutinib: SEQUOIA Arm C 20
(del17p): 5-year follow-up for
Progression-free Survival?

- 72.2%
| (62.4-79.8)°

5y PFS was 73.0% with
COVID-19 adjustment

PFS probability
on
=
1

90 - PFS events, n (%) :

* Median PFS was not reached with zanubrutinib 104 — Zenubrutinb 33 (30.0) !
+ Censored :

|

L L L L L L L L L L L L L L L L L L L L
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72

Data cutoff: April 30, 2024. Months

2Data are presented inpatients with del(17p), confirmed by central laboratory (N=110). ®95% Clvalues. No. at risk
Cl=confidence interval, PFS=pro gression-free survival. - ~ ~ n " Am
e o e ot Zanubrutin 110 109 106 104 104 101 98 95 94 93 89 89 88 85 82 81 80 78 76 66 62 24 2 1 0




Fixed Duration Therapy
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CLL-14 6-Yr Follow-up: PFS With Ven + Obi
vs Clb + Obi (Time Limited)

Progression-Free Survival PFS

Ven + Clb + HR P

100 4
Obin Obin (95% Cl)  Value

60

PFS (%)

40
Median observation time: 76.4 mo

204 = Ven + Obi (n = 216)
=== Clb + Obi (n = 216)

0 1 1 1 1 1 1 1
0 12 24 36 48 60 72 84
Patients at risk, n Mo to Event (PFS) From Randomization
Ven-Obi 216 193 177 160 139 112 79 3
Clb-Obi 216 185 130 101 67 50 36 3

Al-Sawaf. Blood. 2024;144:1924.



CLL14: PFS by TP53 and IGHV Mutation Status

PFS by TP53 Mutation Status

10
T

0 | e,
o 8
a O —
.g 6 7 "‘-...‘_‘
s 0 1,
o -
£ 44 =
S 0

(2) 1 = Ven + obi, TP53 del and/or mutation

0 ==\en + obi, none
0 12 24 36 48 60 72 84

Mo to Event (PFS) from Randomization

No TP53 Del and/or
Mut
(n=184)

76.6

PES by TP53 Status TP53 Del and/or Mut

(n=25)

Ven/Obi: mPFS, mo
Al-Sawaf. Blood. 2024;144:1924.

51.9

Cumulative PFS

PFS by IGHV Mutation Status

100+
8 -
0
6 -
0
4 =
0 ; I--l
— Ven + obi, IGHV mutated L
(2) == \/en + obi, IGHV unmutated
G L] L] L] L] L] L] L]
0 12 24 36 48 60 72 84

Mo to Event (PFS) from Randomization

IGHV Mutated
(n=68)

Ven/Obi: mPFS, mo NR

IGHV Unmutated
(n=110)

64.8

PFS by IGHV Status




CAPTIVATE: 5.5-Yr Follow-up Analysis From FD Cohort
of First-line Ibrutinib Plus Venetoclax for CLL/SLL

= Multicenter, 2-cohort phase Il trial. FD cohort: Fixed duration ibrutinib +
venetoclax in 1st-line setting for CLL/SLL (N = 159)

== All treated patients == ulGHV
== \With del(17p), mTP53, or CK == mIGHV
100 == Withoutdel(17p), mTP53, or CK 100
80 - 80 1
¥ 601 £ 601
wv v
v v
& 40 & 40+
5-Yr PFS Rate, % (95% CI) 5-Yr PFS Rate, %
20 All treated patients (N = 159) 67 (59-74) 20 - (95% c1)
With del(17p), mTP53, or CK (n =51) 54 (39-67) UIGHV (n = 89) 56 (45-66)
Withoutdel(17p), mTP53, or CK (n =85) 77 (66-85) mIGHV (n = 66) 80 (68-88)
O L] L] L] L] L] L] L] L] L] L] L] | O | | | | | | | | | | | |
0O 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
Patients at Risk, n Time (Mo) Time (Mo)
All treated patients 159 153 152 144 143 132 130 115 113 100 9% 3 0 Patients at Risk, n
With del(17p), mTP53,orCK 51 50 50 44 43 40 39 31 31 26 24 O ulGHV 8 8 8 7 7 7 7 5 5 4 4 1 0
Withoutdel(17p), mTP53,orCK 85 81 81 79 79 72 71 65 65 58 58 1 0 mI/IGHV 9 5 5 9 9 3 2 9 8 8 5 1 0
6 6 6 6 6 5 5 5 5 4 4
6 4 3 1 0 5 4 2 1 8 7

Wierda. JCO. 2024;42:7009. Wierda. JCO. 2022;40:7519.



U-CLL and M-CLL: no difference in resistance mutations at

relapse after 1+V

Patients evaluated (N=25 out of 29 with PD) from CAPTIVATE trial

Analysis of cytogenetic and mutational risk features at baseline did not
identify any risk feature or mutated gene as predictive of PD after
completion of fixed-duration ibrutinib plus venetoclax.

A greater total number of baseline genomic risk features was associated
with PD development

[ Current study: no acquired somatic mutations found ]

sric VI -
[ i I

R285 —7

E41K
G164D
T316A
T474IIS

CABIF/RISITIY —

2

H

Previous studies: somatic mutations in 56%—83%
of patients with PD after continuous ibrutinib

100 200 300 400
Amino acid number

No previously reported resistance-associated mutations in BTK, PLCG2,
or BCL2 were identified in the 25 evaluable patients with PD after first-
line, fixed-duration ibrutinib plus venetoclax.

[ Current study: no acquired somatic mutations found J

I N8} ]
pLcG2 N o
| | RN |

TP53 variant allele frequencies did not change from baseline to relapse
in 8 of 9 patients with TP53 mutations and the TP53 variant clone at
baseline was lost at PD in one patient, suggesting that aggressive disease
characteristics did not increase with fixed duration treatment.

1,1
Tra gdzo
a cExE & gcikch
% 5 §3 o
Previous studies: somatic mutations in 16%-33% 5
of patients with PD after continuous ibrutinib
200 300 400 500 600 700 800 900 1,000 1,100 1,200
Amino acid number
[ Current study: no acquired somatic mutations found ]
BCL2 N- JEid _ [BH1) -C
1
|
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Previous studies: somatic mutations in 7%—75%
of patients with PD after continuous venetoclax
100 200
Amino acid number

Jain, 2024



FLAIR: FCR vs lbrutinib vs Ibrutinib + Venetoclax vs
Ibrutinib + Rituximab in Previously Untreated CLL

= Multicenter, randomized, open-label, parallel-group, adaptive-design phase Ill trial

Patients <75 yr with
previously untreated
CLL requiring
therapy per iwCLL
criteria; £20% TP53
deletion by FISH
(N =523)

201 201 201

Adaptive Randomization/Design

Ibrutinib 420 mg/d +

A 4

Venetoclax 400 mg/d

1

v

Ibrutinib 420 mg/d

Ibrutinib 420 mg/d +
Rituximab

_

FCR*

MRD-defined therapy duration (1)

MRD assessed at 9 mo, 12 mo, and Q6 mo
thereafter; if MRD negative CR (<0.01%),
reassessed at 3 and 6 mo and if still negative,
- treated for double the treatment time when
MRD negativity determined; earliest therapy
end 2 yr post randomization; ibrutinib
restarted if MRD positive before Yr 6

*Fludarabine 24 mg/m?/d x5 d, C1-6;
cyclophosphamide 150 mg/m2/d x5 d, C1-6;
rituximab 375 mg/m?2C1, 500 mg/m?2 C2-6.

= Coprimary endpoints (current analysis): PFS (I + V vs FCR), MRD (I + V vs |); Key secondary endpoints (current
analysis): PFS (1+ V vs |, | vs FCR), OS, uMRD, response per iwCLL criteria, safety, HRQoL, cost

Munir. NEJM. 2024;390:326. Hillmen. EHA 2022. Abstr S145.



FLAIR: PFS and OS With Ibrutinib + Venetoclax vs FCR

PFS (013
All Patients All Patients
10 jr————, — 1+ V
g < ] - FCR
-g c X 8
© .g ; 0
= 8 2 6
=9 =
< @ 0 Median PFS, Mo (95% Cl) FCR @ 0 .
'E E 4™ = 1+V NE(NE-NE) (n=263) c 4 Median PFS, Mo (95%CI)
0 o 2 —_— ]tV
206 o= F NE (61-NE) B 0 * NE (NE-NE)
S o i a d — FRR NE (NE-NE)
l_%" 27 HR for progression or death: 0.13 (95% 2
0 Cl: 0.07-0.24) P <.001 0 HR for death: 0.31 (95% Cl: 0.15-0.67)
g T T T T T 1 (6 T T T T T 1
0 12 24 36 48 60 72 0 12 24 36 48 60 72
Mo Since Randomization Mo Since Randomization

= At 3yr, 58.0% of patients in the ibrutinib + venetoclax group had stopped therapy due to
undetectable MRD

= After 5 yr of ibrutinib + venetoclax, 65.9% of patients had undetectable MRD in the bone marrow
and 92.7% had undetectable MRD in the peripheral blood

Munir. NEJM. 2024;390:326.



GLOW: Ibrutinib + Venetoclax vs Chlorambucil +
Obinutuzumab in Previously Untreated CLL

= Randomized phase lll trial

Stratified by IGHV status, presence of del(11q)

Older (265 yr) or unfit (CIRS lbr + Ven for 12 cycles,
! after 3 cycles of Ibr lead-in ) _ ]
>6 or CrCl <70 mL/min) / (n = 106) Patients with confirmed PD
patients with previously - , and active disease requiring
untreated CLL without treatment eligible to
\ Clb + O for 6 cycles receive single-agent Ibr

del(17p) or known TP53

mutations; ECOG PS 0-2
(N=211) ) .-

Dosing: lbr 420 mg QD; Ven 20-400 mg QD ramp-up over 5 wk beginning at cycle 4;
Clb 0.5 mg/kg on Days 1, 15; 0 1000 mg on Days 1-2, 8, 15 of cycle 1, Day 1 of cycles 2-6.

(n=105)

= Primary endpoint: PFS by IRC
Secondary endpoints: MRD, CRR, ORR, OS, DOR, time-to-next treatment, time to

worsening, safety
Niemann. Lancet Oncol. 2023;24:1423. Munir. ASH 2021. Abstr 70.



GLOW: 4-Yr Follow-up PFS

Median follow-up: 46 mo

Ibr + Ven
Ibr + Ven Clb+0 Characteristic, n (%)
(n = 106) (n = 105)
Events 29 78
mPFS, mo (95% Cl) NR 21.7 (16.7-26.1) Events 3 23
10 HR (95% Cl) 0.214 (0.138-0.334) mPFS, mo (95% Cl) 90.0(72.0-96.7) 69.8 (57.2-79.4)
0 T Pvalue <.0001 HR (95% Cl) 3.775 (1.133-12.576)
g | P value 0
0
6 Characteristic, n (%)
.
E 4 | Events 21 47
0 mPFS, mo (95% Cl) 43.1(23.1-59.0) 15.0(6.7-26.4)
2 Lot Endor HR (95% CI) 2.172 (1.289-3.660)
0 Cb+0  lbp+ P value .0036
N
0 6 12 1 2 3 3 4 4
No. at risk (no. censored) 8 Time (o) 0 6 2 8 = 5-yr follow-up mPFS for lbr + Ven vs Clb + O:
lbr+Ven 106(0) 98(2) 92(2) 90(2) 87(3) 80(6) 76(6) 52(28) 2(75) 67% vs 20%; HR: 0.256

Cb+0  105(0) 101(0) 95(2) 56(4) 43(6) 34(7) 30(8) 14(17) 1(26)

Niemann. Lancet Oncol. 2023;24:1423. Munir. SOHO 2024. Abstr CLL-487.



AMPLIFY: Study Design

= Prespecified interim analysis of international, randomized, open-label phase Il trial
Stratified by age (> vs <65 yr); IGHV mutational status; Rai stage (2vs <3); region

AV (n=291)
Acalabrutinib 100 mg PO BID in cycles 1-14 +
Venetoclax 400 mg PO QD in cycles 3-14

1
|
1
v
Adults with previously untreated / AVO (n = 286)

. . - . C

WLl 2008 crierin mo deli17p) Acalabrutinib 100 mg PO BID in cycles 1-14 + ot built nto
’ — .

or TP53 mutation; ECOG PS 0-2; Ven(.atoclax 400 mg PO QD In.cycles 3-14+ study protocol

no CIRS-Geriatric >6; no Obinutuzumab 1000 msg

significant CVD FCR/BR (n = 290)
(N =867) FCR or BR in cycles 1-6

= Primary endpoint: PFS per IRC for AV vs FCR/BR

= Secondary endpoints*: PFS per IRC for AVO vs FCR/BR; uMRD for AV vs FCR/BR; uMRD for
AVO vs FCR/BR; OS for AV vs FCR/BR; OS for AVO vs FCR/BR

*Secondary endpoints tested in the order listed if primary endpoint is met.
Brown. ASH 2024. Abstr 1009. Brown. NEJM. 2025;392:748.



AMPLIFY: PFS per IRC

100 =
80 =
2 76.5%
AVO
2 g \;:\\‘\\
AR 0 .5% AV
a 10 HR (95% Cl) P Value - FCR/BR
AV vs FCR/BR 0.65(0.49-0.87)  .0038
201 AVO vs FCR/BR 0.42(0.30-0.59) <.0001
0 6 12 18 24 30 36 42 48 54 60
Patients at Risk, n Mo From Randomization
AV 291 282 289 251 237 219 177 102 35 3 0
AVO 288 272 258 237 225 219 191 118 51 7 0
FCR/BR 290 238 208 189 170 154 127 68 28 6 0

= Study met its primary endpoint, demonstrating significantly prolonged PFS per IRC
for AV vs FCR/BR after a median follow-up of 48.0 mo

Brown. ASH 2024. Abstr 1009. Brown. NEJM. 2025;392:748.



AMPLIFY: PFS Subgroup Analyses

Median PFS by Subgroup AV
Unmutated IGHV n=167

= mPFS, mo 51.5

= HR (95% CI) vs FCR/BR HR: 0.69 (0.48-0.97)
Mutated IGHV n=124

" mPFS, mo NR

= HR (95% Cl) vs FCR/BR 0.67 (0.39-1.14)
uMRD* group at EOT n=100

"= mPFS, mo NR

= HR (95% Cl) vs FCR/BR 0.43 (0.24-0.76)
MRD+* at EOT n=122

= mPFS, mo NR

= HR (95% Cl) vs FCR/BR 0.44 (0.28-0.71)

*UMRD defined as <10+ in PB per flow cytometry.

Brown. ASH 2024. Abstr 1009. Brown. NEJM. 2025;392:748.

AVO

n =169
NR
HR: 0.35 (0.23-0.53)

n=117
NR
0.58 (0.32-1.02)

=192
NR
0.27 (0.16-.46)

n=10
45.7
0.70 (0.21-1.78)



Treatment and Assessment Schedule

SEQUOIAArmD

C1 C4 Cc7 C10 C13 C16 C19 C22 C25 C28+
[ [ [ [ [ [ [ [ [ |

Zanubrutinib 160 mg BID Continue zanubrutinib until

uMRD earlystopping criteria
f f Venetoclax 400 mg QD (up to 24 cycles) Discontinue venetoclax due to uMRD early stopping criteria

Baseline and end of C3:
TLS risk assessment

Hematology/physical
examination/imaging

MRD: PB ® [ ) [

® ® o o ® ® o
BM biopsy and I
aspirate for CR® —
—

MRD: BM aspirate® I

All conditions must be met:
1. Response assessed as CR or CRi confirmed by a BM biopsy

2. uMRD <1x10-4(uMRD4) achieved in 2 consecutive peripheral blood MRD tests
conducted =12 weeks apart i) Minimum of 27 cycles of zanubrutinib (to stop zanubrutinib early)

4. Received

i) Minimum of 12 cycles of venetoclax (to stop venetoclax early)

3. uMRD4 achieved in 2 consecutive BM aspirate MRD tests conducted =12 weeks apart

@BM biopsy and aspirate are required to confirm a suspected CR/CRi (BM biopsy collectiontimepoint not defined per protocol), starting after cycle 9 and then annually if needed. PPatients with confirned CR/CRi and 2 consecutive PB-uMRD results at least
12 weeks apart.

BID =twice daily, BM=bone marrow, C=cycle, CR=completeresponse, CRi=CR with incom plete bone marrow recovery, MRD =measurable residual disease, PB=peripheral blood, QD =once daily, TLS=tumor lysis syndrome, uMRD=undetectable
measurableresidual disease, uUMRD4=undetectable measurable residual disease (<1 CLL cell in 10,000 leukocytes at 10-4 sensitivity by 8-color flow cytometry).

Shadman M, et al. Oral Presentation at ASCO 2025;abstract 7009.



Progression-free Survival

SEQUOIAArmD

* Similar PFS rates were achieved across subgroups

With and without del(17p) and/or TP53 mutation

*  Median study follow-up for patients with del(17p) and/or TP53mut was 38.7 mo
(0.4-58.0) and 29.6 mo (0.6-31.9) for patients without del(17p) and TP53mut

. 94% 88%
! _ a I )
100 N I (85-98) | ey
90+
80 | ! Illl -
1
2 o] L 89% !
= ' (76-95) :
2 : !
- 1
[ 50 ! 1
o 40 ! 1
wn d - Zanuwith del(17p)and/or TP53 | 1
t 30 == Zanuwithoutdel(17p)and TP53 : :
20 Censored | 1
1
)y [l vocian prs : i
0 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
Months
No. atrisk
Zanu with 66 65 62 62 62 62 60 60 60 55 54 45 35 23 17 16 9 8 0
del17p)/TP53
Zanuwlo 47 46 A6 45 A4 43 43 41 37 7 4 0

del17p)/TP53

«  Of the 11 patients who discontinued after meeting stringent uMRD-guided stopping criteria,
only one patient with del(17p) has progressed

295% Clvalues.

ITT=intention-to-treat, mut=mutation, PFS=progressio n-free survival, w/o=without.

Shadman M, et al. Oral Presentation at ASCO 2025;abstract 7009.

All patients

Median study follow-up for all patients was 31.2 mo (0.4-58.0)

92%
1007y : | (85-96)
90~
80 |
£ 701 |
2 4o |
2 1
o 501 1
-9 1
@ 404 H
o 309 = zanu |
20 =+ Censored :
g . edian pes :
o, T T T T T T T U 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
Months
No. at risk
Zanu 114 112 109 108 107 106 104 102 98 62 58 45 35 23 17 16 9 8 0



Comparison of PFS for 1° line options

PFS rate (%)

Trial treatment no. of patients Charac_teristics (median, if not indicated PFS at T T7om
otherwise) month  / UIGHV mIGHY o

patients TP53m  48mo PFSin CDT
RESONATE-2 Ibr (n= 136) FU: 60; Age: 73; CIRS >6: 31%; CrCl <60 mL/min 48 742 758 804 e 75-80% for cBTKi
iLLUMINATE Obi-lbr (n = 113) FU: 46; Age: 70; CIRS: 4; CrCI: 72 48 74 67 89 » Not much different (5-
ALLIANCE Ibr (n = 182) FU: 55; Age: 71; CrCl: 69 48 76 73 84 73 10%) between m or
ALLIANCE R-lbr (n = 182) FU: 55; Age: 71; CrCl: 67 48 76 66 78 80 ulGHV
ECOG 1912 R-lbr (N = 354) FU: 71; Age: 58; CrCl: 95 48 83 83 871 770 * Superimposable to wt
FLAIR R-lbr (n = 384) FU: 53; Age: 63; CrCl: 79 48 86 88 92. 67P for 17p-/p53mut
ELEVATE-TN Acala (n= 179) FU: 75; Age: 70; CrCl: 75 48 78 77 81 76 * Maybe 5-10% higher
ELEVATE-TN Obi-Acala (n= 179) FU: 75; Age: 70; CrCl: 77 48 87 86 89 75 with anti-CD20
SEQUOIA Zanu (n = 241) FU: 44; Age: 70 48 m 72 86
CLL14 Obi-Ven (n = 216) FU: 76; Age: 72; CIRS: 9; CrCl: 65.2 48 74 69 85 54 48mo PFSin FDT
CLL13 Obi-Ven (n = 229) FU: 51; Age: 62; CIRS: 2; CrCl: 86.3 48 82 74 92 n.a. * 70-80% with doublets
GLOW Ibr-Ven (n = 106) FU: 57 ; Age: 71; CIRS: 9; CrCl: 66.5 48 70 632 904 * Drop of 15% in ulIGHV:
FLAIR Ibr-Ven (n = 260) FU: 44; Age: 62; CrCl: 83 48 94 mIGHV perform equal
CAPTIVATE FD Ibr-Ven (n =159) FU: 66; Age: 60 48 79 73 84 63 or better than CDT
AMPLIFY A+V (n = 291) FU: 48; Age: 61; CIRS: 2; CrCl: 13% <60 ml/min 36 77 69 86 n.a. * Drop of 15-20% if 17p-
AMPLIFY A+V+0 (n = 286) FU: 48; Age: 60; CIRS: 3; CrCl: 14% <60 ml/min 36 83 83 84 n.a. /p53mut
SEQUOIA Arm D Zanu + Son (n=114) FU: 31; Age: 67 36 88 89 (2y)

9-10 Ottobre 2025
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After 1st line

9-10 Ottobre 2025



GIORNATE EMATOLOGICHE VICENTINE  xi edizione

Elevate-RR: Ibrutinib vs Acalabrutinib in Patients
With High-Risk Relapsed/Refractory CLL

= Randomized, open-label, noninferiority phase Ill trial

. . = Trial demonstrated noninferiority because
Patients with Ibrutinib upper bound of 2-sided 95% Cl for HR <1.429
del(17p) or. 100 mg BID 100 - =  Median follow-up: 40.9 mo (range: 0.0-59.1)
del(11q) CLL with (n = 268)
active disease; 30 -
>1 previous line of
treatment; Acalabrutinib < 60 1
ECOG PS 0-2 420 mg QD E
(planned N = 533) (n = 265) o 407 Median PFS, Mo HR (95%Cl)
(95%C1)
20 - Acalabrutinib  38.4 (33.0-38.6) 1.00
— Ibrutinib 38.4 (33.0-41.6) (0.79-1.27)
= Primary endpoint: PFS R S R R A R AR A N R A

. A Mo
Patients at Risk, n

Byrd. JCO. 2021;39:3441. NCT02477696. Acalabrutinib 268 250 235 227 219 207 200193173163 148110 84 59 31 21 13 3 1 O
Ibrutinib 265 240 221 205 186 178 168 160 148 142130108 81 66 41 26 15 8 2 O

9-10 Ottobre 2025



ELEVATE-RR: Tolerability of Acalabrutinib vs Ibrutinib

vt 60 -
< —~
c 2\?’ 50 -
g e 40 - B Acalabrutinib
€ 30 - M Ibrutinib
(I 16
O 3 20 - gt g3 13 12
g6 ol ol ol ol 3 G
o
= 0 - =
' \@ D °o o, «\ \o @ é\ﬁ ",\
e& *{0 b’bc (,00% ‘,z}‘?o o"’\ & ,\'5*’\ © \l.Q’b Q"’g R i
2P & & D L& e K &
LA A L SR ¥ ¥ oV N
N 2 @0 &
S N
v <®

= Rates of major bleeding were similar among the groups (acalabrutinib 4.5% and ibrutinib 5.3%)

= AE leading to treatment discontinuation: 14.7% (acalabrutinib) and 21.3% (ibrutinib)

Byrd.J Clin Oncol. 2021;39:3441.

9-10 Ottobre 2025
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ALPINE: PFS at 42.5-Mo Follow-up and ORR

100

PFS (%)

204

[
1

I —

- g

1 65.4% -

(VS

a

Y

: )

i £

PFS Events, : -%

n (%) I 2

= Zanubrutinib 150 (45.9) I g
= Ibrutinib 177 (54.5) [
1
1

HR: 0.68 (95% Cl: 0.54-0.84)

All Patients

() i ——————————————————
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 5154 57 60 63

Mo From Randomization

No. at Risk

Zanubrutini

B2 30 28 25
7 2 7 8
Ibrutinib

32 29 25 22
5 3 8 9

21 18 12 10 19 2 0 O

10 2 1 O

= ORR: 85.6% (zanubrutinib) vs 75.4% (ibrutinib)
= Zanubrutinib had lower discontinuation rates vs ibrutinib because of AEs (21.4% vs 28.3%)

9-10 Ottobre 2025

100 5

O ON OPF OO OO
2 2 2 2

Patients With/Without del(17p) and/or TP53mut

== Zanu with del(17p)/TP53
lbru with del(17p)/TP53

== Zanuw/o del(17p)/TP53

== |bru w/o del(17p)/TP53

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
Mo From Randomization

No. at Risk

Zanu with del(17p)/TP53

75 68 64 55 51 45 39 25 19 5 1 0 0
lbru with del(17p)/TP53

75 68 54 45 38 30 23 11 6 0 0 0 O

Zanu w/o del(17p)/TP53
251 233 222 203 191 173 150 103 85 14 1 0 O
lbruw/o del(17p)/TP53
250 225 204 183 162 153 125 90 68 10 2 1 O
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The dilemma of toxicity between FDT and CDT

* Traditional AE reporting in hematology and oncology based on maximum grade of

toxicity is now obsolete

* Does not account for time profile of AE

THE LANCET
Haematology

* Does not capture the impact of chronic, low grade toxicity on the ability to

continue treatment

* Does not incorporate PRO

CDT efficacy hinges on treatment adherence

2> which is strongly associated with treatment tolerability
2> which depends on burden of harms
> caused by treatment-related AE through the lens of patients’ values

Unrelated to current therapy

Related to current therapy

7T

I ADVERSE EVEN

TT
m
TT
T
T

HARMS

SEEET

1aya |ywiey

S123443 3aI1S

Paya |epyauag

HGinkciaRepoxted

Symptoms (CTCAE)
* OtherAdverseEvents

* DoseModifications
+ Treatment
Discontinuation

* Patient-Reported
Symptoms (PRO-CTCAE)
* Burden oftreatment

in haematological malignancies

4 EXAMPLE INFLUENCES N

ON PATIENT VALUES :

|
- Goals of therapy
I - Stage of disease
- Persisting harms
| from prior therapy
- Personal preferences
I and worldview

B ——

TREATMENT RELATED
ADVERSE EVENTS
(HARMS)

|
I | LENS OF PATIENT'S |
| VALUES

TR

TREATMENT
TOLERABILITY

EFFICACY [+

|

SHARED DECISION MAKING

Beyond maximum grade: modernising the
assessment c\’](i ft'!)(ll ti”() ()( .lll\,'k‘l‘x{’ events

9-10 Ottobre 2025



Patients’ priorities in selecting chronic lymphocytic leukemia treatments

Pref dei ienti
re e re n Z e e I paz I e n I Carol Mansfield,' Anthony Masaquel,? Jessie Sutphin,' Elisa Weiss,® Meghan Gutierrez,* Jennifer Wilsen,® Marco Boeri,' Jia Li,? and

Carolina Reyes

How long until the cancer
advances

(2 years and 2 months)

26 months. 80 months (5 years)

'RTI Health Solutions, Research Triangle Park, NC; “Genentech Inc., Seuth San Francisco, CA; *The Leukenia & Lymphoma Society, Rye Brook, NY; and ‘Lymphoma

Research Foundation, New York, NY

Survey su 384 pazienti con «discrete choice experiments»: 8 domande DCE

5 livelli di attributi:

«  PFS (10, 26, 36, 60 mesi)

* Modo di somministrazione (EV 1-3 gg/mese x 6 mesi vs orale continuativo)

» Diarrea (nessuna / lieve-moderata per 2-3 gg/mese vs severa per 2-3 gg/mese)
* Probabilita di infezione severa (0/5% / 15% / 30%)

* Rischio di danno d’organo (TLS:: 0% / 1% / 5% / 8%)

w

PFES é il criterio piu importante

Prference weight

Gli eventi avversi sono molto
rilevanti:

« Per bilanciare 1 30% del rischio di
infezioni serve 1 PFS di 36 mesi
e ,ﬁﬁjﬁ{ oo ez wme | modo d| sommin istrazione e .
i secondario a PFS ed eventi avversi

Nello studio di Landfeldt (2016) era
3° su 6 (dopo OS ed eventi avversi)

Dati confermati in un recente studio
(Arlene, ASH 2023)

B iibdoo==pnr
cwmo@mo@@o@mo®m

o B

26 mosihs
10 morths

0 mah
38 marshs

From mild/moderate to severe diarrhea

From none to mild/moderate diarrhea
Organ damage

From 0% to 8% chance of organ damage
From 0% 10 5% chance of organ damage
From 19 to 5% chance of organ damage
From 5%b to 8% chance of organ damage
From 0% to 19 chance of organ damage
Infection

From 0% to 30% chance of infection
From 0% to 15% chanee of infection
From 15% to 30% chance of infection
From 5% to 15% chance of infection
From 0% to 59 chance of infection

Mode
From pill every day 1o IV for & manths

[+] 5 10 15 20 25 30 35 40 45

Months of PFS required by respondent to offset AE Mansfield’ Blood Adv 2017

How you take the medicine

IV 1 time per month Daily pill
for & months for 60 months.

Diarrhea (2-3 days per

Mild to moderate

Nane for 60 months for

month) 2-3 days per month
t fiiit
f it
Chance of severe infection : ’MWM
e
P e

15 out of 100 (15%) 30 out of 100 (30%)

for 6 months for 60 months
Chance of organ damage Nane

8 out of 100 (8%)
for 6 months.

Which medicine would you
choose?

Q Q

Table 2. Maximum Acceptable Risk of Treatment Side Effects in Exchange for
Improvements in Chronic Lymphocytic Leukemia Treatment
Characteristics

MAR of
tumor MAR of
lysis atrial MAR of
syndrome fibrillation fatigue
Attribute From level To level Mean (95% CI)
Duration of Until the cancer Fixed: 12 months > 3.0 6.2 21.2
treatment progresses (gets (4.2-8.1) (12.3-30.2)
worse)

Until the cancer

progresses (gets

worse)

Fixed:

Fixed: 6 months > 3.0 7.4 26.2

(5.3-9.4)  (17.1-35.2)

Fixed: 6 months N/A? N/A? N/A?

12 months

CI = confidence interval; MAR = maximum acceptable risk; N/A = not applicable; TLS = tumor lysis syndrome.

Note: MAR estimates outside the range of levels included in the study are noted as greater than the largest
difference in levels of risk of TLS, atrial fibrillation, and fatigue: 3%, 10%, and 35%, respectively. Confidence
intervals are not reported for these estimates. It is possible to estimate a specific value for the MAR outside the

range of levels induded in the study only by making the strong assumption that the disutility of each unit
increase in risk remains constant beyond the greatest level of risk.

* The difference between these levels was not statistically significant. Therefore, the MAR for this change cannot be
calculated as the change from 1 level to the other does not have a statistically meaningful impact on the
average respondent’s preferences.

Arliene et al., Blood, 2023
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Why traditional
«maximum grade»
reporting is inadequate
in hematology

Shortcomings of traditional “maximum grade” reporting:
lack of time profile of AEs

Two grade 3+ AEs with similar incidence (maximum grade reporting)

Carfilzomib + dex (n=463) Bortezomib + dex (n=456)
Dyspnea 25 (5%) 10 (2%)

Peripheral neuropathy 6 (1%) 24 (5%)

Conceptual patient AE experience: which is more burdensome?

A

123456 7 8 91011121314151617181920212223242526
Time (weeks)

= Carfilzomib dyspnea

AE severity

Bortezomib neuropathy

Dimpoulous et al. Lancet Oncol 2016; 17:27-38.
Grandin et al. / Cardiac Foil 2015;21:138-144
slegel et al. Hoematologica 2013; 98(11):1753-61

Shortcomings of traditional “maximum grade” reporting:
chronic low grade AEs

Gastrointestinal disorders
| Grade

Adverse Event | 1 2 3 4 5
Diarrhea Increase of <d stools per day | Increase of 4 - 6 stools per | Increase of >=7 stools per day | Life-threatening Death
over baseline; miki increase I | day over baseline: modersie | over baseline: Incontivence:  [consequances: urgent
ostomy output compered fo | Increase in ostomy output | hospitalization indicated: | ntervention indicated
baseiine compared to baseline severe increase in ostomy
output compared fo baseline:
limiting self care ADL
Definition: A disorder characterized by frequent and watery bowel movements
Table 4. Adverse Events Deemed Related to Panobinostat (= 10% any grade) \ Table 2. Adverse Events during Treatment.*
As of Ju 1, 2010
Any Grade Grade 3t0 4 Event or Abnormality Grade
. - | Any o (%) =23
No % No % [ Diarthea 54 (43) 16(13) |
L 110 & 102 72 Nausea 37 (30) 200
Diarrhea 85 66 4 3
e ekt 5 T Fatigue 37 (30) 20)
Anemia 49 38 27 21 Cough 36 (29) 0
Fatigue 49 38 12 g9
MAYO National Cancer Institute. CTCAE v.5.0. Bethesda, MD: US. Department of Health and Human ;2009
CLINIC Younes et al. J Clin Oncol 2012,30:2197-203
Gopal et al. N Engl J Med 2014; 370;11:1008-18.
Sh i f traditi Jhd i de” ing:
ortcomings of traditional “maximum grade” reporting:
lack of time profile of AEs
Two oral agents that produce a similar AE
Hand-foot syndrome ( ) Hand-foot skin reaction (regorafenib)
. b,
[
Clinical experience of time of AE occurrence: ramifications on AE intervention?
z
g
by
oo
L
£y
o
29
" s
I
5
o regorafenib
Jave. 123456 7 8 9 10111213 14 15 16 17 18 19 20 21 22 23 24 Sttt latiola o el

Grothey et al. Oncologist 2014;19(6)69-80
Images : Mctellan et al. Ann Oncol (2015) 26 (10): 2017-2026.
Bekait-Saab TS et al.  Clin Oncol. 2018;36(supp! 45; abstr 611).

Time (days)
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Improving AE analysis: longitudinal analysis
Toxicity over Time (ToxT) approach

Cycle Treatment group

1 FOLFOX —I_-
IROX I B
2 FouFox [T
IROX | ]
3 FOLFOX —{'-
IROX | Toii]
4 FOLFOX ﬁ
IROX | . Grade
5 FouFox T gl’
IROX | . 0 i
6 Y | =P
IROX [ - IS
LARARAASARS RAALARESES ] T rYYy Y m
0 10 20 30 40 50 60 70

Patients with maximum CTCAE grade diarrhoea (%)

First occurrence
Dehydration
Worst grade

First occurrence
Diarrhoea
Worst grade

First occurrence

Febrile neutropenia Worst grade

Flrst occurrence

Nausea
Worst grade

First occurrence

Paraesthesias
Worst grade

First occurrence

Vomiti
omiting Worst grade

N N N N N N

0

Time (days)

MAYO
CLINIC

Mean CTCAEgrade

Mean CTCAE grade

A
100 -y —— Nausea
Diarrhoea
—— Vomiting
Stomatitis
a Cough
075 4 Neutropenia
050
025 S ——
== e ——
o T T T T T 1
1 2 3 4 5 6
Cycle
B
27 B3 IROX mean AUC=4.2
R FOLFOX mean AUC=2.9
P<0.0001
1
0
1 2 3 1 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20
Cycle

Thanarajasingam G. Lancet Oncol. 2016; 17:663-70



ELEVATE-RR: Cumulative Incidence of AESI

Atrial Fibrillation/Flutter
Patients without prior history

. . .. Hypertension
Patients without prior history

80 == Acalabrutinib patients without prior history 80m === Acalabrutinib patients without prior history
< HR: 0.37 (95% Cl: 0.20-0.67) === |brutinib patients without prior history < HR: 0.23 (95% Cl: 0.11-0.48) === |brutinib patients without prior history
% 7% patients with prior history ==+ Acalabrutinib patients with prior history % 71 ratients with prior history ==+ Acalabrutinib patients with prior history
5 604 117 1.00 (95% Cl: 0.34-2.95) - Ibrut|r.1|.b-r.Ja:E|.e:1;cs_vv.|Eh_p_rlor history E 604 LR 046 (95% CI: 0.25-0.85) === |brutinib patients with prior history
= 50 H z 50+
§4O EIﬁ--------i--:'Illl----l------h------l-li- :>:40-

o 30 :.... n--l--: o 30
£ 2 il A ) £ 208
S LF EE A S
g 104 .- £ 104
a 0 L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L 3 0.
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Mo Mo

80+ Bleeding Events 80 = Diarrhea 80= Arthralgia
s Acalabrutinib:lbrutinib Acalabrutinib:Ibrutinib Acalabrutinib:Ibrutinib
2 &0 HR: 0.63 (95% Cl: 0.49-0.82) 60 HR:0.61 (95% CI: 0.46-0.80) 60 HR: 0.61 (95% Cl: 0.41-0.90)

&
-
c
2 40- 40 = 40
(]
2
=1
'—=° 20 20 20=
£
3
o
0 r 0 y— —y———

0369R5BA47 VBHDREBL ALY 03691215182
Mo

N

Byrd. JCO. 2021;39:3441. Hillmen. EHA 2021. Abstr $145. == Acalabrutinib

VBHILSEBELAS
Mo

0 3
0369R15B8AA270DB336DR2454851%45
Mo

=== |brutinib
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ELEVATE-RR: details about toxicity

Exposure-adjusted Incidence
* Diarrhea, arthralgia, UTI, back pain, muscle spasms, and dyspepsia incidence rates were 1.5- to 4.1-fold higher with ibrutinib

e Ex posure-a d] u Sted inci de nce » Headache and cough incidence rates were 1.6- and 1.2-fold higher, respectively, with acalabrutinib
* Afib/flutter, hypertension, and bleeding incidence rates were 1.6- to 2.8-fold higher with ibrutinib
rate was assessed for

common BTK—associated AEs

Time to Treatment Discontinuation Due to AEs AE Burden Score Overall and for ECIs (Grade 1-4)

and for selected events of B e i « 0w
N A T
o . . * w M 5.14 0.35 4
clinical interest (ECls)=> AE L SOV it gL s
c 8 A Tpowsete
g M =8 e 0.3
burden score 3 L, B4 3% .
T & - |
. o
* AE burden score was higher 2 | A i
£ w
. . . . . B 40 <
for ibrutinib vs acalabrutinib g g, 015
= =
o
01
overall and for the ECls £ 2] Madion 5% Cl) R 95% C) ‘
5 T e e o
1 H Bl — Acalabrutinib NE (54.4, NE) 0.62 (0.41,0.93) 0.05
AFib/flutter, hypertension, S jutreres NE (NE. N6
7 0 0
a nd b|eeding- was h igher for- 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 S& 57 &0 Overall Cardiac  Afib/flutter Hypertension Bleeding  Infections
’
.. " ’ Months Z:::‘:,s g p—
0. at ris vents of dlinical interest
acalabrutinib Only for Acalabrutinib 268 251 240 233 230 222 208 202 194 189 174 172150 123 94 66 39 21 9 1 0 " :
h d h Ibeutinib 265 245 229 215 201 191 183 175 165 156 149 141129104 82 60 41 18 9 1 0 8 Acslsbrutind (0 = 266) @ Torutinib (n = 263)
€adache AE, adverse event; Afib/flutter, atrial fibrillation/atrial flutter; BID, twice daily; Cl, confidence interval; CLL, *Two-sided P-value < .05 without multiplicity adjustment based on Wilcoxon rank-sum test
chronic lymphocytic leukemia; ECI, event of clinical interest; HR, hazard ratio; NE, not estimable; PO, orally; P-value compares difference in overall distribution rather than mean score.

QD, once daily; UTI, urinary tract infection,
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Patients without prior history —— Acalabrutinib patients without prior history
HR (95% C): 0.37 (0.20, 0.67)
704 Patients with prior history

HR (95% Clj: 1.00 (0.34, 2.95)

—— Ibrutinib patients withaut prior history
- -~ Acalabrutinib patients wth prior history
- == Irutinib patients with prior history

ELEVATE-RR: details on CV AE i

a0 4

Cumulative event rate (%)

20

. Cox PH of new-onset AFib/flutter and new-onset HTN
showed HR reductions of 63% and 77%, with i e b

T
[ 3 6 ? 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60

acalabrutinib

No. at risk:

_ Aaalabrutin 03 30 222 214 211 201 190 181 173 169 160 156 133 108 83 53 32 18 8 0 0
{without prior history)

° Among patients With histories Of AFib/ﬂutter or ‘,thompriw‘*";‘;f;’;249 229 213 199 191 177 169 159 151 138 131 124 113 92 70 53 34 16 8 0 O

Acalabrutind 53 4o 45 47 17 17 16 6 15 14 12 M 9 7 6 5 3 1 0 0 0
{with prior history}

hypertension, there was no evidence of a difference ot ® B M ¥ E B T 7 5 5 3 4 84 33 om2ow oo
in on-study AFib/flutter between treatment arms S e

70 ] Patients with prior history
HR (95% CI}: 0.46 {0.25, 0.85)

— brutiib patients without prior history
- - = Acalabrusinib patients with prior history

- - = lbrutib patients with prior history

Atrial fibrillation/flutter Hypertension
B Acalabrutinib B Ibrutinib

60

40

Cumulative event rate (%)

Patients (%)

40
Months
No. at risk:
S 8 g 2 8 © o 2 2 o o= S &8 ¢ £:8 3 © 2 8 8 & Acalabrutinib
8 N s g 8 QO 8 q = 8 o T T:8 9 O e @ @ o ithout pror hstony 136 177 122 120 119 114 107 104 101 7 92 91 84 69 53 4 2 0 4 0 0O
] ] [ ) [ ) I I I [ ] T [ ) oo o o \bectinds
e = e e e c e e i & & c e < e < e c € ¢ « e c (without prior iweryy 136 121 109 9790 78 74 &7 63 55 55 S0 45 % 2% 25 17 84 5 1 0
<65y =65y 1-3 =4 H No Yes <65y =65y 1-3 =4 : No Yes Acalibrutins
: s 4 : ; . : s 130 119 107 100 97 91 8 B0 75 72 65 62 52 45 3% 26 14 7 1 0 0
Age Prior lines Prior Age Prior lines Prior {with prior history}
of therapy history of therapy history lbrutinib 157 109 94 86 80 75 &7 63 57 52 49 48 40 M 19 15 10 7 2 0 0

{with prior history)
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ALPINE: Cumulative Incidence of Any-Grade AFib/Flutter and Hypertension

100 A1

Cumulative Incidence (%)

[0)
o
]

3

5]

N
o
]

After a median follow-up of 42.5 mo: none of the patients on the zanubrutinib arm died due to a cardiac

disorder vs 6 deaths due to cardiac disorders with ibrutinib

Atrial Fibrillation or Flutter

Incidence, %
== Zanubrutinib 71
Ibrutinib 170

il =

ro-r.r rpr m——‘€mTrrr—o,r—ormr—r€T—TTrreTrereTreTrTr
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63

Mo From Randomization

Patients at Risk, n

Zanubrutinib 324 302 288 268 250 231 204 145 114 17

Ibrutinib

324 278 247 210 190 167 153 100 76 13 1 0

Brown. Blood. 2024. 144:2706.
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60 =

Patients at Risk, n
0 o Zanubrutinib 324

Ibrutinib 324

Hypertension

== Zanubrutinib
—— |brutinib

LI L L L L L L L L L L L L L)
15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63

1
6 9 12

Mo From Randomization

279 247 219 194 173 149 102 78 10
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Terapia a durata fissa vs indefinita

A parita di efficacia e tossicita, € sempre preferibile una terapia a
durata fissa vs indefinita

guLaLIi écaBr’\?o | pattern temporali di tossicita dei farmaci utilizzati per s

‘ aval tl ?’q m%rt...
il faisait
« CIT: alta tossicita ematologica e infettiva iniziale, drastico calo A

dopo 6 mesi, poi molto bassa

« BTKinhibitors: bassa tossicita infettiva, ematologica iniziale (in
pz TN), persistente tossicita cardiovascolare (Ibrutinib >
Acalabrutinib / Zanubrutinib)

* Venetoclax + anti-CD20: piccolo spike iniziale per TLS, tossicita

CIT

hazard

prevalentemente ematologica per i primi 6 mesi, poi quasi nulla i-CD20
. TR T ) . . . . Ibr
« BTKi + Ven: tossicita limitata nel'lanno di associazione, poi nulla i+ Vel o I
nd gen i
Quali sono le conseguenze per il trattamento dei pazienti? < time

» Tossicita a lungo termine maggiore con FDT: CDT sempre preferibile se non differenze
sostanziali di efficacia

* Nel primo anno le doppiette hanno maggiore tossicita rispetto a BTKi di 2° generazione: per i
pazienti unfit non in grado di tollerare questo surplus di tossicita, meglio CDT
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Rare adverse events...
Cardiac deaths: Ibrutinib vs zanubrutinib

« The NNH with ibrutinib vs zanubrutinib in 2L+ CLL resulting in an incremental cardiac death was calculated
for each time-on-treatment period using cardiac death data from the ALPINE study

« The modeling NNH analysis suggests that over a 5-year period, 61 cardiac deaths may be avoidable if
2L+ patients were treated with zanubrutinib vs ibrutinib

NNH Results of Ibrutinib vs Zanubrutinib in 2L+ CLL

Time on Treatment (months)

Ibrutinib cardiac death risk 0.926% 1.852% 1.852% 1.852%
Zanubrutinib cardiac death risk 0.000% 0.000% 0.000% 0.000%
NNH 108 54 54 54
Cardiac deaths Per.treatment 19 26 15 1
avoided with Period

zanubrutinib Total 61

2L+=second-line or later, CLL=chronic lym phocytic leukemia, NNH=number needed to harm.
MunirT, et al. Poster Presentation atiwCLL 2025;Poster 1528.
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Fattori da considerare per la scelta del trattamento

= Efficacia in base a fattori

prognostici
= Sequencing
= Comorbidita
= Fitness
= Logistica
= Pattern di tossicita
= Valori dei pazienti

— Viadi somministrazione
— Accessiin DH
— Durata terapia

— Impatto eventi avversi

Sostenibilita...

Ibrutinib

Acalabrutinib

Zanubrutinib

Obinutuzumab + Acalabrutinib

Obinutuzumab + Venetoclax

Ibrutinib + Venetoclax

Tausch. Hematology Am Soc Hematol Educ Program. 2024;2024:457.

Tx Preference for
Genetic Subgroups
Based on
Efficacy/Tolerability

17p-/TP53 mut

mIGHV
ulGHV

Tx-Related
Logistics

Convenient initiation of

Finite duration and
treatment

treatment-free

interval

Color code rating for tx options

Accumulation of AEs

Bleeding risk

AEs, Comorbidities,
Comedications

TLS risk
CV events
Reduced

renal function

Infection risk

during therapy

pro I [ [T con
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FDT vs CDT: quali pazienti?

Fixed Duration Therapy Continuous Duration Therapy

= Da considerare lo standard se fattibile = Quando FDT non e vantaggiosa...
(preferenze dei pazienti, sostenibilita)

— Efficacia subottimale FDT

» Da considerare un’opzione se: (p53m/del17p)
— Forti preferenze del paziente per FDT — Pazienti anZiani/fra” non in grado di
tollerare I'aumentata tossicita iniziale
— Tossicita a lungo termine di una terapia di combinazione

problematica
— Logistica sfavorevole per accessi

— Profilo prognostico permissivo ripetuti in DH
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Grazie per 'attenzione!
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