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ESMO 2021

Second-line options after DaraVMPe*
or DaraVTD**

Second-line options after VRd Second-line options after DaraRd™*

Lenalidomide

Lenalidomide- Lenalidomide- Bortezomib- and bortezomib-

zensitive refractory sensitive

Lenalidomide- Lenalidomide- Bortezomib- Bortezomib-
sensitive refractory sensitive refractory

Annals of Oncology 2021
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Outline

* Venetoclax, t(11;14) e meccanismo d’azione

* Venetoclax single agent

e Bellini : Venetoclax+Bortezomib-dex vs Bortezomib-dex
* Canova: Venetoclax-dex vs Poma-dex

* Venetoclax+ Carfilzomib

 Daratumumab+Venetoclax; Dara+Bor+Venetoclax

* Venetoclax+Pomalidomide
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Table 1| Proportion of patients with the major clinical features of MM at presentation across molecular subtypes

Molecular feature defining Bone-disease Renal-failure Anaemia Mixed
MM subtype variant (%) variant (%) variant (%) variant (%)
a Trisomies 36 4 14 45
: —  11:14) 35 7 14 44
t(4;14) 26 6 23 45
1(14;16) 13 25 4 46
@K ) t(14;20) 0 0 0 1
ﬁ_ f (6:14) 33 0 33 33
Unknown partner or deletion 37 14 9 41

of IgH gene region

’*‘ anoglobulin heavy chain; MM, multiple myeloma.

Clonal plasma cells Clonal, malignant plasma cells
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+ MM is a genetically complex disease, and underlying
genetic aberrations may influence treatment outcomes

as well as inform therapeutic decisions; however,
biomarker-directed therapies are lacking

+ 1(11;14) is the most common translocation in MM,
present in approximately 16%—24% of patients!

+ BCL-2 is an anti-apoptotic protein that promotes cell

survival in MM harboring t(11;14)2

* Venetoclax is a highly selective, potent, oral BCL-2

inhibitor that has shown encouraging efficacy and
safety in patients with t(11;14)-positive RRMM35

—In a Phase 1/2 study, 51 patients with
t(11;14)-positive RRMM were treated with
VenDex, resulting in ORRs of 48%—-60%?

...-.,{ venetoclax
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1. Bal 5, etal. Am J Cancer Res. 2022;12(7):2950-2965. 2. Touzeau C, et al. Leukemia. 2014,28(1):210-212. 3. Kumar 3, et al. Blood. 2017,130(22):2401-2409.
4. Kumar 3K, etal. Lml‘Oncd 2020;21(12):-1630-1642. 5. Ka..rl'mﬂnJL,Etd Am J Hematol. 2021,96(45418-427.
PomDe

MM, multiple overall rate;

and dexamethasone; RRMM, rela

MM, VenDex, venetoclax and dexamethasone.
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LYMPHOID NEOPLASIA

Venetoclax sensitivity in multiple myeloma is associated
with B-cell gene expression

Vikas A. Gupta,” Benjamin G. Barwick,” Shannon M. Matulis,” Ryosuke Shirasaki,” David L Jaye,* Jonathan J. Keats* Benjamin Oberton,
Nisha §. Joseph,’ Craig C. Hofmeister,” Leonard T. Heffner,” Madhav V. Dhodapkar,” Ajay K. Nocka,' Sagar Lonial,’
Constantine S. Mitsiades,” Jonathan L Kaufman,' and Lawrence H. Boise!

30-31 gennaio 2024
BOLOGNA, Royal Hotel Carlton

CD20 CD79a Venetoclax
resistant
/ myeloma
\ Venetoclax
B cell sensitive
myeloma
A
B cell genes
\ g 5 ® :2‘ 100
\ g 4 £ 80
£ 3 8
“ *3 2 = 60
s @2
\ 31 _ge § 40
| = 0 @ S 20
o Qe
\ gal k. 2] T
CD20 sensitive resistant 10 100 1000 10000

resistant

sensitive

Similarities with B cell Expression of B cell
gene expression and surface markers by
chromatin accessibility ~ flow cytometry

Predicting venetoclax
sensitivity using a panel
of flow markers

Venetoclax (nM)
Overexpression of B cell
transcription factor BATF

sensitizes myeloma
to venetoclax

BCL2 BCL2L1 MCL1
8 8
o 8 ®
3 ok, g ol ¢ B o g
4 : 3
o 44 i 4 = =
= o o 4 a
g 24 (1] 24 2
0 4 :. 0 0
-— —-— -—
5en res sen res sen res
Myeloma cell lines
@ 5 L]
g2 4
=]
£ 2
k5]
A I, L
=0 []
=3
= -1 $o
SEN res

Measured response

Blood 2021
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t(11;14) MM cells

Venetoclax sensitive

A

Venetoclax resistant

Switch survival dependency Lineage plasticity

.

e Retained B cell-like epigenetic and e Loss of B cell-like epigenetic or
transcriptomic signature transcriptomic signature Leblay et al. Blood 2024
* Genomic alteration of BCL2 members e Enrichment of canonical plasma

(BCL2, MCL1, and BCL2L1) cell TFs (RUNX1)
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Outline

* Venetoclax, t(11;14) e meccanismo d’azione

* Venetoclax single agent+dex

e Bellini : Venetoclax+Bortezomib-dex vs Bortezomib-dex
* Canova: Venetoclax-dex vs Poma-dex

* Venetoclax+ Carfilzomib

 Daratumumab+Venetoclax; Dara+Bor+Venetoclax

* Venetoclax+Pomalidomide
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CLINICAL TRIALS AND OBSERVATIONS

Efficacy of venetoclax as targeted therapy for relapsed/refractory
t(11;14) multiple myeloma

Shaji Kumar,' Jonathan L. Kautman,” Cristina Gasparetto,” Joseph Mihael, Ravi Vij,* Brigitie Pegourie,” Lofti Benboubker,”
Thienry Facon,® Martine Amiot,” Philippe Moreau,” Elizabeth A. Punncose,'® Stefanie Alzate," Martin Dunbar,'’ Tu Xu,"
Suresh K. Agarwal,"" Sari Heitner Enschede,"" Joel D. Leverson,'" Jeremy A. Ross,"' Pauo C. Maciag,'" Maria Verdugo,"
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BOLOGNA, Royal Hotel Carlton

and Cyrille Touzeau®
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100 B sCR 100 B scR Time to progression Duration of response
N CR B CR 1004 100 4
ORR 40% 07 = VGPR 0 OfF 88% = VGPR e —L 1114
80 -—rR 80 - —L Non-{11;14) —L Non-i{11;14)
2 754 75
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= g g g
g Il scr £ o £w s, )
5 Il cr 5 5 g 50 é-'%
) Bmverr  E £ H
g I PR g “] g “ & = 25
1= 30 30
20 2 0 2 4 6 B 10 12 14 16 18 20 22 24 0 2 4 6 8 10 12 14 16 18 20 22 24
104 ORR 9% 10 Months since first dose Months since first dose
6% No.atrisk 30 20 19 17 13 7 2 1 1 1 1 1 21211118 3 2 1 1 1 1
ol 3% No.atrisk 36 13 8 3 3 2 1 2 2 2 21
sobabiar Bosotiat f:;?"m w114 Group Median TTP (95% Cl) Median DOR (95% Cl}
. n=10 n=34 BCL2BCL2L1  BCL2:BOL2LT t(11:14) 6.6 (3.9,10.2) 9.7 (6.3,-)
All patients H11;14) Non-t{11;14) n=9 - Non-i{11;14) 1.9(12,2.3) NE
M =66 n=30 n=236
Regimen (trial 1D) Phase/ Dosing Median number of Efficacy Adverse events Reference
number of prior lines (range) fgrades 3to 4)
patients
Venetoclax /66 Venetoclax: dose escalation cohort (30 pts): 300 to 1,200 mg daily 5(1-15) Pts (30): with t(11;14) Thrombocytopenia (26%),  Kumar S et al. (33 BlOOd 2017
Mornotherapy until progression ORR: 40%, reufropernia (21%),
(NCTO1794520) Venetoclax: safety expansgion cohort (36 pts): 1,200 mg daily urtil = VGPR: 27% anamia (14%), and
progression mTTP: 6.6 morths (3.9-10.2) leukopenia (14%)
mDOR: 9.7 months
Pts (33) without t{11;14):
ORR: 6%,
> VGPR: 6%
mTTF: 1.9 morths {1.2-2.3)
Venetodax plus /20 Venetoclax: 800 mg daily; Dexamethasone 40 mg oral (20 mg for 3(1-7 ORR: 60%/48% Lymphopenia (20%), Kaufman JL et al.
Dexamethasone Il731 pts =75 years of age) on days 1, 8, and 15 of each 21-day cycle 52-12) mTTP: 12.4 months/ thrombocytopenia (10%),  (34)
(NCTO1794520) estimated mTTF: 10.8 neutropenia (10%),
months/ anemia (12%), and
mDOR: 12.4 months/ hypophosphateria (10%)

estimated DOR at 12 months:
B1%
GO,
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Outline

* Venetoclax, t(11;14) e meccanismo d’azione

* Venetoclax single agent

e Bellini : Venetoclax+Bortezomib-dex vs Bortezomib-dex
* Canova: Venetoclax-dex vs Poma-dex

* Venetoclax+ Carfilzomib

 Daratumumab+Venetoclax; Dara+Bor+Venetoclax

* Venetoclax+Pomalidomide
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Regimen (trial 1D} Phase/ Dosing Median number of
number of prior lines (range) Venetoclaxgroup  Placebo group
patients (n=194) (n=97)
. . - Median age, years (IQR) 66 (59-73) 65 (61-71)

Wenstoclax or Placebo /291 Venetoclax (800 myg daily) (194 pts) or Placebo (97 pts); Bortezomib 2(1-3 Age=65years 108 (56%) 52 (54%)

plus Bortezomib and (1.3 mg/m?) on days 1, 4, 8, and 11 during cycles 1 to 8 and days 1, 8, Sex

Dexamethasons 15, and 22 during cycles 9 and beyond; Dexamethasone (20 mg) on Males 97 (50%) 55 (57%)

(BELLINI, days1,2,4,5,8, 9,11, and 12 during cycles 1 to 8 and on days 1,2, remales e 2

] Multiple myeloma International Staging System

NCT02755597) 8, 9, 15, 16, 22, and 23 during cycles 9 and beyond. Treatment was 1 1 (42%) B4

given in 21-day cycles for the firgt eight cydles and 35-day cydes from Stage 2 69 (36%) 32(33%)
Stage 3 39 (20%) 13(13%)
All patients in intention-to-treat Patients with t(11;14) translocati Pati ith high BCL2 Not evaluable o missing data 5(3%) 4(4%)
population Eastern Cooperative Oncology Group performance status
Venetoclax Placebo group  pvalue Venetodax Placebo group pvalue* ( Venetoclax Placebo group  pvalue®
(gmup (n-19 D (r=07) <group (n-29 ) (n-15) %p {nﬁ) (-32) ° o 552“’; 7 :43"")’
lor2 92 (47% 49 (51%
f;:.f:;t complete 1 2(2%) 4(20%) 0102 5 (8%) 0 0268 Missing T 10%)
Complete response 36 (19%) 31(3%) 000028  §(25%) 1(7%) 0129  19(29%) 0 0-0019 "“I”egi-‘-“ time since diagnosis, years  35(2.1-58) 40(21-57)
Very good partial 63 (32%) 30(31%) 0-800 5 (25%) 3(20%) 0842  23(35%) 9(28%) 0663 (0R) .
response Number of previous lines of therapy
Partial response 45 (23%) 31(32%) 0112 4(20%) 3(20%) 0560 9 (14%) 15 (47%) 0-00085 1 91 (47%) 44 (45%)
Minimal response 3(2%) 10 (10%) 0-00061 0 4(27%) 00064 0 4(13%) 0-017 2013 103 (53%) 53 (55%)
Stable disease 14 (7%) 10 (10%) 0381 o 3(20%) 0035 3(5%) 2(6%) 100 Cytogenetic risk
Progressive disease 10 (5%) 5 (5%) 0:990 0 0 = 2(3%) 0 0-816 High risk* 31(16%) 18 (19%)
Overall response 159 (82%) 66 (68%) 0-0081 18 (90%) 7 (47%) 00038 56(85%) 24 (75%) 0367 .
rate parta Standard risk 141 (73%) 72 (74%)
response or better) Unknown or missing data 27 (11% %
Very good partial 114 (59%) 35 (36%) 000029 14 (70%) 4(27%) 0016 47 (71%) 9(28%) 000013 t(11:14) status
response or better -
Complete response 51 (26%) 5 (5%) . 1(7%) . 24 (36%) 0 000024 Positive 20 (10%) 15 (15%)
or better (post-hoc) Negative 152 (78%) 74 (76%)
Minimal residual disease Unknown or missing 22 (11%) 8(8%)
10 37 (19%) 3(3%) 000021 8 (40%) 0 00062 18 (27%) 1(3%) 00104 — - -
10* 26 (13%) 1(1%) 000066  5(25%) 0 0056  12(18%) 0 0025 BCL-2 expression (immunohistochemistry)

La NC et 2 0 2 0 10 14 (7%) 1(1%) 0026 4(20%) 0 0-080 6(9%) 0 0190 High 93/119 (78%) 47/58 (81%)
Median durationof ~ Not reached 12.8 - Notreached ~ 122(7.G-not - Notreached 88 - Low 26/119 (22% 11/c8 (19%
response, months (21.0-not (9-2-15.5) reached) (21-0-not (7-6-not k 1115 ) 138 (19 ))
(95% C1) reached) reached) reached)
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PFS in all patients

Investigator-Assessed PFS
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Venetoclax group (n=193) Placebo group (n=96) [r—
Grade 1-2 Grade 3 Grade 4 Grade § | Grade 1-2 Grade 3 Grade 4 I Grade §
Any 25 (13%) 102 (53%) 54 (28%) 11 (6%) 11 (11%) 57 (59%) 26 [27%] 1(1%)
Diarrhoea 83(43%) 28 (15%) 0 0 35 (36%) 11(11%) 0 0
Nausea 64(33%) 6 (3%) 0 0 20 (21%) 1(1%) 0 0
Constipation 65 (34%) (] 0 0 29 (30%) 1(1%) 0 0
Fatigue 49 (25%) 10 (5%) 0 0 77 (28%) 4 (4%) 0 0
Meuropathy peripheral 48 (25%) 8 (4%) 1(1%) 0 20 (21%) 4 (4%) 0 0
Upper respiratory tract infection 53 (27%) 3(2%) (1] 0 22 (23%) 2(2%) 0 1]
Insomnia 50 {26%) 4(2%) 0 0 26 (27%) 3(3%) 0 0
Thrombocytopenia 22 (11%) 13 (7%) 15 (8%) 0 6 (6%) 10 (10%) 19 (20% 0
Anaemia 21 (11%) 27 (14%) 1(1%) 0 10 (10%) 13 (14%) 1(1%) 0
Meutropenia 10 (5%) 16 (8%) 19 (10%) 0 2 (2%) 5 (5%) 2(2%) 0
Pneumonia 10 (5%) 22 (11%) 5 (3%) 3(2%) 6 (6%) 7 (7%) 2(2%) 0
In conclusion, e results of BELLINI suggest that

venetoclax plus bortezomib and dexamethasone com-
pared with placebo plus bortezomib and dexamethasone

e Alto rate mortalita x infezioni in Ven arm 14 vs 1 significantly improves progression-free survival, overall

response rate, and the rate of very good partial responses

H or better, althou the increased risk of death indicates

* FDA ha Sospeso trlal da marzo 2019 an un_favourablgh risk—benefit profile for biologically
unselected patients with relapsed or refractory multiple

myeloma. The finding that patients with t(11;14) and

those with high BCLZ2 expression appear to have a more

favourable risk—benefit profile than patients without

t(11;14) and with low BCLZ expression suggests that a

biomarker-driven approach might be appropriate for the
use of venetoclax in multiple myeloma. This concept is
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Outline

* Venetoclax, t(11;14) e meccanismo d’azione

* Venetoclax single agent

e Bellini : Venetoclax+Bortezomib-dex vs Bortezomib-dex
 (Canova: Venetoclax-dex vs Poma-dex

* Venetoclax+ Carfilzomib

 Daratumumab+Venetoclax; Dara+Bor+Venetoclax

* Venetoclax+Pomalidomide
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s CANOVA is an ongoing, randomized, global, multicenter, open-label Phase 3
study of VenDex versus PomDex in t(11;14)-positive RRMM

N=263 n=133 Venetoclax (800 mg PO QD) +
Key eligibility: Dexamethasone (40 mg QW)?
- )-positive RRMM 28-day cycles
= PS <2
- 2 prior LOTS Pomalidomide (4 mg PO QD Days 1-21) +
- PD on or within 60 days » e R
after completing last LOT n=130 28 day cycles
= Prior Pl exposure —
- RIR to lenalidomide Stratification factors:
- Age at randomization «  Prior LOTs at screening = IS5 stage at screening
(<65 versus =65 years) (2 to 3 versus =4) (1 versus Il versus III)
* Primary Endpoint + Key Secondary Endpoints
— PES per IRC in the ITT population - ORR and =zVGPR per IRC (based on IMWG 2016)
-0S
* Analysis Populations - MRD negativity rate (<10-5)

— ITT population: all randomized patients

— Safety analysis set: all patients who received
=1 dose of study drug

— PRO parameters (Supplemental Materials; scan Conclusions slide QR code)
- Time to deterioration of disease symptoms®
- Time to deterioration of physical functioning®

*Palients aged 275 years received dexamethasone 20 mg QW. Dexamethasone could be administered IV when PO was not possible. "Patients who discontinued treatment due to PD were followed for
sunvival and postireatment information; those who discontinued treatment due to a reason other than PD remained on study and continued disease assessments until confirmed PD, death, or withdrawal
of consent. “As measured by the EORTC QLQ Muliiple Myeloma Module 20 disease sympiom domain. 94z measured by the EORTC QLQ Core 30 physical functioning domain.

ECOG PS, Eastem Cooperative Oncology Group performance status; EORTC QLQ, Eurcpean Crganisation for Research and Treatment of Cancer Quality of Life Questionnaire; IMWG, International
Myeloma Workmg Group; IRC, independent review committes; |SS, Inwmamnal Staging System; ITT, intent fo treat; LOT, line of therapy, MRD, minimal residual disease; ORR, overall response rate;
05, overall survival, PD, progressive disease; PFS, prog'ﬁs:on—frae survival; Pl, proteasome |rl1|brhor PO, oral; F’c:l'rlDe:u:1 pomalidomide and dexmﬂ'namne PRO, paher'lt—repu'tﬂ:lal.rtmme

QD, once daily; W, once weskly, R, randm‘lzed R/R, relapsedirefractory; RRMM, RIR multiple nyelomia; VenDe:: venetoclax and dexamethasone;, VGPR, very good partial responss.
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IPatient baseline demographics and clinical characteristics

VenDex PomDex
Baseline characteristic n=133 n=130)

VenDex PomDex
Baseline characteristic (n=133) {n=130)

Median age (range), years 67 (39-85) 66 (37-89) ISS stage at screening, n (%)
<65 years, n (%) 56 (42) 58 (45) [ 67 (50) 60 (46)
265 years, n (%) 77 (58) 72 (55) - 40 (30) 46 (35)
279 years, n (%) 29(22) Z(18) m 26 (20) 24(18)
Male, n (%) 81(61) 69 (53)
Race, n (%2 | Median number of prior LOTs (range) 3(2-8) 2028 |
Asian 40 (31) 40 (31) Prior LOTs at screening, n (%)
Black or African American 1(1) 2(2) 2i03 98 (74) 97 (75)
White 88 (68) 85 (66) 2 58 (44) 72 (55)
Hispanic or Latino ethnicity, n (%)a 6 (5) 4(3) 3 40 (30) 25(19)
ECOG PS, n (%) 24 35(26) 33(25)
Oto 1 118(89) 124 (35) Prior ASCT, n (%)? 89 (97) 74(99)
2 B 60 Refractory to PI, n (%) 109 (82) 95 (73)
IMWG consensus riskab N
Standardrisk, n (%) 91 (93) 88 (92) Refractory to IMID, n (%) 128 (96) 127 (98)
High risk, n (%) 70 8(8) Refractory to lenalidomide 128 (96) 125 (96)
Missing, n a5 2 Refractory to anti-CD38 mAb, n (%) 47 (35) 50 (38)
Cytogenetic risk factors, n/N (%) Refractory to P1+ IMiD, n (%) 105 (79) 94 (72)
del(17p) 14166 (21) 15/66 (23) Refractory to Pl+ IMiD + anti-CD38
gain(1g) (23 copies) 13/51 (25) 17147 (36) mAb, n (%) 40 G0) 2(2)

"Percentages were based on the number of patients with available data. Riace information was missing for 6 patients (VenDex, n=4; PomDex, n=2), ethnicity for 2 patients in the VenDex amm, and prior stem cell transplant
information was missing for 117 patients (VenDex, n=62; FomDex, n=55). *High risk was defined as IS5 stage Il and del{ 17p) per IMWG consensus on risk stratification (Chng W.. et al. Leukemnia. 2014:28(2):268-Z77).
ASCT, autologous stem cell transplant; ECOG PS, Eastem Cooperative Oncology Group performance status; IMID, immunomodulatory drug: INWG, International Myeloma Working Group; 155, Intemational Staging
Systerm; LOT, line of therapy. mAb, monocional anfibody; P, proteasome inhibitor; PomDex, pomalidomide and dexamethasone; VenDex, venetoclax and dexamethasone.
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IVenDex resulted in higher and deeper responses compared with PomDex

IRC-Assessed Response Rates

20 - P<0.0012 #sCR
ECR
ORR 62% BEVGPR
(95% Cl, 53-70) “PR
60
= | >VGPR 39%
3 (95% CI, 31-48)
c ORR 35%
.% 40 - (95% Cl, 27-44)
o
}EVGPR 14%
{85% CI, 8-21)
20 A
0 .

VenDex (n=133)

PomDex (n=130)

Patients, %

o
1

15

-
]
1

MRD Negativity Rates per ITTP

mVenDex (n=133)
PomDex (n=130)

P=0.002= P=0.006
8%
{95% CI, 4-13)
6%
{95% Cl, 3-12)
0%
0%... {95% CI, 0-3)

MRD <10-°% MRD <105

* The median DOR per IRC was 13.8 months (95% CI, 10.1-18.4) with VenDex versus 13.0 months
(95% CI, 8.3-23.6) with PomDex
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= The primary endpoint of IRC-assessed PFS was longer with VenDex versus
PomDex but did not meet statistical significance

100
IRC-assessed PFS VenDex PomDex
Median (95% Cl), months 9.9(6.9-12.6) 58(3.8-92)
w801 Stratified HR= (95% CI), P valuet 0.823 (0.596-1.136), P=0.237
T
. . €
* The median follow-up time @
was 24.9 months for VenDex 8
and 25.6 months for PomDex £
* The concordance® between 2
IRC- and investigator- e
assessed PFS was 94% — VenDex
— PomDex
+ Censored
0 T T T T T T T T 1
0 5 10 15 20 25 an 5 40 45
Months
Patlents at Risk
Yenbex 135 7g a7 3 18 g ] 4 1 i

PemDex 130 EQ 28 18 0

3HR for PFS was determined by a stratified Cox proportional hazard model. °P value was determined by stratified log-rank test. “The overall concordance rate was defined as the percentage of patients
who had PD by both IRC arﬂlme&’ugakr&ndpmmtsmwemn-PDb;bohIRCa‘dlnuestgatora‘ru‘lgallpﬁllenm
HR, hazard ratio; IRC. indey review committes; PD. e diseass; ression-free survival, Poml

idomide and dexamethasone; VenDex, venetoclax and dexamethasone.
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IThe time to next treatment was longer with VenDex versus PomDeXx

100+ TINT VenDex PombDex

Median (95% CI), months 21.2(158-272) 83(6.3-10.8)
Stratified HR= (95% CI), Pvalue®  0.546 (0.385-0.776), P=0.001

£
e g
[
]
E
:
X
[
=z
8
@
E
=
— VenDex
— PomDex
+ Censored
0 T T T T T T T T 1
0 5 10 15 20 25 an 35 4af 45

Patients at Risk
VenDex 133 99 T 53 38 25 12 7
PombDex 130 K] 45 27 18 a 4 2 1
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VenDex resulted in numerically longer OS versus PomDex after a
median 24.9 months of follow-up

100
* 62 patients (47%) in the 80+
VenDex arm and 78 (60%) in
=
the PomDex arm went on to <
. - T 60-
receive subsequent anti-MM <
therapy @
E 40
* The types of postireatment ©
anti-MM therapies received 20- os VenDex PomDex
Events 50 61
— VenD:
E’e:( genzrallg balan dc;d b " pompex  Median (95% CI), months 324 (253 NE) 245 (19.9-30.6)
stween Venuex and momuUex + Censored  Stratified HR® (95% Cl), P value® 0.697 (0.472—1.029), P=0.067
(Supplemental Materials; scan o ;i : - o = " " p = = p
Conclusions slide QR code) "
onths
Patiants at Risk
VenDex 133 113 94 B3 45 25 14 4

(SN

]
PomDex 130 103 [ &1 g 18 7 4
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= The safety profiles were consistent with the known safety profile of each
individual study drug, with no new safety signals observed for venetoclax

Most Common TEAEs?

Hematologic TEAEs
il -
Neutropenia 63%
" ) + Laboratory TLS occurred
rombocylopenia® in 4 patients in the
_ VenDex arm and 2
Anemiad - patients in the PomDex
arm; there were no cases
Lymphopenia® of clinical TLS
Gl TEAEs )
Diarrhea —
* Treatment-related TEAEs
are presented in the
Nausea il Supplemental Materials
Other TEAES - 1% B VenDex— Grade 23 (n=130) (scan Conclusions slide
COVID-13 9% VenDex— All Grades (n=130) QR code)
r 199, B PomDex — Grade 23 (n=127)
Fatigue — _ =
atigue 20% PomDex — All Grades (n=127)
0 10 20 30 40 50 60 70 80

3|nciudes any-grade TEAES occurring in 220% of patients in either treatment amm. ®Includes preferred terms of neufropenia and neutrophil count d

d_ cIncludes p terms of

thrombocytopenia and platelet count decreased. “Includes prefemred terms anemia and hemoglobin decreased. *Includes prefermed terms of lymphopenia and white blood cell count decreased.
i rome; VenDex, venetoclax and dexamethasone.

Gl intesinal; PomDex,

malidomide and dexamethasone; t adverse fumor

30-31 gennaio 2024
BOLOGNA, Royal Hotel Carlton

Infections

5

%

Grades 23

Serious B VenDex (n=130)

PomDex (n=127)

0 20 40 60 80 100
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Outline

* Venetoclax, t(11;14) e meccanismo d’azione

* Venetoclax single agent

e Bellini : Venetoclax+Bortezomib-dex vs Bortezomib-dex
* Canova: Venetoclax-dex vs Poma-dex

* Venetoclax+ Carfilzomib

 Daratumumab+Venetoclax; Dara+Bor+Venetoclax

* Venetoclax+Pomalidomide
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:Ongoing, open-label, multicenter Phase 2 study of venetoclax in combination
with Kd in patients with RRMM (NCT02899052)

Part 2 Part 4 (n=48)
All-comers t(11;14)-positive RRMM only
No dose ramp-up required Ven 400 mg +
for initiatipn of Ven
|_. Treatment until
Ven 800 mg + disease
Patients with t(11;14)-positive RRMM who received K70 mg/m? + —  progression or
Ven 800 mg + K 70 mg/m? + d 40 mg d 40 mg unacceptable
(n=8) toxicity
K 70 mg/m? +
[ d 40 mg
Key eligibility criteria (all parts):
+ Age =18 years
+ RRMM * Primary objective: Safety and efficacy (response rates per
« ECOG PS <2 investigator)
T « Prior lines of therapy: * Secondary objective: PFS, OS, TTR, TTP, DOR per investigator
_ Parts 1.2 and 3- 1-3 = Efficacy population: Patients randomized to Ven400Kd, Yen800Kd
_ Part 4: 21 and Kd in Part 4, and those with t(11;14)-positive RRMM who
» Measurable disease per IMWG criteria received Ven800Kd in Cohorts 3, 5, and 6
» Safety population: All the patients with t(11;14)-positive RRMM who

* No prior treatment with carfilzomib,
venetoclax, or any BCL-2 inhibitor

received =1 dose of study treatments

Ven was administered orally once daify on Days 1-28, with no dose ramp-up. K wes administered ence mﬂyuﬂDays1 £, and 15 as a 30-minute infusion or per instifutional guideines. Dexamethasone was administered once weekly on Days 1,

. B.15, and 22 (pabients aged 275 years could receive 20 mg). Antimicrobal prophylasss included acyclovir for prevention of hespes zoster infection and trimethoprim/suifamethoxazole while receving treatment and levofloxacin for the first 00 days of
the study and after development of Grade 4 neutropenia.
DDR.Mmdmﬁe;EDOGPSEmGwpﬂm performance status; IMWG, Intemnational Myeloma Working Group; IV, infravenous; Kd, carfilzomib + dexamethasone; ORR, objective response rate; 05, overall survival;
dexamethasone;

Oncology Group
[PF5, progression-free survival; P, proteasome inhibitor; R, randomization; RRMM, relapsediefractory multiple myeloma; TTF, time to progression; TTR, time to response; Vend00Kd, venetocdax 400 mg + carfitzomib +
Va'ﬂ]]!{d.wermdar&]]n\;+ca'ﬁhnnb+dmneﬂ1m
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IPatient baseline characteristics were well balanced between treatment groups

Characteristic Ven400Kd Ven800Kd Kd Characteristic Vend400Kd Ven800Kd Kd

{N=58) (n=19) (n=20) (n=19) (N=58) (n=19) (n=20)* (n=18)
Median age (range), years | 71(45-84) 71 (47-78) 73 (57-83) | IMWG cytogenetic risk, n (%)

263, n (%) 12 (63) 13 (63) 14 (74) High risk 3(16) 3 (15) 3 (16)
Male, n (%) 10 (53) 11 (55) 10 (53) Standard risk 11 (38) 15 (79) 7(37)

Unknown 5 (26) 2 (10) 9 (47)

Race, n (%) — .

White 17 (89) 18 (90) 15 (79) High-risk cytegenetics, n (%)

Black or African 2 (1) 2 (10) 4(21) dei(17p) _ 4(21) 4 (20) 6(32)

American gain(1q) (23 copies) 3(16) 9 (45) 2(11)

Other 0 0 0 gain(1g) and/or del(17p) 7(37) 11 (55) 7 (39)
Geography, n (%) Median number of prior lines of

North America 6 (32) 12 (60) 12 (63) therapy (range) 2(1-4) 2(1-9) 2 (1-5)

Europe 11(58) 6 (30) 6(32) Prior exposure to PI, n (%) 18 (95) 18 (90) 16 (89)
ECOG PS, n (%) Refractory to Pi 10 (53) 14 (70) 10 (56)

?_ ) 15:3{?;3?) 13 Eggg 1?2*(362] Prior exposure to IMID, n (%) 17 (89) 17 (85) 16 (89)
Median time from initial 41 41 34 Refractory i lenalidomide 12 (63) 13 (69) 13(12)
diagnosis (range), years® (02-179) (04-129) (06-14.1) Prior exposure to anti-CD38 mAb, n (%) 4(21) 6 (30) 9 (50)

| Refractory fo daratumumab 4 (21) 6 (30) 844) |

1SS l,""“'ge' n (%) 5 25) o (45) 6 33) Refractory to Pl + IMiD, n (%) 8 (42) 9 (45) 6 (33)

i 5 (26) 6 (30) 8 (44) Refractory to PI + IMiD + anti-CD38 3 (16) 2 (10) 422)

I 8 (42) 5 (25) 2 (11) mAb, n (%)
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=Addition of venetoclax to Kd produced an overall response rate of 92% in
Ipatients with t(11;14)-positive RRMM

Investigator-Assessed Overall Response Rate

100 - ORR 92% msCR
(95% CI, 79-98) mCR
- B VGPR
EPR
80 { =CR
31%

ORR 63%
(95% CI, 38-84)

[s7]
=]
1

=VGPR

Patients, %

o
=]
L

20 1

VenKd Kd
(n=39) (n=19)

CR, complete response; Kd, carfilzomib + dexamethasone; ORR, overall response rate; PR, partial response; RRMM, relapsedirefractory multiple myeloma; sCR, sfringent CR; Vend00Kd, venetoclax
400 mg + carfilzomib + dexamethasone, VenB00Kd, venetoclax 800 mg + carfilzomib + dexamethasone; Venkd, venstoclax + carfilzomil + dexamethasone; VGPR, very good PR,
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- Addition of venetoclax to Kd produced an overall response rate of 89%—95%
in patients with t(11;14)-positive RRMM

Investigator-Assessed Overall Response Rate

100 - ORR 92% EsCR
(95% CI, 79-98) mCR
mVGPR
mPR
80 ORR 95%
100 ~ ORR 89% (95% CI, 75-100)
(95% CI, 67-99) -
S 1 =CR 7
ﬁ 60 80 +16% 151 igq% 30
g
: =
= > B0 -
g 40 verr | Il | =VGPR
e g r E?9% 85%
iol B
20 A 40
20
0 [ 0 11 10 §
VenKd Vend00Kd Ven800Kd
(n=39) (n=19) {n=20)
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s Addition of venetoclax to Kd resulted in longer median PFS vs Kd alone, and
median OS has not yet been reached in any group

Investigator-Assessed PFS in All Patients

=100+ PFS Vend400Kd VenB800Kd Kd
= Median, months 322 424 142
; 80 HR (95% Cl) vs Kd 0.495 (0.165—1.484) 0483 (0.165-1416) —
5
b: 60
&
[] * * ¥
E 407 _ vendookd
g Wen800Kd
207 — Kka
S + Censored
[« .

0 T T T T T — ——T— T T — — — — — 1
0 3 8 0 1215 18 29 24 27 30 33 30 30 42 46 48 61 54 57 60 83 88 69 72
Months

Patients at Risk
19171513 8 8 6 6 5 3 2 0 0 00O 0O O OOCO0ODOCOOOO

1914 8 6 5 3 2 1110 00 O0O0CO0COC 000D 0OCO0O0O0

Ven400Kd

OS in All Patients

100+
5% 80 +H 44
E G0
£
W
T 497 _ vendooka OS Ven400Kd Ven800Kd Kd
2 VenB0ODKd ~ Events 2 3 3
o 209 __ kg Median, months NR NR NR
+ Censored  HRvs Kd (95% Cl) 0566 (0.094-3.394) 0557 (0.103-2.998) —

o T T —T—T— T — T T — — — — —
O 3 6 9 12 15 18 21 24 27 30 32 38 30 42 46 48 51 64 67 60 63 88 69 72
Months
Patients at Risk
1918171512 11118 6 4 2 1 0 0 0 0O C O OCOOOOOCO

18181513 68 68 ¥y 5§ 4 31140 0000000 O0O0O0CO0 0

Ven800Kd LG

(n=19)

Median follow-up, months (range) 22.4 (1.8-34.7)
Median DOR, months (95% CI) 31.3 (14.8-NR)
Median TTR, months (95% ClI) 1.0 (1.0-1.1)

Median TTP, months (95% CI) 32.2 (11.1-NR)

(n=20) (n=19)

24.9 (2.2-69.7) 16.8 (0.0-35.4)
41.5 (16.1-NR) 16.3 (6.5-NR)
1.0 (1.0-1.2) 1.3 (1.0-4.2)
42.4 (17.1-NR) 17.2 (5.8-NR)
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Ilnfection rates were higher in the venetoclax treatment groups vs Kd alone

Select Grade 23 TEAESs Infections
1% B n=13 (68%)
Anemia 5 [l 10% Any grade - [N =17 (85%)
1% L n=6 (33%)
B 16% r n=6 (32%)
Lymphopenia < [ INIEGG 0% Grade 23 [ =5 (25%)
L 6% L n=2 (11%)
B 21% n=5 (26%)
Pneumonia® - [ 15% Serious— [ n=5 (25%)
1% n=2 (11%)
i 16% Grade 3/4 [ [ n=1(5%)
Sepsisd T - 15% occurring within - n=3 (15%)
L 0% Vend00Kd (n=19) first90 days | 0 p=q (6%) Ven400Kd (n=19)
5% B Ven800Kd (n=20) Serious [ n=1(5%) ® Ven800Kd (n=20)
Cardiac disorders 4 [ 5% Kd (n=18) occurring within < [ =3 (15%) Kd (n=18)
] 6% first 90 days i n=1 (6%)
0 20 40 60 80 100 0 20 40 60 80 100
Patients, % Patients, %
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Outline

* Venetoclax, t(11;14) e meccanismo d’azione

* Venetoclax single agent

e Bellini : Venetoclax+Bortezomib-dex vs Bortezomib-dex
* Canova: Venetoclax-dex vs Poma-dex

* Venetoclax+ Carfilzomib

 Daratumumab+Venetoclax; Dara+Bor+Venetoclax

* Venetoclax+Pomalidomide



VenDd vs DVd in t(11;14) R/R MM:

Multicenter dose-escalation/dose-expansion phase /1l study

(28-day cycles)

Adult (218 yr of age) patients Part 1 (nonrandomized
with t(11;14)-positive* R/R dose escalation/dose expansion)*
MM with PD after 21 previous
line of therapy including a PI
or IMiD; ECOG PS <2
(N = 81)

Part 3 (randomized,
open label)

Primary endpoint: PFS, response rates Secondary endpoints: MRD negativity?
(ORR, = VGPR, > CR)
Other endpoints: safety

*As determined by central laboratory plasma cell-enriched FISH. *Patients from part 1 who received 400 mg or 800 mg of venetoclax were included in analysis of part 3.
*Cycles 1-2: D1, 8, 15, 22; cycles 3-6: D1, 15; cycle 7+: D1. SPatients stratified 4:2:5 to receive Ven400Dd, Ven800Dd, or DVd. At time of suspected sCR/CR, MRD negativity
(<10 and <10°®) determined in BM aspirates by NGS and assessed again at 6 and 12 mo post confirmation.

Bahlis. NCT03314181.



http://www.clinicaloptions.com/

VenDd vs DVd in t(11;14) R/R MM:

PFS (Primary Endpoint)

Outcome VenDd Dvd
(n =55) (n = 26)
Median PFS, mo (95% Cl) 46.1 (40.6-NE) 15.5 (7.5-NE)

12-mo PFS rate, % (95% Cl)

94.2 (83.1-98.1)

59.9 (35.5-77.6)

18-mo PFS rate, % (95% Cl)

87.9 (74.4-94.4)

47.6 (24.1-68.0)

24-mo PFS rate, % (95% Cl)

77.7 (62.1-87.4)

39.7 (17.0-61.8)

33-mo PFS rate, % (95% Cl)

74.3 (57.8-85.1)

39.7 (17.0-61.8)

Events, n

16

11

Median PFS was longer in VenDd arm (46.1 mo) compared with DVd arm (15.5 mo)
33-mo PFS rate was higher in VenDd arm (74.3%) compared with DVd arm (39.7%)

Bahlis. ASH 2023. Abstr 338.
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VenDd vs DVd in t(11;14) R/R MM:
Safety Summary

Safety Events b 2L
(Events/100 PY) ISR JSeLl
(PY = 122.8) (PY = 25.3)
AEs 1244 (1012.8) 351 (1384.8)
SAEs 65 (52.9) 17 (67.1)
Grade 3/4 AEs 165 (134.3) 61 (240.7)
All deaths 8 (6.5) 5(19.7)
= AEsresultingin 2 (1.6) 0
death

Safety Summar L Dyd
g Y (n=55) | (n=24)*
Treatment exposure
=  Mean tx duration, mo (SD) 26.3 11.9
=  Median tx duration, mo (14.4) (10.3)
(range) 24.8 9.6
(1.2-57.8) | (0.5-35.8)
Any-grade AE, n (%) 54 (98.2) 23 (95.8)
Grade 23 AE, n (%) 43 (78.2) 18 (75.0)
Any-grade neutropenia, n (%) 9 (16.4) 1(4.2)
=  Grade 3/4 neutropenia 7 (12.7) 0
Any-grade thrombocytopenia, n (%) 4(7.3) 8 (33.3)
=  Grade 3/4 thrombocytopenia 2 (3.6) 6 (25.0)
SAEs, n (%) 28 (50.9) 7 (29.2)
All deaths, n (%) 8 (14.5) 5(20.8)
= SAEs resulting in death 1(1.8) 0

*n = 2 patients randomized but never received drug dose. *n = 1 patient treated for 49 cycles experienced 2 SAEs (septic shock, multiorgan failure)
that resulted in death. *National Cancer Institute Common Terminology Criteria for Adverse Events.
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TAELE 1. Patient Demographics and Baseline Characteristics

Part 1 Part 2
t{11;14) VenDd  VenDVd
Characteristic (n = 24) (n=24)
Median age, years (range) 63 (51-76) 64 (41-80)
ECOG performance status, No. (%)
0 13 (54) 16 (67)
1 11 (46) 7(29)
2 0 1(4)
ISS stage, No. (%)
1 7(29) 9(38)
Iland 1l 14 (58) 14 (58)
Not evaluable or unknown 3(13) 1(4)
Cytogenetic abnormalities,® No. (%)
t(11;14) 24 (100} 6(25)
t4;14) 0(0) 0(0)
t(14;16) 0(0) 1(4)
del(17p) 1(4) 3(13)
gain(lg) (= 3 copies) 9(38) 1)
Hyperdiploid® 3(13) 2(8)
High risk= 1(4) 4(17)
No. of pror lines of therapy, median (range) 2518 1(1-3)

Bahlis et al. JCO 2021

PFS (%)

30-31 gennaio 2024
BOLOGNA, Royal Hotel Carlton

Bahlis et al

A HscR Eck EVGPR W PR B
100 4 ORR -85.8 ORA - 817 50 W VenDd ([11:14])
42 W VenDVd
m -
= =CR g
2 60 + 8 P
2 o
= 4 =1 7
a o
20 4
© VenDd (n=24) VenDVd (n = 24) " 5 5
MRD < 10 MRD = 10 MRD = 10
[n= 24 t(11;14)] [n=6t(11;14)] ) : *
PFS VenDd
B PFS VenDVd
100 4+ + e LEEELLE] L
'
L]
20 - :
:
:
L]
80 i
=
40+ VenDd [n = 24 E
Median PFS. mo [95% Cl NR [NE to NE) o
20 Events, No. %) 2183
12-manth PFS, % 195% CIl [95.2 (707 10 98,3
Ymanth P‘F::!\'.Mcll 905 1017 Macimn PFS. ma (6% €1 | NR (147 1 NE)
24-manth PFS, % 95% CIl | 905 |51.0 to 97.58) + Censored 20 E;-.E:h.;:u#“s”m e o u:];ngfulm
T T T T T T T T T J 16 monih PES, % S5% C | 657 1425 ta 625)
[i] 3 [:] ] 12 15 12 21 24 27 320 u_,,,g,“h PES, % (95% CIY m_]rulgz B2E) + Cenzored
- T T T T T T T T T T
Time (months) ¢ 3 6 8 12 15 18 21 24 27 30

Time (months)
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% VGPR or better

Ven-Dex Ven-Bort-Dex Ven-Bort-Dara-Dex Ven-Car-Dex Ven-Dara-Dex
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* Venetoclax, t(11;14) e meccanismo d’azione

* Venetoclax single agent

e Bellini : Venetoclax+Bortezomib-dex vs Bortezomib-dex
* Canova: Venetoclax-dex vs Poma-dex
 Daratumumab+Venetoclax; Dara+Bor+Venetoclax

* Venetoclax+Pomalidomide
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. Table2  Summary of Treatment-Emergent Adverse Events
Venetoclax 400 mg die x 28 gg
o o N TEAEs by Preferred Term, n (%)* All Patients
Pomalidomide 4 mg die x 21 gg N=8
. Any Grade Grade > 3
Dex 40 mg settimanale g TEAE 5 (10) 8100
Neutropenia 6 (79) 6(73)
. . Anemia 4(50) 1(13)
Fase Il inMM RR >1L; lena refrattari Fatique 4(50) 000
) ) ) Hypokalemia 4(50) 0(0)
Venetoclax, pomalidomide, and dexamethasone in RRMM Dysphea 3038) 0[0)
Table 1  Patient Demographics and Baseline Characteristics Hyperglycemia - 3(%8) 0(0)
Hypophosphatemia 3(38) 1{13)
Characteristic 1(11;14) Non-1(11;14) All Patients Leukopenia 3(38) 3(38)
n=3 n=>5 N=8 .

Median age, y (range) 68 (67-74) 66 (60-77) 675 (60-77) T"m_mbmﬂop'ema 3(38) 1(13)

ECOG performance slalus, n (%) - R ’ o o
0 0(0) 0(0) 0(0)

1 3(100) 5(100) 8(100)
1SS stage, n (%)
I 0(0) 1(20) 1(13)
il 2(67) 2(40) 4(50)
Not evaluable/unknown 1(33) 2 (40) 3(38) 100 " -

Cytogenetic abnommalites, n (%) - ¢ \ (14) )
4:14) 0(0) 0(0) 0(0) - ’ Nor{11:14) (nc5)
1{14,16) 00y 1(20) 1013} EL ® Time to Response
del(17p) 1(33) 0(0) 1(13) ‘g 9 VerR
gain{1q) (= 3 copies) 1(33) 2(40) 3(38) k) “ -4

No. prior lines of therapy, median (range) 30(1-4) 1.0(1-5) 15(1-5) - L
1,1 (%) 1(33) 3(60) 4(50) ' £ 00
22,1 (%) 267 260 450 ’ 1fi1;14) Mon{11;14) Al Patients ' = PFs

Prior exposure to P, n (%) — — 8(100) “.1-'3 s (] | )
Refradtory lo PI 7 7 2(25) EVGPR MPR MSD MNE

Prior exposure lo lenalidomide, n (%) - - 8(100) (1] [] eat
Refractory to lenalidomide — — 6 (75)° " [ Witcres consert

01234 567 8910112135 1415161718

PFS 10 mesi Time on Study, Months
Gasparetto et al. Clin Lymph Myeloma Leuk 2021
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Conclusioni

* Venetoclax é efficace nel MM R/R
* Efficacia maggiore in MM e t(11;14) e overespressione BCL2

* Warning su dosaggi / combinazioni e rischio infettivo
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