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= Acute Myeloid Leukemia (AML) has a median age of diagnosis at 68 years' Table 2. Patient Characteristics Figure 2. Response Rates by Treatment Figure 5. DOR for Patients after CR/CRi
= Elderly patients (265 years) are frequently ineligible for, or refractory to, intensive ot AR = : — Median Months of Response (95% CI)
induct}i/on c:hemo(thera):)yz’3 ) y el ” Chall'acterlstlc N2EED 100 67 76 L 57 & Patients (%) 2 100 - 400 + Aza NR (5.6 - NR)
Median age (range), years 74 (65 - 86) with CR/CRI > 901 400 + Dec 12.5 (5.1 — NR)
= Anti-apoptotic BCL-2 is highly expressed in AML,* and is associated with chemotherapy Male, n (%) 81 (56) 90 k= 80 800 + Dec 9.2 (5.9 - NR)
resistance and poor outcomes® ECOG Performance Score, n (%) S 804 a 0 ] 800 + Aza 11.7 (4.6 - 12.9)
! < (4] E
= Venetoclax (Ven), an oral BCL-2 inhibitor, may offer an effective, low-intensity treatment 0 32 (22) @ 70 - Other 5 707 | ) 400 + Aza
for AML in elderly patients who are ineligible for standard induction therapy 1 90 (62) S 60- Il RD E 28 ]
= Ven has demonstrated synergistic anti-leukemic activity in combination with 2 23 (16) % 50- B MLFS 3 .0 ] ‘?‘ ____________________________
hypomethylating agents (HMA), such as decitabine (Dec) and azacitidine (Aza) in Baseline bone marrow blasts, n (%) & 40 T Il PR % ] . ]
preclinical studies® <30% 44 (30) 5 . - = I CRi -] 30 1 800 + Dec
31-50% 48 (33) g 30+ 6 B CR £ 20
>50% 53 (37) o 20 8 101 800 + Aza
OBJECTIVES Median months on study (range) 8.9(0.2-31.7) 10 2 o+———7—F 77T 77T T T T T T T 1
: Baseline hydroxyurea use, n (%) 14 (10) N 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
7 D o 0 Months
To assess the safety of venetoclax in combination with decitabine or azacitidine Age 275 years, n (%) 62(43) Al Aza Dec Aza Dec Patients at Risk:
- Cytogenetics', n (% * 400 +D 22 19 15 13 12 10 3 2 1 1 1 1
in patients 265 years of age with untreated AML who are ineligible for standard };ntgrmediate ris(k0) 74 51) Doses Ven 400 mg Ven 800 mg 400 + A(zaaC 22 15 13 11 8 4 2 2 1 1 1 1 1
induction chemotherapy . N=145 n=29 n=31 n=37 n=37 800+ Dec 27 23 19 15 9 6 2 1
= S d POOI' I'ISk n (49) * All doses includes 11 patients that received 1200 mg venetoclax 800+ Aza 21 18 12 8 6 ° !
CCoCEnY Secondary AML, n (%) 36 (25) CR, complete remission; CRi, CR with incomplete blood count rec-overy; PR, partial remission; MLFS, morphogenic leukemia free state; Abbreviations: 400, 400 mg venetoclax; 800, 800 mg venetoclax; NR, not reached; NA, not available.
— To assess CR, CR|, DOR' and OS Patient DispOSitiOﬂ RD, resistant disease. Other, disease progression, or discontinued prior to assessment.
0 . . .
« Exploratory De<a3tr(;s(;ar:y(s/;)ﬂer Vo - Figure 3. Response Rates by Patient Subgroups Figure 6. Duration of Response by Patient Subgroups
— To assess the impact of venetoclax on minimal residual disease (MRD) <60 days after Ven start 1) 74 59 67 67 69 64 = Patients (%) < 1004 Median Months of Response (95% Cl)
; . _ 100 - . A [ J Secondary AML NR (12.5 - NR)
Includes 11 patients treated with 1200 mg of venetoclax. with CR/CRIi 90 - .
T Cytogenetic risk groups defined in 2014 NCCN guidelines, version 2. 90 - g’ ] Intermediate Cyto 12.9 (11.0 - NR)
Data cutoff was July 7, 2017; median months of follow up was 15.6. 5 80 - De novo AML 9.4 (7.2-11.7)
METHODS I 80 [ Poor Cyto 6.7 (4.1-9.4)
= Other = ]
o 7041 (=) 1
= Study Design: Phase 1b, open label, multicenter dose escalation and expansion Table 3. Treatment-Emergent Adverse Events (AEs) g 604 I RrRD E 68 ] ,}i?_o.ndary AME
= Endpoints: Safety, Rates of CR/CRi, Overall Survival (OS), and Duration of Response AEs in >25% of Patients Any Grade Grade 3/4 2 50 BN MLFS 3 501 [ Y
(DOR) Any event, n (%) 145 (100) 141 (97) g . B PR = 40 1 niermediate Gy
. . Nausea 88 (61) 2(1) v 407 B CRi > 30 ; —
Table 1. Key Patient Enrollment Criteri . ° T . )
able 1. Key Patient Enrollment Criteria Diarthea 76 (52) 709 @ 304 B CcR £ 20 S oo
Inclusion Exclusion Constipation 70 (48) 2(1) © 20- 8 101
=AML by WHO criteria = Prior HMA or chemotherapy for antecedent hematologic disorder, Febrile neutropenia 63 (43) 63 (43) 10 4 o 0
= Age =65 years CAR-T cell Itherapy, othe.r experimental therapy Fatigue 54 (37) 8 (6) 0 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
* Inelighe fo standard ctarabine o cHegeneios Hypokelernia 4934 15 (10) Intrmed_Poor  Denovo 2° <75 275 Patients at Risk Months
and anthracycline induction = Active CNS involvement Decreased appetite 48 (33) 3(2) - : Intermediate 55 51 43 37 28 21 7 5 1 1 1 1 1
* ECOG score 0-2 = WBC count >25 x 10° per liter Decreased WBC count 15 (31) 15 31) Cytogenetic Risk AML Age Poor Cyto 42 20 22 14 1 301 1 1 1 1
= Infection with HIV, HBV, or HCV Vomitin 44 (30 0 n=74 n=71 n=109 n=36 n=83 n=62 Secondary AML 24 19 17 14 10 9 3 2
* Favorable risk cytogenetics (now known as non-adverse cytogenetics) is defined as: core binding factor: inv(16), t(16;16), t(8;21), or t(15;17). omitng ( ) CR. complete remission: CRi. CR with incomplete blood count recovery: PR. partial remission: MLFS. morphogenic leukemia free state: De Novo AML 73 61 48 37 29 18 7 4 2 2 2 2 1
CAR-T, chimeric antigen receptor T-cell; CNS, central nervous system; ECOG, European Collaborative Oncology Group; HBV, hepatitis B Platelet count decreased 42 (30) 35 (24) RD. resisr-:ant o thor docase progrezsion P prliz’r o a’s';essment ; , morphog ;
virus; HCV, hepatitis C virus; HIV, human immunodeficiency virus; NCCN, National Comprehensive Cancer Network; WBC, white blood cell; A ’ ) ! ’ :
WHO, World Health Organization. Anemia 40 (28) 36 (25) . .
Cough 41(28) 0 Figure 4. Minimal Residual Disease (MRD) Negativity in Those with Figure 7. Overall Survival
Figure 1. Dosing Ramp Up During Cycle 1 Peripheral edema 41(28) 0 CR/CRIi 100 4 Median Months of Survival (95% CI)
Serious AEs in =3% of Patients N=145 50 o 1 Ven 400 mg NR (11.0 - NR)
- Any event, n (%) 102 (70) 45 90 All Patients 17.5 (123 - NR)
Febrile neutropenia 46 (32) & 40 g 801 Ven 800mg 175 (10.3-NR)
. 400 mg 400 mg Pneumonia 17 (12) o = 707
o Bacterial Infection 9(6) -% 30 g 60 - Ven 400 mg
@ Lung Infection 7(5) > a 0T R All Patients
(=] Sepsis 6 (4) z 20 = 401
% Hypotension 5(3) a S 30 Ven 800 mg
E 200 mg 200 mg Mental Status Changes 4(3) s 10+ 3 20]
k7] Gastrointestinal Hemorrhage 4(3) 0 10 ]
c 3 -~ j
g 100 mg 100 mg Mucosal Inflammation 4 (3) Dec Aza Dec Aza 0 L e e e B A L A E s S S S B B S p e
Day 1 Day2  Days 3-28 Day 1 Day 2 Day 3 = Rates of AEs between patients treated with Dec or Aza were similar at respective Ven Venetoclax:  All 400 mg 800 mg 0 2 4 6 81012 14_ 16 1_8 20 22 24 26 28 30 32
2:::;:;::: 2705 n;]g/hn:"zz (:’aayss 11_57 2::::3::; 27(2':19I/mn:2(:jaayss 11_57 doses *Includes patients that received 1200 mg venetoclax; patients without MRD assessment were assumed to be MRD positive (n=14). Patients at Risk Months Since First Dose
' g Y ' g y = No events of laboratory or clinical tumor lysis syndrome (TLS) were observed . " . All patients 145 133 124 115 102 89 73 53 25 16 15 13 12 7 4 2
* For the 11 patients that received ramp up to 1200 mg venetoclax, that dose was administered starting on day 5. = MRD negatIVIty was deﬁned as less than 107 leukemic cells at any measurement, as Ven 400 mg 60 56 52 48 45 38 30 20 8 3 3 3 3 3 3 2
detected at a central laboratory by multicolor flow cytometry in bone marrow aspirates Ven800mg 74 69 64 59 50 44 38 29 13 10 10 10 9 4 1
DISCLOSURES & ACKNOLEDGEMENTS REFERENCES
Scan QR code to download an electronic version
CD DiNardo: Grant/Research Support: AbbVie, Genentech, Agios, Daiichi Pfizer, Pharmacyclics, Gilead, Jazz, Servier, Curis. A Letai: Grant/Research . National Cancer Institute. https://seer.cancer.gov/statfacts/html/amyl.htmi. C O N C L U S | O N S of this poster (AML-129) and other
Sankyo, Millennium, Novartis, Celgene ; Consultant: Agios, Celgene. K Support and Consultant: AbbVie, AstraZeneca, Novartis. WJ Hong: employee Krug U, et al. Dtsch Arztebl Int 2011; 108:863-70 AbbVie SOHO 2018 Scientific Presentations.
Pratz: Grant/Research Support: AbbVie, Agios, Astellas, Millenium/Takeda. V. of Genentech and may hold Roche stock or options. J Potluri, T Xu, and B ' ' D ' .
Pullarkat: Nothing to disclose. BA Jonas: Grant/Research Support: AbbVie, ~ Chyla: employees of AbbVie and may hold stock or stock options. - Kantarjian H, et al. Blood 2010; 116: 4422-9. = Venetoclax plus Dec or Aza demonstrated a tolerable safety profile

Incyte, Forma, Celgene, Daiichi Sankyo, Pharmacyclics, Genetech/Roche,

A SoE e . i X = Preliminary data suggest that 400 mg of venetoclax has the optimal benefit-risk profile in combination with decitabine or azacitidine
Glycomimetics, Esanex, Kalobios; Advisor: Celgene; Consultant: AbbVie, bet AbbVi 4G tech. AbbVi 4G tech dth . Pan R, et al. Blood 2015; 126: 363-72.
Amgen, Rigel, Tolero. A Wei: Grant/Research Support: AbbVie, Celgene, etween 1€ and senentecn. 1€ and Lenentech sponsored the

Servier. Advisor: AbbVie, Celgene, Novartis, Amgen. Servier: Honoraria: study (NCT02203773), contributed to its design, collection, analysis, and . Bogenberger JM, et al. Leuk Lymphoma 2015; 56: 226-9. * Responses were promising across high risk subgroups; poor risk cytogenetics, secondary AML and age older than 75 years
AbbVie, Celgene, Novartis, Amgen, Servier. P Becker: Research support: interpretation of the data, and participated in the writing, review, and approval = With median 15.6 months of follow up, the observed median OS was 17.5 months, with approximately 50% survival at 1 year

" X ; S - of the presentation. - . . . . AT
AbbVie, Amgen, Bristol-Myers Squibb, Glycomimetics, JW Pharmaceuticals, = MRD negativity was achieved in >45% of patients treated with Ven 400 mg and azacitidine

]
2
3
4. Lagadinou E, et al. Cell Stem Cell 2013; 12: 329-41.
Venetoclax (ABT-199/GDC-0199) is being developed in collaboration . agadinou &, et al. Lel stem Lo ’
6

Novartis, Trovagene; Consultant: Pfizer. O Frankfurt: Advisor: Jazz, Agios, Medical writing and support was provided by Ryan J. Bourgo, PhD, of AbbVie. . . . . . . - L
Celgene, Macrogenics, NewLink Genetics; Speaker: Celgene, Jazz. M Special thanks to the patients and their families, study coordinators, and = Deep responses and durable outcomes were achieved with venetoclax combined with either hypomethylating agent, azacitidine or decitabine
Arellano: Research Support: Cephalon Oncology. DA Pollyea: Grant/ support staff. QR code expiration: September 24, 2018

Research Support: Agios, Pfizer; Advisor: Takeda, Ariad, Alexion, Celgene,



