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1960s and 1970s

Rituximab Plus Fludarabine and Cyclophosphamide
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CLINICAL TRIALS AND OBSERVATIONS

Gene mutations and treatment outcome in chronic lymphocytic )4} ® First-line chemoimmunotherapy with bendamustine and
leukemia: results from the CLLS trial rituximab versus fludarabine, cyclophosphamide, and
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Ibrutinib versus Ofatumumab in Previously

Ibrutinib as Initial Therapy for Patients - : .
4 Treated Chronic Lymphoid Leukemia

with Chronic Lymphocytic Leukemia

J.A. Burger, A. Tedeschi, P.M. Barr, T. Robak, C. Owen, P. Ghia, O. Bairey, J.C. Byrd, J.R. Brown, S. O'Brien, J.C. Barrientos, N.E. Kay, N.M. Reddy, S. Coutre,

P. Hillmen, N.L. Bartlett, J. Li, D. Simpson, S. Grosicki, S. Devereux, H. McCarthy, C.S.Tam, S.P. Mulligan, U. Jaeger, S. Devereux, P.M. Barr, R.R. Furman,
S. Coutre, H. Quach, G. Gaidano, Z. Maslyak, D.A. Stevens, A. Janssens, T.J. Kipps, F. Cymbalista, C. Pocock, P. Thornton, F. Caligaris-Cappio, T. Robak,
F. Offner, J. Mayer, M. O'Dwyer, A. Hellmann, A. Schuh, T. Siddiqi, A. Polliack, J- Delgado, S.J. Schuster, M. Montillo, A. Schuh, S. de Vos, D. Gill, A. Bloor,
C.S. Tam, D. Suri, M. Cheng, F. Clow, L. Styles, D.F. James, and T.J. Kipps, C. Dearden, C. Moreno, J.J. Jones, A.D. Chu, M. Fardis, J. McGreivy, F. Clow,
for the RESONATE-2 Investigators* D.F. James, and P. Hillmen, for the RESONATE Investigators*

Imbruvica FDA Approval History

Last updated by Judith Stewart, BPharm on Aug 30, 2022.

FDA Approved: Yes (First approved November 13, 2013)

Brand name: Imbruvica

Generic name: ibrutinib

Dosage form: Capsules, Tablets and Oral Suspension

Company: AbbVie Inc.

Treatment for: Mantle Cell Lymphoma, Chronic Lymphocytic Leukemia, Waldenstrém Macroglobulinemia, Graft-versus-
host disease, Lymphoma

Imbruvica (ibrutinib) is an oral Bruton's tyrosine kinase (BTK) inhibitor for the treatment of mantle cell
lymphoma (MCL), chronic lymphocytic leukemia (CLL)/small lymphocytic lymphoma (SLL), Waldenstrém's
macroglobulinemia (WM), marginal zone lymphoma (MZL), and chronic graft versus host disease (cGVHD).
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Acalabrutinib Selectivity as a strength
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GOOD SCIENCE Welcome to the EUROPEAN SOCIETY FOR MEDICAL ONCOLOGY,

kit the leading European professional organisation for medical oncology.
BEST PRACTICE

Confirmed diagnosis of CLUSLL

Frontline CLL

|

b 6 - -

SLL or early stage CLL SLL or early stage CLL * ESMO guidelines i,
(Binet A%B) without (Bingt/VB) vith 2ctive isease recommend analysis

e — i ) for the detection of

del(11q) and of
v IGHV mutation
—— status as ‘desirable’
Watch and wait No g(17p) ot a(17g) or before the start of
until symptomatic TPS3mutation TPS3mutation thera py

+ Only patients with
del(17p) and/or
fit ; TP53 mutation are
. e Less fit:
FCR Less it . Bikinhibitor, PISK Btk nhidior, PI3K ighli
(BR may be considered in Clb + ?é)zo antibody inhibitor + €020 antibody inhibior + bD?O antibody h 'gh I g hted as

fit elderly vith previous utind gﬁ?}galgg?t‘:ng’lolr only if not suitable for needing specific

v

altemative treatment; 5
Venetoclaxif not suitable Venetoclax f not suitable regimens
for BGR inhibitor therepy; for BCR inhibior therapy
Consider aloHSCT
in remission

history of infections)

Published: 27 June 20 1 7 Authors: ESMO Guidelines Committee
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ESMO 2020

Symptomatic early-stage CLL or advanced-stage CLL

Ibrutinib

CIT FCR
I, Al

R ——

—_————
Venetoclax+obinutuzumab®
Ibrutinib or acalabrutinib®
CIT* CLBO
[L,A]

a4

CIT: FCR"
Ibrutinib
(Al

IGHV e d IGHV\/t ted v
-unmutate -mutate )

No TP53 mutation or del(17p) No TP53 mutation or del(17p) TP53 mutation or del(17p)
Fit patients Unfit patients Fit patients Unfit patients All patients

CIT: CLBO
Ibrutinib or acalabrutinib®

"

Venetoclax+obinutuzumab*

Ibrutinib or acalabrutinib®
Venetoclax+obinutuzumab®
Venetoclax

Idelalisib+rituximab
[, A}

eUpdate ESMO Guidelines Commitee Ann Oncol 2020
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Linee Guida ESMO 2024

Symptomatic early-stage CLL
or advanced-stage CLL

l

N
IGHV-mutated
No TP53 mutation or del(17p)

Fit or younger patients

|

Venetoclax—obinutuzumab
[,A
Ibrutinib—venetoclax® [I, A]
Ibrutinib [1, A)

Acalabrutinib + obinutuzumab
[, A

Tanuhndinih M1 A1

CIT: FCR [, B]

Unfit or older patients

|

Venetoclax—obinutuzumab
[L,A]
Acalabrutinib + obinutuzumab
[LA]
Zanubrutinib [I, A]
Ibrutinib® [1, A]
Ibrutinib-venetoclax®" [, B]

No TP53 mutation or del(17p)

N/
[ IGHV-unmutated ]

Fit or younger patients

|

Ibrutinib—venetoclax® [1, A]
Ibrutinib [, A]
Acalabrutinib + obinutuzumab
[, A}
Zanubrutinib [Ill, A]
Venetoclax—obinutuzumab

LA

Unfit or older patients

|

Venetoclax—obinutuzumab
[1,A]

Acalabrutinib + obinutuzumab

1, A]
Zanubrutinib [1, A]
Ibrutinib® [1, A]
Ibrutinib-venetoclax®® [I, B

l

N
[ TP53 mutation or del(17p) ]

Acalabrutinib [1, A]
Zanubrutinib [lll, A]
Ibrutinib® [1, A]
Venetoclax [lll, A]

Ibrutinib-venetoclax®® [Ill, A]
Venetoclax—obinutuzumab [ill, A]
Idelalisib-rituximab [II, B]

eUpdate ESMO Guidelines Commitee Ann Oncol 2024
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Why CIT is unacceptable in 2024 ?

e Efficacy of target therapies
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Up to 8-year follow-up from RESONATE-2: first-line ibrutinib treatment
for patients with chronic lymphocytic leukemia

Paul M. Barr,' Carolyn Owen,? Tadeusz Robak,® Alessandra Tedeschi,* Osnat Bairey,” Jan A. Burger,® Peter Hillmen,”
Steve E. Coutre,® Claire Dearden,® Sebastian Grosicki,'® Helen McCarthy,"" Jian-Yong Li,'? Fritz Offner,'® Carol Moreno,'*
Cathy Zhou,'® Emily Hsu,'® Anita Szoke,'® Thomas J. Kipps,'” and Paolo Ghia'®

100
90 -+
= 80
—_ . Ibrutinib, mutated
s 704 Ibrutinib, unmutated IGHV !
N No Impact of
8
T %07 " IGHV on PFS
3 40+ Wimpsre R &3 W
e
HR (95% CI) 0.112 (0.065-0.192) 0.174 (0.069-0.342)
£ 30-
20 4 Chlorambucil, mutated IGHV
10 - Chlorambucil, unm'utate(':l IGHV ' ' L‘
0 ] L L} L L L Ll Ll L\l Ll |l L} Ll -

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
Months
Patients at risk
Ibrutinib, mutated IGHV: 40 37 34 34 32 30 30 29 27 26 25 22 19 19 16 6
Ibrutinib, unmutated IGHV: 58 57 56 53 49 48 46 483 42 41 36 35 32 30 27 10
Chlorambucil, mutated IGHV: 42 32 25 21 18 15 14 12 11 8 8 5 4 4 8 0
Chlorambucil, unmutated IGHV: 60 33 23 19 11 8 6 5 3 3 2 1 1 1 1 1

oo =

Barr et al, Blood Adv 2022
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ELEVATE TN 6y follow-up

100+ ! 100 - |
! 1
3 2 ]
s + 75%: A+O UIGHV: Median PFS=N s S
T 80 ' = i s s L ., e me
2 UIGHV: A+O vs O+Clb_ e 2 A+O vs O+Clb | F N SN
2 HR2.(95% Cl): 0.08 4 HR: (95% Cl): 0.28
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o R e
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o o mIGHY, A 5% | O+ClIb ulGHV: Median PF$S o — Wi del(17p) andior TP53m, O+Clb !
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0 --—-—mIGHV, 0+Clb | 04 |
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0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81 84 87 90 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 Months

103101 99 97 95 95 94 92 91 91 90 89 89 85 84 81 81 80 79 78 74 72 70 70 60 28 22 13

w/ del(17p) andior TP33m, 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
74 72 69 69 67 66 64 63 63 63 61 61 60 59 58 58 57 56 55 53 51 50 47 44 37 24 16 12

3
wio del(17p) andor 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
118 111 108 106 106 105 104 103 102 100 97 96 93 92 91 88 87 82 80 75 74 68 65 63 56 35 21 13 vil 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 11 7 7 4
50 54 53 50 48 48 47 45 45 44 43 43 42 42 41 41 41 41 40 39 38 34 34 31 29 21 16 9 wio 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
116 105101 99 85 75 62 55 43 41 28 27 19 14 11 9 8 6 6 6 4 3 3 3 2 0 w/ del(17p) and/or 7P53m, O+Clb 25 21 19 19 18 15 10 9 9 9 6 6 5 5 4 4 4 4 4 4 3 3 3 3 3 3 1 0
59 56 53 52 52 48 46 43 41 39 37 37 36 34 32 31 29 23 2 21 19 17 17 14 11 7 5 3 wio 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 0

[l
[LENEINY
aaNno

o

mMPES ulGHV mPFS Dell17p and/or TP53
Not Reached Not Reached

Sharman et al, ASH 2023
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SEQUOIA
Progression-Free Survival by IGHV

Mutation Status

Progression-Free Survival

100 4 100
90 4 90
°\° 80 2 807 — BRMutated :[
Q 704 Q 70 - —— Zanubrutinib Mutated
> 0, >
= 04 — BR 82-4/) = 604 — BR Unmutated
% ——— Zanubrutinib .‘% = Zanubrutinib Unmutated
.g 504 + Censored .g 50+ + Censored
- . = .
o 40 o 40 Mutated IGHV Unmutated IGHV
o 304 mPFS  95% CI £ 304 mPFS  95%Cl mPFS  95%Cl
o 204 BR 422mo 384498 O o9 BR 494mo 444NE BR 337mo 295-39.1
Zanu NE NE 10 Zanu NE NE Zanu NE NE
109" 1R, 0.30; 95% CI, 0.21-0.43; P<.0001 7 HR,0.35;95% Cl, 0.19-0.64; P=00033  HR, 0.23; 95% Cl, 0.14-0.37; P<.0001
0 T T T T T T T T T T T T T T T T T T T 0 T 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 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months Months
No. at risk, n No. at risk, n
BR 238 218 212 201 192 187 180 174 163 157 141 133 113 82 50 18 8 O BRMutated 110 101 99 94 91 8 88 8 & 681 76 73 67 5 31 14 7 0
Zanubrutinib 241 238 234 230 228 224 219 214 208 205 201 200 190 131 93 33 23 4 3 0 ZanubrutinbMutated 109 109 107 106 105 101 99 98 93 92 92 92 & 6 43 18 13 1 1 0
BRUnmutated 121 110 107 101 95 92 86 83 75 71 60 55 43 26 17 4 1 0
Zanubrutinib Unmutated 125 122 120 118 117 117 114 111 111 109 105 104 97 65 47 14 9 2 2 0

In cohort 1, median PFS was not reached in patients who received zanubrutinib; in  pFS was significantly improved with zanubrutinib vs BR in patients with
patients who received BR, median PFS was 42.2 months mutated IGHV (2-sided P=.00033) and unmutated IGHV (2-sided P<.0001)

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

respectively
Data cutoff: 31 October 2022. All P values are 2-sided. BR=bendamustine plus rituximab, Cl=confidence interval, HR=hazard ratio, NE=not evaluable, PFS=progression-free survival, Zanu=zanubrutinib

Munir T et al. Poster presented at EHA 2023; Abstract number: P639 IE
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Progression-Free Survival by del17p/TP53

SEQUOIA - Extended Follow-Up

100 —q'.__‘__l_ N
90 l’_‘b_‘_'_'_‘—-s_.—\_mm
80
N @’45 - Cohort 2 - Del(17p)
= 07 s Zanubrutinib
2 504 4 Censored (n=1 11 )
2 40
S
(/2] q
301 CR/CRi Rate 14.5%
20 4 42mo  95%Cl
PFS 794% 704-859
104 OS 895% 81.9-94.1
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 57
Months
No. at risk, n

Oos 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 8 8 8 75 32 26 3 2 0

» Median OS was not reached
» Estimated 42-month OS rate was 89.5%
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Ven-based regimens:PFS

CLL14 CLL13

PFS*
Investigator-assessed PFS 6 years post randomization [ Median follow-up: 50.7 months ]
100 Time on VenO (median follow-up 76.4 months) Time on venetoclax
100
80 6-year 80
PFS estimate
53.1%

3 60 — : g 60 —
o | g
a ; L

40 — H Q404

EoT VenO,‘
! VenR, IVO
N il 20+ a
20 ; BT Y EoT IVO
EoT : ar vy (MRD+ pts)
1 | ' tre n '
0 ! : y y J i ; ° 0 12 28 36 45 60 72
0 12 24 36 a8 60 72 84 vk T h
Atrisk: Time (months) trisk: ime (months)

: T 229 197 173 156 84 24
OClb 216 185 130 101 67 50 36 3 VenR 237 227 214 188 106 21
VenO 216 193 177 160 139 12 79 3 VenO 229 222 209 198 121 32

VO 231 227 218 201 130 4

. HRvs CIT 0.47 0.30*

Median PFS, -
76.2 36.4 (97.5% CI) - 010t [(0-32-0.69)[§0.19-0.47)
months p-value' p=0. p<0.0001 f§ p<0.0001
HR (95% ClI), 0.40 (0.31-0.52) 4-year PFS, %'  62.0 70.1 81.8 I 85.5
* N
p-value p<0.0001 Med';“f’:s' 59.4 63.2 NR I NR
months
A

o 1. Furstenau M, et al. Lancet Oncol 2024; 25:744—759 (incl. suppl.); 2. Flrstenau M, et al.
Al-Sawaf O, et al. Blood 2024; doi: 10.1182/blood.2024024631. ASH 2023, Abstract 635
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GLOW study: PFS

PFS by INV-assessment (ITT population)!
(Median follow-up: 57.3 months)

Time on IVen

T~
90 7 54-month PFS
80 = 66.5
70 = !
g 60 = E IVen
£ 50 - ‘
o
40 -
30 =
20 = End of OClb End of IVen oclb
(6 cycles) (15 cycles)
10 =
\ ¥ .
0 T L] L] T L] L] L] L] 1] T
0 6 12 18 24 30 36 42 48 54 60
Time (months from randomization)
No. at risk
IVen 106 99 92 90 88 83 80 75 68 55 11
oclb 105 101 95 61 50 43 33 24 20 15 2

Moreno, ASH 2023
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Why CIT is unable in 2024 ?

e Efficacy of target therapies
 Better OS of target therapies
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Final Analysis of the RESONATE-2 Study: Up to 10 Years of Follow-Up of First-

Line lbrutinib Treatment in Patients With CLL

OS Benefit Was Sustained for Patients Receiving Ibrutinib

Chlorambucil Ibrutinib
1004k 5-year OS rate (95% Cl) 68.4% (59.1-75.9) 82.8% (75.0-88.3)
804
60+
B
7}
(o]
40
Chlorambucil
20 OS follow-up in the Clb
3 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 21 high prognostic risk factors including mutated TP53/unmutated IGHV/del(11qg), OS was significantly longer for patients

treated with ibrutinib versus chlorambucil.

Burger, EHA 2024
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ECOG1912 Results — Overall Survival mFU: 70 mos
N \
. OS rates
= 959% IR vs 89% FCR
'5-9 ‘o'- - HR=047,(95% Cl: 0.25 - 0.89)
P=0.018
5-year rates: 95%, 89%
g ] - = FCR (18 events/ 175 cases)
—— IR (21 events/ 354 cases)
0 l 2 5 ‘ . 6 I
Years

Number at risk
- 175 155 143 131 126 96 47 3
- 354 347 343 338 329 300 139 20

Sustained improvement in OS was observed for patients on the IR arm (HR=0.47; p=0.018)

T.D. Shanafelt et al., Blood 2021014960
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OS sustained benefit with venetoclax combinations

CLL14

CLL13

Overall survival 6 years post randomization [
(median follow-up 76.4 months)

Time on VenO

Overall survival'?
Median follow-up: 50.7 months

6-year Time on venetoclax
0S estimate 100
78.7% u ;
80 —
80
60 !
g : —~ 60
8 | 2
40 — ! @\
: O 404
! EoT VenO,
20 : VenR, IVO*
EoT 204 gor ¥ EoT IVO
l : T \ 4 1 (MRD+ pts)
0 H or
0 12 2 36 48 60 72 84 0 . : ,
At risk: Time (months) 0 . 48 60 72
OCib 216 201 194 181 167 144 118 16 A( risk: Tlme (months)
VenO 216 198 189 182 173 160 144 23 CIT 229 209 208 192 120 34
VenR 237 231 229 221 142 38
VenO 229 227 224 215 136 39
IVO 231 228 220 211 142 48
Events, n 48 70
CIT VenR VenO \'/e}
Median OS,
. NR NR HRvs CIT 0.46 0.58 0.58
(97.5% Cl) - (0.18-1.17) (0.24-1.38) (0.24-1.38)
HR (95% ClI), 0.69 (0.48-1.01) p-value'? p=0.056  p=0.15  p=0.15
p-value p=0.052*

Al-Sawaf O, et al. Blood 2024; doi:

4-year OS, %?

93.5

96.2 95.1 95.0

1. Flrstenau M, et al. Lancet Oncol 2024; 25:744—759 (incl. suppl.); 2. Firstenau M, et al. ASH 2023. Abstract 635
10.1182/blood.2024024631.
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Overall survival (ITT population)!
(Median follow-up: 57.3 months)

100 s Time on [Ven 42-month 0S 54-month OS
ol . 87.5 84.5
90 — S} .
80 = _‘_;H—‘—-.T_ﬂp IVen
70 - : =
= 60 77‘-5 , [ole]:]
S | 63.7
q 0 i i
40 : 5
30 | i
20= Endof OClb End of IVen i ;
10 - (6 cycles) (15 cycles) i :
\ \ i i
0 L) L) L) L] L] L] L) L) L) L]
0 6 12 18 24 30 36 42 48 54 60
Time (months from randomization)
No. at risk
IVen 106 100 95 94 94 93 91 89 87 74 19
oclb 105 103 103 100 93 90 26 79 70 57 17

Iven Oclb

(n=106) (n=105)

HR (95%Cl); | 0.453(0.261-0.785);
p-value! p=0.0038*

1. Moreno C, et al. ASH 2023. Abstract 634 (Oral);
2. Kater AP, et al. NEJM Evid 2022;
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Why CIT is unable in 2024 ?

e Efficacy of target therapies
 Better OS of target therapies
 Secondary neoplasia
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FCR vs Target Therapies

CLINICAL TRIALS AND OBSERVATIONS

Brief Report

Comment on Thompson et al, page 1784

F b 1 d o CLINICAL TRIALS AND OBSERVATIONS
unctional cure rep orted In Sustained remissions in CLL after frontline FCR
C LL treatment with very-long-term follow-up

Philip A. Thompson,'~* Alexandre Bazinet,” William G. Wierda,* Constantine S. Tam,*® Susan M. O'Brien,” Satabdi Saha,”
Matthew S. Davids | Dana-Farber Cancer Institute Christine B. Peterson,” William Plunkett,” and Michael J. Keating"

“So now when | sit with a young patient with CLL and
— Venetoclax-obinutuzumab (CLL13)

he or she asks what | would choose for frontline 100 — Ibrutinib-rituximab (E1912)
therapy [...] FCR remains a reasonable choice [...] But 90 w= Rl sl SR D ()
given the risks of secondary MDS/ AML, prolonged 80
myelosuppression, and infectious complications, 70
my usual answer now is that | would choose a 280
targeted therapy regimen and hope that we will éé 50
continue to develop new approaches to add to the =€ 40
impressive array of novel therapies we already have .
available for patients with CLL.” 20
10
0

0 Z 4 6 8 10 12 14 16 18 20 22 24
Time (years)

Davids M.S. et al., blood 2023
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Sustained remission after FCR (19y-LTFU) but...

A B
N Without event N Without event
- PFS 300 88 - IGHV-M 88 44
100 - ~ 0S 300 131 100 ~ IGHV-UM 126 10
g — Missing 86 34
= 75 5 75-
@ a
s 8
=] <3
S 50 S 50
= £
=
25 - £ 25 My
=
= N
o T T T T T 0 T T T T T
0 5 10 15 20 25 0 5 10 15 20 25
Time (years) Time (years)
No at risk No at risk
PFS 300 179 94 59 27 0 IGHV-M 88 68 45 32 15 0
OS 300 241 170 110 45 0 IGHV-UM 126 54 13 7 3 0
Missing 86 57 36 20 9 0

32% of patients develop secondary malignancies, 6% MDS/AML

Thompson P.A. et al., blood 2023
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CLLS8

Complications of FCR therapy

* Treatment- related myeloid neoplasms (tMNs)
*1%to5 % of patients
* DNA damage created by alkylating agents
* median time to onset of 40 months

* Prolonged Neutropenia
* More severe in reduced renal function

* Infection

* older patients are prone to neutropenia (85 % with
grade > 3) and infections (38 % with grade > 3)




Cagliari, 16 Ottobre 2024

LEUCEMIA LINFATICA CRONICA, OGGL... ED OLTRE
CLL13: SPMs and RT

CIT
(n=216)

Second primary malignancies* 56 30 31 37
Solid tumors 19 13 15 18
Hematologic malignancies 4 2 0 8
Non-melanoma skin cancer 33 15 16 11

Richter transformation 6 5 7 3

\_ J

Secondary neoplasia occurred more frequently with CIT vs venetoclax-based regimens

Median follow-up: 50.7 months.
* Overall cases of secondary primary malignancies does not include benign tumors and Richter transformation; SPMs counted as cases, not as patients affected.

CIT, chemoimmunotherapy; IVO, ibrutinib + venetoclax + obinutuzumab; O, obinutuzumab; R, rituximab; Ven, venetoclax.
Furstenau M, et al. Lancet Oncol 2024; 25:744—759 (incl. suppl.).
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Why CIT is unable in 2024 ?

e Efficacy of target therapies
 Better OS of target therapies
 Secondary neoplasia

* EVENIF......
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Chemoimmunoterapia: ESMO guidelines 2024

SPECIAL ARTICLE

in the first line and at relapse of chronic lymphocytic leukaemia™

the ESMO Guidelines Committee’

cccccccccc
BETTER MEDICINE
BEST PRACTICE » __‘

ANNALS OF
ONCOLOGY stz

ESMO Clinical Practice Guideline interim update on new targeted therapies

B. Eichhorst!’, P. Ghia>*', C. U. Niemann®, A. P. Kater®, M. Gregor®, M. Hallek’”, M. Jerkeman® & C. Buske’, on behalf of

Time-limited chemoimmunotherapy (CIT) such as fludarabine-cyclophosphamide-rituximab (FCR)
should only be considered for patients with a good genetic risk profile [defined as mutated
immunoglobulin heavy chain variable (IGHV) status and no TP53 aberrations] and, in addition, a
non-complex karyotype (defined by less than five aberrations if complex karyotype was evaluated)
and if targeted therapies are not reimbursed. Progression-free survival (PFS) of other CIT regimens
(bendamustine-rituximab, chlorambucile-obinutuzumab or chlorambucile-rituximab) is shorter
when compared with time-limited targeted agents; but this has not yet been shown for OS in most

studies.

eUpdate ESMO Guidelines Commitee Ann Oncol 2024
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National

Comprehensive
WSOVl Cancer

Network®

% Conditioning regimen for ALLO-TMO in HR patients
(TP53 o del17p) with available donor in second line

% Chemo as linfodepletive therapy before CAR-T
approved in March 2024 FDA

 Palliative therapies as CHL or CTX

Khouri et al., Blood 2014
Khouri et al., BMT 2017
Geyer MB et al., JCI Insight. 2019
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EBMT regqistry data 2008:

Allo-HSCT total: 10782

Allo-HSCT CLL: 366 (3,4%)

EBMT reqistry data 2022:

Allo-HSCT total: 19011

Allo-HSCT CLL: 157 (0,8%) [oE et

Passweg et al, BMT 2019
Passweg et al, BMT 2024
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AIFA- Frontline treatments 2022-2024 FPG

—@—Chemoimmunoterapy —e—BTKi «=e==BCL2 —e—BTKi-BCL2
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