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Outcomes based on sequential use of venetoclax based therapy
and targeted therapy in acute myeloid leukemia (AML)
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Venetoclax therapy after prior targeted agents Targeted agent therapy after prior venetoclax therapy

Background

, _ Total (N=44) | FLT3 (N=27) | IDH1/2 (N=17) Total (N=53) | FLT3 (N=31) | IDH1/2 (N=22)
« Treatment options for patients with AML have expand ed E:tpl]e:;; :ge (years) Median (R) 63 (29-90) 63 (29-90) 63 (29-90) ::thir:;; :ge (years) Median (R) 74 (37-89) 73 (37-89) 74 (37-88)
with the approval of targeted therapies including FLT3 and Favorable 8 (18%) 5 (19%) 3 (18%) Favorable 9 (17%) 7 (23%) 2 (9%)
IDH1/IDH2 inhibitors and venetoclax-based therapies. Intermediate e ) 5 1o Intermediate 2 o1 6 (2% 11 (60%)
0 0 0 0 0 0
. - - Disease status before targeted therapy Disease status at time of venetoclax
However, therapeutic efficacy based on alternate Newly diagnosed AML 10 (23%) 8 (30%) 2 (12%) Newly diagnosed AML 31 (58%) 21 (68%) 10 (45%)
sequencing of these agents is not well described R/R AML 34 (77%) 19 (70%) 15 (88%) Relapsed or refractory AML 22 (42%) 10 (32%) 12 (55%)
Targeted agent Prior treatment before venetoclax
lvosidenib 5(11%) 0 5 (29%) Intensive chemotherapy 16 (30%) 9 (29%) 7 (32%)
- - Enasidenib 12 (27%) 0 12 (71%) HMA 7 (13%) 2 (6%) 5 (23%)
Objectlve Gilteritinib 14 (30%) 14 (52%) 0 Targeted agent monotherapy 3 (6%) 0 3 (14%)
_ _ . _ Midostaurin 8 (20%) 8 (30%) 0 Allo-HCT 2 (4%) 2 (6%) 0
* To describe the efficacy of targeted therapies following Sorafenib 2 (5%) 2 (7%) 0 gpne e 30 (57%) 20 (65%) 10 (45%)
: : : Quizartinib 1(2%) 1 (4%) 0 isease status at time of targeted therapy
V?netO?[IaXI-basedtttheraF’zyda’?hd Contr'as,tﬂxllt/lvli”th e efficacy Targotad — 2 %) . E?F\;v kll\(j;_agnosed AN g3 (100%) g1 (100%) (2)2 (100%)
OT venelocClax post targete erapy in : Targeted agent combination therapy 0 o 0
Targeted agent monotherapy 28 (64%) 13 (48%) 15 (88%) Targeted agent
Targeted agent + intensive chemotherapy 12 (27%) 12 (44%) 0 gos'qg mt-)b 1137(9(?2) %o) g 1‘;)7(2(3(,7A)/) )
Targeted agent + non-intensive therapy 4 (9%) 2 (7%) 2 (12%) nasidon 70 %
Materlals & MethOds Venetoclax based therapy Gll|terltlnlb. 27 (51%) 27 (87%) 0
azacitidine + venetoclax 16 (36%) 11 (41%) 5 (29%) Midostaurin 2 (4:)%’) 2 (GZA’) 0
Multicenter, retrospective cohort study decitabine + venetoclax 22 (50%) 13 (48%) 9 (53%) Sorafenib 2 (4%) 2 (6%) 0
| ASTX727 + venetoclax 1(2%) 1(4%) 0 8:’;2';2:"‘; g g g
* Venetoclax after prior targeted therapy: 44 pts low dose Ara-C + venetoclax 5 (11%) 2 (7%) 3 (18%)
: F G
« Targeted agent therapy after prior venetoclax: 53 pts A s : B 5 - CR-hw.o CR-0
CR : .
— : i ] o CRi4 4.5 . o,
* ORR=CR+CRi+MLFS CRI 206 ORR: 51.8% cri-S 176 ORR: 64.7% CR'-lw’o ORR: 26.7% | ORR: 4.5%
MLFS 40
MLFS - 11.1 MLFS 17.6 MLFS—- 6.7
Conclusion - s - 353 PD 730 eo- I
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Venetoclax can be an effective salvage therapy in patients
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Response to venetoclax after prior FLT3 (%)

Response to venetoclax after prior IDH1/IDH2i (%)

Response to FLT3i (%)

Response to IDH1/IDH2i (%)

reviously treated with targeted therapy. C w Do H | |

p y _ : “ye g . py . 2 .. Median OS: 8.2 months 2 Median OS: 12.8 months Median OS: 6.7 months o glvslf/d'é'lrf 10‘;‘13;61 monttt;‘s
» The FLT3 inhibitor gilteritinib retains clinical efficacy post = 95% CI: 3.8-15.7 months = °7° 95% Cl: 7.2 months-NR Z o7 95% CI: 3.2-14.4 months 2 o7s s CI: 117-14.T months

venetoclax failure 3 2 o 8 s 5 o

. ay . . . = o -
* IDH1 and 2 inhibitors have very limited efficacy post 5 5 e 5 oz = oz
. 2 2 ©
venetoclax failure g ooy " g oo : : 2 500 £ i |
" . . . . . . (7)) Number at risk 7p RIS 0 12 24 = 0 12 24

* Future clinical trials will test triplet combination therapy I1 ] ] B Ve B pantar st
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