Venetoclax-Rituximab:
caso di risposta completa
in un paziente fragile
con caratteristiche biologiche sfavorevoli
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Anamnesi patologica remota:
* Positivita Ab anti-HBc
* Noduli tiroidei in follow-up
» Steatosi epatica

Esordio nel 01/09/18 con
linfocitosi e piastrinopenia

Hb 13.3 WBC 69.690 n 5.160 1 ,
63.150 plts 4.000, l 70&$'3() I
adenopatie sovra- € ————

sottodiaframmatiche, ok wea’

splenomegalia (15 x 9 cm) —1_‘ /.$0%' 12
RAI 1V, BINET C ez | A536/"

Caratteristiche biologiche esordio

(settembre 201 8) L Buk inhibhor, P13 Btk inndor, PI3K
iden + inhibitor + CO20 antibody Dior + g ¢
IgHV: mutato Loy sy (| S
g RS K e b Venetociax i not suitable $O/ &$'$ *
« TP53: wild type or BCR o theapy: o BCh ntaet thepy 0
N remission

* FISH: Dell7p13 nel 60% dei

nuclei HE%&  ()+ -L110,  -112/103.,4205 67+89:+ ;<431=40182//4, II>+?@AB
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Dati sui pazienti con alterazioni di TP53
e da trattare in prima linea

« NCT01500733
PFS a 57 mesi per pazienti TP53 disrupted TN patients:
74.4%,
terapia ben tollerata (5 / 86 cessano terapia per AEs)
* NCT02007044
27 TN TP53 disrupted pazienti,
PFS a 6 anni 60% tra pazienti con untreated CLL e
alterazioni TP53
Terapia ben tollerata (2 / 27 cessano terapia per AEs)
« NCT01886872
PFS a 48 mesi tra pazienti trattati con
Ibrutinib 76%
Terapia discretamente tollerata (34 / 180 pazienti cessano
trattamento per AEs)
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Risposta e tossicita con 1° linea
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Ibrutinib
! A Antiaggregante 1
“ )
Entecavir Antiaggregante 2 R
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— VenR del(17p) and/or TP53-mut, n = 53

=== VenR no del(17p) and TP53-WT, n = 104
— BR del(17p) and/or TP53-mut, n = 55

Main study Substudy 100 - T -=+ BR no del(17p) and TP53-WT, n = 98
VenR combination . o
therapy (n=194) 80 4
e Venetoclax Venetoclax monotherapy o %0
S 400 mg orally once daily Venetoclax . ey -
R/R CLL (N=389) 5-week Rituximab 400 mg orally once daily retreatment e
2()21?8 .r:p 375 mg/m? C1D1 o c‘rhcl::lshs;/ eeT?rom il
Stratified by: . g 500 mg/m? C2-6, D1 et a- 40 4
+ del(17p) by local labs ¢ following PD*
« Responsiveness to prior BR (n=195) 20 4
therapy Bendamustine
+ Geographic region 70 mg/m? C1-6, D1, D2 b sssscsssesssssnanne 0 T r r T T T r r — r
Rituximab 0 6 12 18 24 30 36 42 48 54 60 66
375 mg/m? C1DA .
500 mg/m? C2-6, D1 Time (months)
) /v No. of patients at risk
start '/ Sweeks ¢ 6 months c6 (EOCT) max 2years  Cag4 (EOT) 71 7 years: — 53 47 44 43 37 30 27 23 19 12 4 1

from C1D1 follow up

---104 102 99 97 94 86 82 71 61 36 7
— 5 40 26 15 115 4 3 3 1
=~ 98 87 71 48 40 31 19 12 5 1

Median PFS, HR (95% ClI); S-year PFS,
Category months (95% CI) P valuet % (95% CI)

VerR del(17p) and/or TP53-mut  37.4 (29.4,52.3) 2.04(1.32,3.15); 27.3(13.6,41.0)
No del(17p) and TP53-WT  56.6 (53.0, NE) .0010 42.5(28.9, 56.0)
del(17p) and/or TP53-mut  13.4 (8.0, 15.8) 1.67 (1.15, 2.40); NE
No del(17p) and TP53-WT 19.6(16.4, 25.4) .0059 NE
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Update a 5 anni (3 anni off-therapy)

* Mediana PFS raggiunta a 53.6 mesi
nel pazienti trattati con Ven R vs 17
mesli nei pazienti trattati con BR

* Mediana PFS 37.4 mesi nei pazienti
con alterazioni a carico di TP53

Supplemental Figure 2. Forest plots for investigator-assessed PFS subgroup analyses: demographics; stratification

factors; biomarkers; and baseline characteristics.

TABLE A2 UVCTIVITVW Ul (N=195) (N=194) Venetoclax+  Bendamustine+
Total Median Median Hazard 95% Wald Rituximab  Rituximab -
Biomarker n n th n fonth Ratio cl befter _ better Venetoclax Smgle-Agent
Variable All Patients 389 195 170 194 536 021 (0.16,027) ] Period* (n = 171)
Ch 17p Deletion (by aCGH)
- Normal 249 124 196 125 56.6 0.17 (0.12,0.24) a
Total No. of patients w Abnormal 39 2 78 17 205 0.18 (0.07, 0.48) —a— 151 (88.3)
Chr 11q Dek
Normal 217 105 2 112 537 024 0.17,0.34) ot
AE leading to withdraw  “wma = & %7 ot 3 ofs|  Bi0o3e - 17 (9.9)
pS3 Mutati
n 2 2 13,024) t ]
AE leading to dose rec ™ B # B s B 8% (813:533) .- 7 (4.1)
T 104 51 242 53 NE 014 0.07,0.26 i
. . M (0.1 A )
AE leading to dose intt  Unmisted 246 123 157 123 522 0.19 (013, 026) [ ] 44 (25.7)
line Beta-2 Microglobuli
Grade 3-4 AEs Syt B 3 83 % 3% 8% (815838 i) 59 (34.5)
P Am:ledmd’or”pr sk o b 202 98 196 104 366 017 011,025 H
Fatal AEs Mtsted 108 53 134 52 374 026 (016,043 H- 7 (4.1)
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