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INTRODUCTION

* Tne ant-apoplotc protein, BCL-2 s ighly expressed ina
subset of myeloma cells and can promote cell i

* Venetoclax s.a poent and selciive, orally b\oavauah\e‘

all-molecule BCL-2 inhibitor

+ Borezomi (BTZ) can inhibit MCL—J‘ a potential resistance
factor for venetoclax, by stabilizing levels of NOXA, the MCL-1
binding protein

* Tne adcition of venetoclax enhances the actiy of borezomib

in MM cellline and xenograft models (Figure 1)

Figure 1. Mechanism of Action of Venetoclax and
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(A) Schemaiic showing the effect of venetoclax and bortezomib
combination therapy in mutiple myeloma
both BCL-2 and MCL-

Anti-tumor aciviy of venetoc!
a1(4;14) H929 muliple myeloma xenograft model; ***p<0.001 vs vehicle.

OBJECTIVES

« This Phase 1 study evaluates venetoclax with BTZ and
in with MM

« Primary study objectives:
~ Determine dosing schedule, maximum tolerated dose (MTD),

METHODS

= This is a Phase 1, open-label multicenter study of venetoclax in
combination with bortezomib an sone in relapse
or refractory muliple myeloma patients, consisting of dose
escalation and safety expansion portions

KEY PATIENT ELIGIBILITY CRITERIA
* Inclusion

~ Previously treated multiple myelomay for dose escalation
(DE) portion, 1 line of therapy which may include autologous

stem
cell transplant
~ Measurable disease at baseline, including monoclonal
protein 1.0 g/dL in serum or 22 4 ours in urine, or
serum immunoglobuiin free light chain 210 mg/dL
~ ECOG performance status 0 or 1
~ Adequate bone marrow, renal , and hepatic function
+ ANC >1000/uL, hemoglobin 29 g/dL, platelet count
270,000/mm*: patients with heaviy infilrated bone marrow
may use growth factor support
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RESULTS

= As of March 26, 2015, 38 patients are enrolled in the study

Table 1. Patient Characteristics

Characteristios (=)
Age, median range] 65 (38-79)
Male gender, n (%) 2(63)
Wi ace, n (%) 36 (95)
1S sage ll n (%) 1000
Cytogeneticabnormaiies (" (11:14) 5014)
() 3@
dentp 9(25)
deltzg 1954
Prior theraples Medan fange]ines of herapy ~ 5(1-15]
stem celluanspiant, n (%) 2%(63)

Bartezomib Refactory,n ()
Leraiidoride  Reffacory,n
6

31(82)/10(26)
32(84)/21.655)

TREATMENT DISCONTINUATIONS
= 25 (66%) patients discontinued
~ 19 due to disease progression
+ 4 patients died due to PD (2 in 500 mg, and 2 in 300 mg
hort)

» No other deaths occurred
- 2 due to adverse events
+ Respiratory and cardiac decompensation
+ Adenocarcinoma
1 withdrew consent
- 3 due to patient decision

SAFETY
Table 2. Treatment-Emergent Adverse Events (AE)

Event,n (%) N3
AEs, any grade 37(38)

Figure 4. Preliminary Pharmacokinetics of Venetoclax in
the Presence of Bortezomib and Dexamethasone
Cyce 1/Day 1 Cyele y/oay 11
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= Venetoclax in combination with bortezomib a

dexamethasone has an accepable safety pmNe in heavily
pretreated multiple myeloma
= Efficacy resuls suggest anti-tumor activiy of this novel
mbination which targets both BCL-2 and the resistance
factor, MCL-L
= Overall response rate was 47%
~ Al responses occurred in patients who were naive or
sensitive to prior bortezomib treatment
~ Responses of VGPR or better occurred in 19% of patients.
= Dose-normalized exposure of venetoclax in this combination
was within the range of venetoclax monotherapy in multiple
myeloma patients
* Biomarker data contine to be collected and analyzed
= The dose escalation portion of the study continues at 800 mg
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combined with bortezomib and

- Assess the safety profile and characterize
(PK)

* Secondary and exploratory objectives:
~ Evaluate preliminary efficacy, including overall response rate
(ORR), time to disease progression, and duration of overall

~ Assess exploratory pharmacodynamics and
pharmacogenomics parameters

= Patients received prophylaxis for tumor lysis syndrome (TLS)
and were monitored at first dose and dose increases

+ BTZ sensilve: 43 (0.5-12.3] months

+ BTZefractory: 12 [03-4.8] monihs

o 2 1 & & w 1B B
Time on study, months

mg, assessed as > possibly related to dexamethasone
(LT per sponsor)
= No patients developed tumor lysis syndrome

Time, months =38
e v moalm 320359 15 B e 120349
60[07-05] 600205 54[07-85]

= The overall response rate in patients who were naive or
sensitive to bortezomib was 17/26 (65%)

1 Touzeau ., et
7 Souers A ot et o205, 100 0220

DISCLOSURES

AUTHOR DISCLOSURES
c

‘Abbi (for s stuy) AAganval Speakers Bureau- Colgene, Ony. Consulant.
‘Amgen, Mllenrium; D Lobovi: research funding rom Sanof Avents: A Rober

T Facon, A Chanan-Knan, and P Moreau: no relevantdsciosures.
D Darden, L Moris,  Ross, W Munasinghe, M Zhw, A Saler
R Ramencknouse: ADbe empoyees and sock owners

m, 3 Leverson, S Enschede,

ABBVIE DISCLOSURES.

design, sty conduct,analyss and nerpreation of data as el as he wiiing. eviw
v apwova of e st veneloc (ABT-19GGDC.0199) 5 being deveiopec
Collboratn with Geneniech,

ACKNOWLEDGMENTS

Saimee G o

o view an electronic version of this poster,
scan QR code or visit abbviescience.com/515119315/9

Copes of s oster bained hough Quik Response Codo ar for

hEc

e thor o o poster.



