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AML 2014 to 2022




Historical Paradigms for Treating Newly Diagnosed AML

Comorbid Medical Conditions >

Age:
18 65 80 95

————————————————e)

Intensive Induction “7+3”

HMA/LDAC

Supportive Care

‘ $ Memorial Sloan Kettering
ams / Cancer Center



Defining AML versus MDS

Dr Stein
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Case 1: 82-year-old man presenting with cytopenias and AML

Dr Stein




A Typical AML Patient

* 82 year old man with newly diagnosed AML associated with
trisomy 8 and a DNMT3A mutation

* He has a history of coronary artery disease, hypertension,
hyperlipidemia, and diabetes well controlled on oral anti-
hypoglycemics

* On baseline labs, white blood count is 2.1, Hgb is 7.9, platelets
are 43. Absolute neutrophil count is 0.7 and he has 10%
circulating myeloblasts




Case 1: 82-year-old man presenting with

cytopenias and AML — Follow-up

Dr Stein




Oral decitabine/cedazuridine

Dr Stein
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Oral Decitabine with Cedazuridine

Oral cedazuridine/decitabine B D
o (100/35 mg) MDS or 9
Q IV decitabine ::!lx)" » 9 —
(20 mg/m?) - Cycle 1 Cycle2  Cycle 3+
Systemic exposure Dose-confirmation Fixed-dose combination
150 93.5% 97.6%
(82.1%, 106.5%) (80.5%, 118.3%)
120
" : o
60

Oral/IV ratios of geometric LSM 5-day AUCj,5 (80% Cl)

DNA demethylation: <1% difference

Efficacy: clinical response m—
Clinical
response
Complete response

n=48 (60%)

Safety: most common grade 23 AEs (regardless of causality)

46% i M
Neutropenia Febrile neutropenia

Thrombocytopenia

>\ Memorial Sloan Kettering

= ) cCancer Center Garcia-Manero G, et. al, Blood 2020



Pharmacokinetic Exposure Equivalence and
Preliminary Efficacy and Safety from a Randomized
Crossover Phase 3 Study of an Oral Hypomethylating
Agent, ASTX727 (DEC-C), Compared to IV Decitabine

Geissler K et al.
EHA 2022;Abstract P573.




ASCERTAIN (ASTX727-02) AML Cohort: A Phase lll Trial of Oral
Decitabine/Cedazuridine for Patients with AML Who Are Not
Candidates for Standard Induction Therapy

Decitabine Labeled Indications & ﬁ:'\;?x;z? I:;:l:e zb 23 Cycles
ra itabine
US: int/high-risk MDS, CMML, " 1tabletx5d " 1hIVinfusionx 5d |
AML 20-30% Blast SequenceA
EU: AML not candidates for 11 Oral ASTX727
induction chemotherapy Randomization 1 tabletx 5d
i Sequence B |V Decitabine Oral ASTX727
o — 1h IV infusionx 5d 1tabletx 5d
Mscertain
MDS, CMML, and AML

i 130 MDS/CMML patients (118 evaluable) were enrolled for the primary PK endpoint of the study.
i Approximately 70 AML patients were planned to be enrolled into an additional part of the study
ELto obtain PK and efficacy data in this population.

Major entry criteria Primary endpoint

«Candidates for IV decitabine * Total 5-day decitabine AUC equivalence (Oral/IV 90% CI
*ECOG PS 0-1 between 80% and 125%)

- Life expectancy of >3 months Secondary endpoints

* Efficacy: Response rate; duration of response; transfusion
independence; event-free survival, and overall survival

» Safety of ASTX727
* Maximum LINE-1 demethylation RTP

* Adequate organ function
*One prior cycle of HMA is
allowed

RESEARCH
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ASCERTAIN (ASTX727-02) AML Cohort Primary Endpoint: 5-Day
Decitabine AUC Equivalence

Decitabine IV DEC oIV MIPYPYR | Ratio of Geo. LSM  Intrasubject

day AUC, ,, . N Geo.LSM N Geo.LSM [ eIV VAV A ELAe) (%CV)
Primary = paired! 69  907.39 69 904.13 | 99.64(91.23,108.8)| 31.55
Analysis

IPaired patient population: patients who received both ASTX727 and IV decitabine in the randomized first 2 cycles with adequate PK samples.

» Study met its primary endpoint with high confidence: Oral/IV 5-day decitabine AUC
~100% with 90% CI of ~91-109%

 All sensitivity and secondary PK AUC analyses confirmed findings from primary analysis

RT

RESEARCH
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ASCERTAIN (ASTX727-02) AML Cohort: Preliminary Efficacy
Response

| e

Complete response (CR) 19 (21.8) (13.7, 32.0) |

CR with incomplete blood count recovery (CRi) S5HSW ) (1.9, 12.9)
CR with incomplete platelet recovery (CRp) 2(2.3) (0.3, 8.1)
Partial response (PR) 4 (4.6) (1.3, 11.4)
Stable disease 33(37.9) (27.7, 49.0)
Not Evaluable (NE)* 26 (29.9) (20.5, 40.6)
Composite Response (CR + CRi + PR) 28 (32.2) (22.6,43.1)

* Subjects who did not have a valid post-treatment efficacy assessment (ie, no post-treatment BM/PB sample or the quality of BM/PB
sample was not adequate for an assessment of efficacy) were classified as NE for response classification.

 Median CR duration was 5.8 months

 Median time to best response was 3.4 months

* 38% of the 37 subjects who were RBC transfusion dependent at baseline were RBC
transfusion independent for any consecutive 256-day period post-baseline

RTP
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ASCERTAIN (ASTX727-02) AML Cohort: Treatment-Emergent
Adverse Events in >5% of Patients

Preferred Term Phase 3 Total Phase 3 Total
(N=87, n[%]) Grade 3 or higher

Thrombocytopenia 22 (25.3) 20 (23.0)
Neutropenia 14 (16.1) 14 (16.1)
Anemia 14 (16.1) 12 (13.8)
Febrile neutropenia 10 (11.5) 10 (11.5)
Nausea 9 (10.3) 0
Constipation 6 (6.9) 0
Asthenia 6 (6.9) 4 (4.6)
Decreased Appetite 6 (6.9) 0
Diarrhea 5(5.7) 0

*Events attributed to oral decitabine/cedazuridine

 Safety profile consistent with that of decitabine
* Most grade 3 or higher events related to myelosuppression
» Gl system adverse events following ASTX727 were generally grade 1-2

Geissler K et al. EHA 2022;Abstract P573.
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Management of cytopenias with HMA/venetoclax:

Drug-drug interactions

Dr Stein




BCL-2 Inhibition in AML

1.BCL-2 Signal,i’n&

@ Cell survival

@ BAX and BAK not activated

(2]

BCL-2 Anti-apoptotic
protein expression

Memorial Sloan Kettering
Cancer Center




Venetoclax and Aza versus Aza, Overall Survival

1.0 Median follow-up, 20.5 mo (range, <0.1-30.7)
= 0.9+ Hazard ratio, 0.66 (95% Cl, 0.52-0.85)
§ 0.8 P<0.001
A 074
g 0.6 Azacitidine plus venetoclax
G B8 Lo im0 R ——————————
G
o
> 0.4
5 0.3+
-'8“ 0.2- Azacitidine plus placebo
& 014
00 | | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33
Months
No. at Risk
Azacitidine plus 286 219 198 168 143 117 101 54 23 5 3 0
venetoclax
placebo

>\ Memorial Sloan Kettering

Cancer Center Dinardo CD, et. al, NEJM 2021

1884



Venetoclax and Aza versus Aza,

Overall Survival, Subsets

Subgroup

All patients
Sex
Female
Male
Age
<7Syr
=75yr
Geographic region
United States
Europe
China
Japan
Rest of world
Baseline ECOG score
Grade <2
Grade =2

Azacitidine plus
Venetoclax

no. of events/total no. (%)

161/286 (56.3)

61/114 (53.5)
100/172 (58.1)

66/112 (58.9)
95/174 (54.6)

27/50 (54.0)
70/116 (60.3)
9/24 (37.5)
10/24 (41.7)
45/72 (62.5)

89/157 (56.7)
72/129 (55.8)

10.0

Azacitidine plus Hazard Ratio for Death
Placebo (95% Cl)
109/145 (75.2) .
41/58 (70.7) —a—
68/87 (78.2) —.—
36/58 (62.1) —a—
73/87 (83.9) —.—
21/24 (87.5) —
46/59 (78.0) -
5/13 (38.5) —_——
9/13 (69.2) —
28/36 (77.8) —a—
65/81 (80.2) —.—
44/64 (68.8 —a—
01 10 )
Azacitidine plus Azacitidine plus
Venetoclax Better Placebo Better

0.64 (0.50-0.82)

0.68 (0.46-1.02)
0.62 (0.46-0.85)

0.89 (0.59-1.33)
0.54 (0.39-0.73)

0.47 (0.26-0.83)
0.67 (0.46-0.97)
1.05 (0.35-3.13)
0.52 (0.20-1.33)
0.73 (0.45-1.17)

0.61 (0.44-0.84)
0.70 (0.48-1.03)

Subgroup

Type of AML
De novo
Secondary

Cytogenetic risk
Intermediate

Azacitidine plus
Venetoclax

Azacitidine plus
Placebo

no. of events/total no. (%)

120/214 (56.1)
41/72 (56.9)

84/182 (46.2)

Poor 77/104 (74.0)
Molecular marker

FLT3 19/29 (65.5)

IDH1 15/23 (65.2)

IDH2 15/40 (37.5)

IDH1 or IDH2 29/61 (47.5)

P53 34/38 (89.5)

NPM1 16/27 (59.3)
AML with myelodysplasia-related changes

Yes 56/92 (60.9)

No 105/194 (54.1)
Bone marrow blast count

<30% 46/85 (54.1)

30 to <50% 36/61 (59.0)

=50% 79/140 (56.4)

80/110 (72.7)
29/35 (82.9)

62/89 (69.7)
47/56 (83.9)

1922 (86.4)
11/11 (100.0)
14/18 (77.8)
24/28 (35.7)
13/14 (92.9)
14/17 (82.4)

38/49 (77.6)
71/96 (74.0)

28/41 (68.3)
26/33 (78.8)
55/71 (77.5)

0.1

Hazard Ratio for Death

(95% Cl)

1
10.0

Azacitidine plus
Venetoclax Better

Azacitidine plus
Placebo Better

0.67 (0.51-0.90)
0.56 (0.35-0.91)

0.57 (0.41-0.79)
0.78 (0.54-1.12)

0.66 (0.35-1.26)
0.28 (0.12-0.65)
0.34 (0.16-0.71)
0.34 (0.20-0.60)
0.76 (0.40-1.45)
0.73 (0.36-1.51)

0.73 (0.48-1.11)
0.62 (0.46-0.83)

0.72 (0.45-1.15)
0.57 (0.34-0.95)
0.63 (0.45-0.89)

Memorial Sloan Kettering

Cancer Center

Dinardo CD, et. al, NEJM 2021




Long Term Survival of Patients Treated on VIALE-A Trial

Figure 1. Overall Survival
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VIALE-A Trial - Measurable Residual Disease —
practical implications — transplant?
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HMA/venetoclax for younger patients

Dr Stein




Proposed Randomized Clinical Study

Inclusion:

Pts who receive Aza/Ven

Age 65 or older

Pts achieve an MRD negative CR with aza/ven
Intermediate or high risk AML

Primary Outcome:
Relapse-Free Survival

Allogeneic Stem

Cell Transplant
Aza/V tot Secondary Outcome:
I — Overall Survival
cycles - MRD

Relapse — Patient reported quality of life
Off Study Economic costs in each arm

negative by FLOW

Continued Aza/ven
Until Disease

Progression

>~ \ Memorial Sloan Kettering

Cancer Center Stein EM and Tamari R - MSKCC
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Venetoclax inYounger Patients — FLAG-IDA-VEN

Cohort == PlIA: ND-AML =~ PIB: R/R-AML = PIIB: R/R-AML
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FIG 3. (A) EFS and (B) OS by cohort. EFS, event-free survival; ND-AML, newly diagnosed acute myeloid leukemia; OS, overall survival; R/R-AML, relapsed or refractory acute myeloid leukemia.
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Ongoing Phase lll Trial of Venetoclax with Decitabine versus
Conventional 7 + 3 Induction Chemotherapy for Younger
Patients with AML

Target accrual: 188
Eligibility
 Newly diagnosed — Venetoclax + decitabine

* No prior AML therapy (except hydroxyurea
and Ara-C <1.0 g/d)

* Age 59 > age (years) > 18

[
»

« Adequate liver and renal function Cytarabine + idarubicin

* ECOG PS 0-2

Primary endpoint: Overall response rate

Secondary endpoints: Incidence of severe infection, duration of myelosuppression, event-free
survival, overall survival, rate of MRD (minimal residual disease)

RESEARCH
TO PRACTICE

www.clinicaltrials.gov. NCT NCT05177731. Accessed November 2022.



Translational biology of AML: New agents and treatment strategies

Dr Stein




Management of Acute Myeloid Leukemia

Introduction
e AML 2014 to 2022
* Defining AML versus MDS

Case 1: 82-year-old man presenting with cytopenias and AML

e Oral decitabine/cedazuridine

* Management of cytopenias with HMA/venetoclax: Drug-drug interactions
« HMA/venetoclax for younger patients

* Translational biology of AML: New agents and treatment strategies

Case 2: 75-year-old man with p53-mutated AML and complex karyotype
* Anti-CD47 antibody magrolimab

Case 3: 61-year-old woman with MLL-rearranged AML; s/p 7 + 3, FLAG-IDA and aza/ven
* Clinical implications of NPM1 mutation in AML

ASH 2022; other key papers
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Case 2: 75-year-old man with p53-mutated

AML and complex karyotype

Dr Stein




Typical Patient #2

75 year old man with a history of prostate cancer, s/p definitive
radiation therapy presents with fatigue and frequent epistaxis

* On baseline labs, white blood count is 3, Hgb is 7.9, platelets are
12. Absolute neutrophil count is 0.4

* Bone marrow biopsy shows AML with 25% myeloblasts, a
complex karyotype and a p53 mutation




Anti-CD47 antibody magrolimab

Dr Stein




Magrolimab — Mechanism of Action

CD47
SIRPa

No phagocytosis

“Eat me”
warning signal

Anti-CDA47
6 A A~ Y"\}‘ - anltibody
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FIGURE 1 | Mechanism of action of CD47 blocking antibodies. (A) Under nomal conditions, normal and cancer cells evade macrophage phagocytosis by expressing

CD47. In cancer cells CD47 is overexpressed to protect against the expression of eat me/pro-phagocytic signals. (B) With CD47 blockade (with an anti-CD47
antibody), cancer cells are phagocytosed due to CD47 blockade and resulting unmasking of the “eat me” signal. In contrast, normal cells are spared given the lack of

expression of pro-phagocytic signals.
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Magrolimab/Aza/Ven — Newly Diagnosed and R/R AML

Table 1: Baseline characteristics and response (N=41)
Parameters Frontiine Untreated secondary AML
TPSI™ (N=22) TP53%" (N=10) TPSI™ (N=5) TPS3™ (N=4)
N (%), Median [range]
Age (yrs) 65[33-81] 76 [67-80) 75 [61-84) 72 [69-82]
Age >65 years 11 (50) 10 {100} 5 (80) 4(100)
Gender Females 10(45) 3(30) 1(20) 1(25) |
ECOG PS 0 20100 0{0) 0{0) 0(0)
1-2 20(90) 10 {100} 5(100) 4 (100)
Therapy related AML 10(45) 00} 2(40) 3(75) |
ELN 2017 risk Intermediate 0(0) 3{30) 01{0) 0{0) ‘
| stratification Adverse 22 (100) 7(70) 5(100) 4(100)
CTG per ELN Intermediate 4(18) 7{70) 1(20) 1(25)
2017 - Diploid 3 s 1 0
Others 1 2 0 1
Adverse 18(82) 3{30) 4 (80) 3{75)
- X 17 1 4 1
- -5/5g-or-7/7c- | 2 0 1
- 1lgabnormality 0 Q 0 1
Mutations IDH1/IDH2 4(18) 3(27) 0(0) 01(0)
FLT3 ITD/TKD 1(5) 0{0) 0{0) 01{0)
NPM1 01(0) 0{0) 0(0) 01(0)
ASXL1 219) 5{45) 0(0) 01(0)
RUNX1 209 2n 0(0) 0{0)
Response and outcomes
Overall response ORR 15 (68) 10 {100} 5(100) 3(75)
CR 9(41) 6 (60) 2 (40) 2(50)
CRi 5122) 3(30) 1(20) 1(25)
CR+CRi 14 (63) 9{90) 3(60) 3(7s)
MLFS/PR 115) 1{10) 2 40) 0{0)
Time to first response (days) 24(20-81) 20 [20-29] 20 [19-105) 27 [20-25]) |
| Time to best response (days) 45(20130) 34 20-63] 48 |20-105| 27 [20-838]
Time to ANC 2 500/cu mm (days) 36[16- 88) 33 [26-62] 34 [30-36) 42 [36-59) |
Time to platelet 2 100 x 10°/L (days) 31(15 55| 33(19-74] 28 [22.49) 43 (0-46] ‘
Mortality:
4 week 010) 0{0) 00 01{0)
8 week 010) 0{0) 0(0) 0{0)
> \ Memorial Sloan Ketterin
£ ) Memorial Sloa & Davar N, et. al. ASH 2022

1884



Magrolimab/Aza/Ven — Newly Diagnosed and R/R AML

Fig. 1: Kaplan Meier estimates of OS in frontline patients based on their TP53 mutation status
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Management of Acute Myeloid Leukemia

Introduction
e AML 2014 to 2022
* Defining AML versus MDS

Case 1: 82-year-old man presenting with cytopenias and AML

e Oral decitabine/cedazuridine

* Management of cytopenias with HMA/venetoclax: Drug-drug interactions
« HMA/venetoclax for younger patients

* Translational biology of AML: New agents and treatment strategies

Case 2: 75-year-old man with p53-mutated AML and complex karyotype
* Anti-CD47 antibody magrolimab

Case 3: 61-year-old woman with MLL-rearranged AML; s/p 7 + 3, FLAG-IDA and aza/ven
* Clinical implications of NPM1 mutation in AML

ASH 2022; other key papers
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Case 3: 61-year-old woman with MLL-rearranged AML;

s/p 7 + 3, FLAG-IDA and aza/ven

Dr Stein




Typical Patient #3

* 61 year old woman with a history of breast cancer, treated with
surgery, radiation and dose-dense AC-T

* On baseline labs, white blood count is 10, Hgb is 6.8, platelets are 11.
80% circulating myeloblasts

* Bone marrow biopsy shows AML with sheets of blasts and a 6;11
translocation (MLL rearrangement)

* She s treated and refractory to 7 + 3, FLAG-IDA and aza-venetoclax




Clinical implications of NPM1 mutation in AML

Dr Stein

RTP
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Targeting Chromatin Regulators Inhlbl jﬁ@;\
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Therapeutic targeting of preleukemia cells in a
mouse model of NPM1 mutant acute

myeloid leukemia
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Menin Inhibitors turn off leukemic transcriptional programs by binding to
Menin and displacing MLL complexes

MLLr Acute Leukemias
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Menin Inhibitors turn off leukemic transcriptional programs by binding to
Menin and displacing MLL complexes

MLLr Acute Leukemias Menin Inhibitor
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Table 1. Response of Pts with KMT2Ar or mNPM1

Revumenib

Best Response Efficacy Population
(N=60)

Response

Overall response rate', n, (%) 32 (53%)
CR/CRh 18 (30%)
CR 12 (20%)
CRh 6 (10%)
CRp 5 (8%)
MLFS 9 (15%)

MRD"e9

CRc MRD"9¢ Rate? 18/60 (30%)
within CR/CRh MRD" 9 n, (%) 14/18 (78%)
within CR/CRh/CRp MRD"¢ n, (%) 18/23 (78%)

KMT2Ar

Overall response rate', n, (%) 27/46 (59%)
CR/CRh 15/46 (33%)

mNPM1

Overall response rate’, n, (%) 5/14 (36%)
CR/CRh 3/14 (21%)

'Overall Response Rate = CR+CRh+CRp+MLFS; 2CR+CRh+CRp; MRD status assessed locally by PCR

or MCF

N

1884

Memorial Sloan Kettering

Cancer Center

Issa G, et. al, ASH 2022



Ziftomenib

Table 1: Preliminary Efficacy Data for the Phase 1b Portion of KOMET-001

200 mg 600 mg

(N=12) (N=12)

CR/CRh Rate, n (%)* 0 3(25.0)
95% CI2 (0.0, 26.5) (5.5,57.2)

Complete Remission Rate, n (%) 0 2(16.7)
95% CI2 (0.0, 26.5) (2.1, 48.4)

CRc Rate, n(%)* 0 4(33.3)
95% CI2 (0.0, 26.5) (9.9, 65.1)

MRD Negativity Rate, n (%) 0 3(75.0)
95% CI2 (NA, NA) (19.4, 99.4)

Overall Response Rate, n (%)° 0 5(41.7)
95% CI2 (0.0, 26.5) (15.2,72.3)

MRD Negativity Rate, n(%) 0 3 (60.0)
95% CI2 (NA, NA) (14.7,94.7)

Abbreviations: Cl = confidence interval; CR = complete remission; CRc = composite

complete remission; CRh = complete remission with partial hematologic recovery; CRi

= complete remission with incomplete hematologic recovery; CRp = complete
remission with incomplete platelet recovery; MLFS = morphologic leukemia-free
state; MRD = measurable residual disease; n/N = number of patients; NA = not
applicable; ORR = overall response rate; PR = partial response.

1 CR/CRh response rate is defined as the proportion of patients achieving a best
overall response of CR or CRh.

2Clopper-Pearson 95% confidence intervals are calculated based on binomial
distribution.

3CRc response rate is defined as the proportion of patients achieving a best overall
response of CRi (including CRp), CRh, or CR.

% ORR is defined as the proportion of patients achieving a best overall response of
MLFS, PR, CRi (including CRp), CRh, or CR.

N
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Memorial Sloan Kettering
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Erba H, et. al. ASH 2022



Sabatolimab (MBG453) — Mechanism of Action

Rationale for targeting TIM-3 in hematology:
targeting immune and myeloid cells

MBG453 simultaneously targets immune and myeloid leukemic cells

Dysfunctional ———
T coll activty

* Or antigen-presenting cell (APC)
** Other TIM-3 ligands include: Galectin-9, HMGB1, and CEACAM1

For references see shdes 179180

TIM-3 is an inhibitory receptor' expressed on?34:
— T cells and innate immune cells (myeloid & dendritic cells)
—~ Leukemic stem cells (LSCs) but not normal hematopoetic stem cells

Expression of TIM-3 correlates with severity and progression in MDS
and AML25

Anti-leukemic effect of TIM-3 blockade in MDS/AML models?3

In vitro data shows that targeting TIM-3 with inhibitory antibody
MBG453367:

— Re-awaken immunity to restore an anti-leukemic immune response
— Selectively target the LSC and blasts

1884

Memorial Sloan Kettering
Cancer Center



Sabatolimab with Hypomethylating Agents

ND AML* HR-MDS* CMML2»
+ Dec + Aza + Dec + Aza + Dec + Aza

Parameter n=22 n=26 n=19 n=20 n=5 n=7
mbikedesmnidag 6.8 35 8.0 28 8.4 5.0
(range) mo (0.7-28.3) | (0.3-15.2) | (0.7-33.6) | (0.8-14.3) | (5.6-12.6) | (1.6-15.8)
Efficacy evaluable pts<, n 17 17 18 17 5 6
ORRY, n (%) 8(47.1) 6 (35.3) 11 (61.1) 11 (64.7) 3 (60) 4 (66.7)

CR 6(35.3 2(11.8) 6(33.3) 2(11.8) 0 2(33.3)

CRi 1(5.9) 2(11.8) NA NA NA NA

mCR NA NA 3(16.7) 5(294) 1(20) 2(33.3)

mCR with HI NA NA 3(16.7) 2(11.8) 0 1(16.7)
PR 1(5.9) 2(11.8) 0 0 1(20) 0
SD with HI NA NA 2(11.1) 4(23.5) 1(20) 0

* The + Dec and + Aza combination arms were initiated in August 2017 and February 2019, respectively.
b Response assessment for pts with CMML used IWG criteria (Cheson 2006).
¢ The first efficacy assessment was conducted at 2 months after the start of study treatment.
ORR for pts with MDS was defined as CR + mCR + PR + SD with HI; ORR for pts with ND AML was
defined as CR + CRi + PR.

CR, complete remission; CRi, CR with incomplete blood count recovery; mCR, marrow CR; PR, partial
remission; SD, stable disease.

N
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Memorial Sloan Kettering

Cancer Center

Brunner A, et. al ASH 2020




Results of a Phase 1b/2 Study of
Entospletinib Monotherapy and In
Combination With Induction Chemotherapy
In Newly Diagnosed Patients With Acute
Myeloid Leukemia

Alison R. Walker', John C Byrd', Bhavana Bhatnagar',Alice Mims',Tara Lin%, Howland
E. Croswell?, Danjie Zhang#*, Arati V. Rao4, Mark D Minden?®, William Blum®

The Ohio State University, Columbus, Ohio, USA; 2University of Kansas Medical Center, Kansas City, Kansas,
USA; ?Bon Secours St. Francis Health System, Greenville, South Carolina, USA, “Gilead Sciences, Inc., Foster City,
California, USA; 5Princess Margaret Cancer Centre, Toronto, Ontario, Canada; ®Winship Cancer Institute of Emory
University, Atlanta, Georgia, USA

EHA 2018;Abstract S118.

Entospletinib in Combination with Induction
Chemotherapy in Previously Untreated Acute Myeloid
Leukemia: Response and Predictive Significance of

HOXA9 and MEIST Expression
Alison R. Walker', John C. Byrd', James S. Blachly', Bhavana Bhatnagar', Alice S. Mims', Shelley Orwick’,
Tara L. Lin?, Howland E. Crosswell®, Danjie Zhang®, Mark D. Minden®, Veerendra Munugalavadla®,
Lauren Long', Jinfeng Liu?, Yang Pan*, Thomas Oellerich®’, Hubert Serve®’, Arati V. Rao?, and
William G. Blum®

Clin Cancer Res 2020;26(22):5852-59.
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Investigation of SYK as a Critical Signaling Node in AML

BONE MARROW STROMAL CELL

Hypoxia
" 4’ CSF-1R
G B B2 Integrin i
or
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pHNp l ROS .

370 Entospletinib Do) (L CoEu X

FLT3-ITD

v miR-146a
PSTAT3/5 PSTATS
Survival and MYC

Proliferation
AML BLAST

* Spleen tyrosine kinase (SYK) is a non-receptor tyrosine kinase primarily expressed in hematopoietic cells

* Constitutive activation of SYK in AML has been reported; targeted inhibition of SYK-induced differentiation in vitro
demonstrated anti-leukemia activity in AML mouse models

* SYK promotes leukemogenesis by directly phosphorylating the FLT3 receptor, and inducing MEIS1 in conjunction with
HOXAG9 to form a regulatory loop in KMT2A (mixed lineage leukemia [MLL]) rearranged leukemia

RESEARCH
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Walker AR et al. Clin Cancer Res 2020;26(22):5852-59. Walker AR et al. EHA 2018;Abstract S118.



Entospletinib (ENTO): Mechanism of Action

ENTO: Syk-selective _ 3 5 , _ K4

Syk Kg=7.6 nM "“ . o
P @ v

No other kinases with e N\ e ~— ®

Kq <100nM onM

ENTO exposures approach a plateau above 600 mg BID

Biliary excretion is the major route of elimination

R406: non-selective
Syk K4 =15 nM

24 Kinases with K4 <15
nM

54 additional kinases
with K4 <100 nM

Absorption is highly pH dependent: drug-drug interaction with PPls- they decrease the absorption of ENTO by ~60%

ENTO is an inhibitor of UGT1A1

Clinical interactions with CYP inhibitors: CYP1A2, CYP2B6,CYP2C8, CYP2C9, CYP2C19, CYP2D6, or CYP3A

Walker AR et al. Clin Cancer Res 2020;26(22):5852-59. Walker AR et al. EHA 2018;Abstract S118.
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Phase Ib/Il Study of ENTO Monotherapy Lead-In and in
Combination with Induction Chemotherapy: Author Conclusions

¢ No benefit as monotherapy: only 1 out of 53 patients responded
to monotherapy

¢ CR rate 70% in untreated fit AML patients treated with ENTO+7+3
¢ Overall ENTO is well tolerated and 30-day induction mortality 0%

¢ Higher response rates with SYK inhibition in AML patients with high
HOXA9/MEIS1 expression

¢ Potential role in subsets of AML: KMT2A/MLL and NPM1. Further
development ongoing with the Leukemia Lymphoma Society and the
BEAT-AML program

, ¢ ™
RESEARCH
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Walker AR et al. EHA 2018;Abstract S118.



AGILITY: An Ongoing Phase lll Study Evaluating the Addition of
Entospletinib to Intensive Induction and Consolidation Chemotherapy
for Newly Diagnosed NPM1-Mutated AML

A AG'L'TY > NPMI1 mutation drives

Induction: Consolidation: HOXA9/MEIS] expression

1-2 cycles 1-3 cycles
as primary endpoint has

< 7+3 + . Cytarabine +
Placebo Placebo
Bl arencoaint ek potential to support accelerated
Enroll - - MRD negative CR after 2 endpoint approval
cycles of chemotherapy event-free survival

> Key secondary endpoint of EFS

> Novel use of MRD negative CR

N =180 Randomize
bk 5. > supports conversion for full
mutated

7+3 eligible approval

RTP
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www.clinicialtrials.gov (NCT05020665); Accessed November 2022; Byrd JC et al. EHA 2022;Abstract P525.



Discontinuation of the Phase Ill AGILITY Study Evaluating the
Addition of Entospletinib to Intensive Induction and Consolidation
Chemotherapy for Newly Diaghnosed NPM1-Mutated AML

Press Release — November 9, 2022

“The biotech [company] will discontinue the Phase 3 trial of its spleen tyrosine kinase (SYK) inhibitor
entospletinib for the treatment of newly diagnosed patients with NPM1-mutated AML. The company stressed
the decision had been made due to enroliment difficulties rather than reports of any adverse events or lack of
efficacy.

The study, which kicked off in November 2021 and was due to run into 2026, aimed to enroll 180 participants
across sites in the US, Canada, Brazil, South Korea, Israel and various countries in Europe, according
to ClinicalTrials.gov.

“The company projected significant delays due to several factors, including the operational challenges the
company faced in enrolling a genetically defined subset of patients in a front-line setting, the residual and
ongoing impacts of the COVID-19 pandemic, and the inability to activate planned clinical trial sites in Russia
and Ukraine,” [the company] said in a statement released ahead of its third-quarter earnings.

It doesn’t mean [the company] has given up on trying to treat AML by inhibiting SYK. One of the two assets
being prioritizing in the company's revamped strategy is the SYK inhibitor lanraplenib, which is currently being
assessed in combination with gilteritinib in a Phase 1b/2 trial for relapsed/refractory AML.”

https://www.fiercebiotech.com/biotech/time-runs-out-kronos-phase-3-aml-drug-biotech-blames-enrolment-struggles-ending-trial
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Phase Ib/Il Study Evaluating Lanraplenib in Combination with
Gilteritinib Administers First Dose to a Patient with AML with a

FLT3 Mutation
Press Release — August 22, 2022

“The first patient in a phase 1b/2 clinical trial received treatment with lanraplenib plus
gilteritinib, according to a press release from the targeted therapy’s manufacturer.

Lanraplenib, a spleen tyrosine kinase inhibitor, is being developed for the treatment of
patients with relapsed/refractory FLT3-mutated acute myeloid leukemia. This genetic
mutation is found in approximately one-third of patients with acute myeloid leukemia,
according to the release.

‘The initiation of this study is an important first step as we advance lanraplenib for patients
with certain genetically defined types of (acute myeloid leukemia),” said Dr Jorge DiMartino,
chief medical officer and executive vice president of clinical development, in the release. ‘Our
long-term vision is to develop lanraplenib as a cornerstone of targeted regimens for these
patients, allowing us to potentially reach as many as two-thirds of patients with (acute
myeloid leukemia). Today’s announcement represents important progress toward that goal.”

https://www.curetoday.com/view/first-patient-receives-investigational-cancer-drug-combination-for-relapsed-
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FDA Grants Priority Review to Quizartinib for Newly

Diagnosed AML with a FLT3-ITD Mutation
Press Release — October 24, 2022

“Based on findings from the QUANTUM-First trial (NCT02668653), the FDA has granted priority review to
quizartinib in combination with standard cytarabine and anthracycline induction followed by consolidation
cytarabine and continuation of quizartinib monotherapy after consolidation in patients with newly
diagnosed FLT3-ITD—positive acute myeloid leukemia (AML).

The decision was based on data presented at the 2022 European Hematology Association (EHA) Congress. In
the QUANTUM-First trial, the quizartinib regimen demonstrated a statistically significant and clinically
meaningful benefit to overall survival (OS) among patients with newly diagnosed FLT3-ITD—positive AML
compared with chemotherapy alone. The prescription drug use fee act date has been set for April 24, 2023.

‘There is a need for new targeted therapy options for patients with [AML] and the results of the QUANTUM-
First trial showed that quizartinib in combination with standard chemotherapy has potential to change the
current standard of care for newly diagnosed patients with the historically difficult-to-treat FLT3-ITD subtype,’
Ken Takeshita, MD, global head and R&D, said in the press release. ‘The FDA’s prioritization of this application
reflects the importance of the data, and we will continue to work with the FDA and other global regulatory

authorities to support the review of quizartinib for the treatment of patients with newly diagnosed FLT3-ITD—-
positive [AML].””

https://www.cancernetwork.com/view/fda-grants-priority-review-to-quizartinib-for-newly-diagnosed-flt3-itd-aml



SYK Inhibitors, Entospletinib and Lanraplenib,
Show Potent Anti-Leukemic Activity in
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Preclinical Act|V|ty of Selectlve SYK Inhibitors, Entospletinib and Lanraplenib, Alone or Combined With Targeted Agents in
Ex Vivo AML Models With Diverse Mutational Backgrounds

Melinda A. L. Day," Philipp Sergeev,2 Caroline A. Heckman,2 Anna Schinzel,’ Nikolaus D. Obholzer,! Charles Y. Lin,! Pavan Kumar,' Jorge DiMartino,' Douglas C. Saffran’
Kronos Bio, Inc., San Mateo, CA, USA: 2Institute for Molecular Medicine Finland, Helsinki Institute of Life Science, iCAN Digital Precision Cancer Medicine Flagship, University of Helsinki, Helsinki, Finland

Sﬂemmmm(SMsammmmMmimm&maﬁgﬁmh
cells and has bemnpimdasanumgaucdmermamemydodled&ama(ML)deSYK
inhibitor entospletini (ENTO) has demonstrated ulcdmlymmXAMEIStdwenMLzﬂnsm being
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ENTO and LANRA Show Comparable Activity in NPM1- and FLT3-Mutated
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Conclusions

« LANRA and ENTO display comparable effects on viabiity among 44 AML patient-derived leukemic isolates.
= Only the FLT3 mutational background showed difierences between ENTO and LANRA, with slightly lower IC,,
vahesm!hepresemeafENTO most likely due to the inhibitory activity of ENTO against FLT3:> this is.
consistent with hehypoi\&s!ﬂSYKl\hhtmdnveshemqotﬂyofheaeﬂvﬁy

+ The results for LANRA and ENTO in the various inations were similar, i
in
Aphase3eimcaltnal NCT05020665, with ENTOneombmauonvmhme7+3reglmennNPM1-
d AML pati is
A phase 1/2 clinical trial, NCTD5028751 vmhLANRAm eombnabonvmhgitenumbm
FLT3-mutated AML patients is currently enrolling.

the utiity of both

RTP

RESEARCH
TO PRACTICE



Spleen Tyrosine Kinase as an Oncogenic Driver in Acute Myeloid Leukemia'-2
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CDKO9 Inhibition via KB-0742 Is a Potential Strategy to Treat Transcriptionally Addicted Cancers

Melinda A. L. Day?, Douglas C. Saffran?, Tressa Hood', Nikolaus Obholzer!, Akanksha Pandey?, Akul Singhania?, Charles Y. Lin1, Pavan Kumar?,
Daniel M. Freed?, Jorge DiMartino?
% Kronos Bio, Inc., San Mateo, CA; 2Chordoma Foundation, Durham, NC

. Tnnsmpbond addiction i is deﬁned as a state in which a tumor cell is critically dependent (more than normal cells) on highly efficient

of the inery for its growth and survival. This can be due to requirements for high rates of transcription of
a critical oncogene such as MYC. Nmmely certain tumors rely on dysregulated activity of a particular transcription factor to drive their
malignant phenotype. These include the fusion gene EWS-FLI1 in Ewing sarcoma, PAX3/7-FOXO1 fusions in rhabdomyosarcoma, and

th , (T)in Cyclin-dep: kinase @ (CDKO) controls progression through the elongation phase of the transcription
ap g target in transcripti tumors. We have developed a potent, selective, and orally
bcoavaiabdeCDKQ |nh|bmr muz. which is currently in the dose-escalation stage of a phase 1/2 study (NCTO47|8675L
Using the BROAD PRISM screen, we observed a trend in Ewing sarcoma cell lines, with lower half i i
(ICgs) in higher expressing MYC cell lines. We pulled out three cell lines and grew individually to assess sensmvrty m KB-0742. Al 3
Ewing sarcoma cell lines tested were B-0742, ing rates of over Im% We then evaluated the
activity of KB-0742 in 5 patient-derived cell line (PDC) models, with all 5 ing a by
negatve growth rate (GR) efficacy (GR,,,,) values. KB-0742 was also found to be active in a single pmen(—demed organmd (PDO) model
of adult rhabdomyosarcoma.
The activity of KB-0742 was assessed in vivo using 2 pahent—demed xenograft (PDX) models of chordoma. In model CF486, a
was d by i tumor inhibiti (TGI)aethyand'arpe(engagemt

We then evaluated KB-0742 as a single agem and in combination with afatinib (an EGFR inhibitor and p:
for chordoma) in the CF53@ model. KB-0742 as a single agent showed simiar TGI activity as afatinib, whereas the combination showed
an increased response.

CDK3 Is a Key Dependency in Tumor Transcriptional Reprogramming

As a transcriptional regulator,
CDK3 is a key dependency in
transcriptionally addicted tumors.
CDK2 helps promote the tumor-

through 2 mechanisms:
A Supponing erpression of key

(8) Wodung asa ed'am' to
oncogenic transcription factors
such as MYC to promote high
rates of transcription

ERDL = mmtm Cycin T, DSIF = 5§ ity F factor;
RNAFI =

Sarcoma Cell Lines Are Sensitive to KB
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Immortalized cell lines were screened for sensitivity to KB-0742. All the cell lines were treated with a range of concentrations of KB-0742, and
the IC,, was calculated. (A) In the Broad PRISM screen, a trend was in Ewing with cells exp g higher levels of the

oncogenic transcription factor MYC, having lower IC,s to treatment with KB-0742. Additionally, the 2 MYC-amplified cell lines had the lowest
ICg,s of the Ewing sarcoma lines tested. (B) Three Ewing Sarcoma cell lines were tested individually for response to KB-0742. All 3 cell ines
showed maximum inhibition rates of over 100% and 2 of the 3 cell lines had IC s below 500 nM. (C) Dose-response curves of the 3 Ewing
sarcoma cell ines.
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[KB-0742] (M) DMSO = amethytzufoxide. —
Five models of 3 Ewing models, wereueaedvmhconeemrmonsofKB—D?erangmgfmmSOpMdovmm
10 nM and were incubated for 72 hours. (A)GRvaneswere for each ion of KB-0742 by comparing to a time 0 cell

count number and graphed as a dose-response curve. (B) KB-0742 was cytotoxic in all 5 models as determined by negative values for
GR, .- (C) Target engagement was assessed in 1 model of Ewing sarcoma. Cells were treated with the noted concentrations of KB-0742 for
6 hours before being collected and lysed for protein analysis. RNAPII pSER2 levels were measured using a Meso Scale Discovery assay.
KB-0742 treatment reduces pSER2 protein in a dose-dependent manner. (D) RNAesequenang analysis of the same model as (C) showed
reduction of gene expression with KB-0742

(A) A PDO model of treatment-naive adult
rcoma was treated with a titration curve of
g P KB-0742. with KB-0742 inan ICg, of
2.75 pM and a max nhibition rate of 88.61%.
-
8
#

- » tve croms | — (B) The same model was treated with DMSO and KB-0742

: at 1 uM and 7 uM concentrations for 4 hours. Protein
lysates were analyzed by westem blot. KB-0742 treatment
resulted in reductions in MYC. MCL-1, and pSER2 protein
levels and an increase in cleaved-caspase 3 in a dose-
dependent manner.
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PDX models of chordoma were tested for sensitivity to KB-0742. (A) Model CF466 was treated with vehicle or KB-0742 at 30 mg/kg or

60 mg/kg (oral administration [PO], 3 days on/4 days off). and tumor volume was followed for 42 days. KB-0742 showed significant TGI
activity in a dose-dependent manner (48% and 55%, respectively). Of the 7 mice treated in the KB-0742 60 mg/kg group, 2 had complete
responses and were considered tumor-free survivors. (B) Model CF532 was treated with vehicle, KB-0742 (60 mg/kg. PO, 3 days on/4 days
off), afatinib (10 mg'kg. PO once daily [QD]), or the combination of KB-0742 p‘us afambhr up to 60 days. Tumor volume GR curves were

plotted over time, sh activityin all 3 arms with the 1 having the gr in growth. % TGl for

each treatment arm was 74% (P<0.0001 vs control) for 80 mg/kg KB-0742, 77% (P<0.0001 vs omtroi) for afamnb and 88% (P<0.0001 vs

control, P=0.0951 vs afatinib) for the combination. {C) Time to the tumors reaching 500 mm?® was plotted usi aplan—-Meier survival

curve. The median time to 500 mm? was 10 days (vehicle), 27 days (afatinib), 31 days (KB-0742), and 59 days (KB<0742 with afatinib).

Conclusions

« Immortalized cell ines of sarcoma were sensitive to KB-0742.

= Cytotoxic responses to KB-0742 were observed in PDC models of and were iated with a dos: D ion in
PSER2 protein levels.

- KB-0742 was shown to reduce c-MYC, MCL-1, and pSER2 protein levels in a PDO model of rhabdomy that was i with
an increase in the cell-death marker cleaved-caspase 3.

« In models of KB-0742 had anti actwity that was dose dependent and showed combinatorial activity with the preclinical
gold standard compound, afatinib.

Based on these data across multiple son cohort in the ongoing phase 1/2 clinical trial of KB-0742
(NCT04718675) will evaluate the antitumor a:tmty of KB-0742 a( the reeommended phase 2 dose n patients with relapsed or refractory
, and other i solid tumors.
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CDKO9 Is a Key Dependency in Tumor Transcriptional Reprogramming

As a transcriptional regulator,
CDKO9 is a key dependency in
transcriptionally addicted tumors.
CDKO9 helps promote the tumor-
associated transcriptional landscape
through 2 mechanisms:
(A) Supporting expression of key
oncogenes, and
(B) Working as a cofactor to
oncogenic transcription factors
such as MYC to promote high
rates of transcription

Oncogene
Expression

Promotion of
tumor specific
transcriptional

network

BRD4 = bromodomain protein 4; CycT = cyclin T; DSIF = 5,6-dichloro-1-beta-D-ribofuranosylbenzimidazole sensitivity-inducing factor; NELF = negative elongation factor; P = phosphate;

RNAPII = RNA polymerase II; TF = transcription factor.

Day MA et al. AACR 2022;Abstract 2564.
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Abstract 208

el Regulation of oncogenic transcription and tumor growth in pediatric cancers by the CDK9 inhibitor KB-0742

Douglas C. Saffran', Evon Poon?, Glorymar Ibanez3, Jonathan Nakashima#*, Suha Naffar-Abu Amara', Christina Noe', Tressa R. Hood', Stephanie LaHaye®, Ming-Ju Tsai', Sara Heuss?
Jonathan Ball®, Nikolaus D. Obholzer', Pavan Kumar', Jorge F. DiMartino’, Filemon Dela Cruz?, Louis Chesler?, Charles Y. Lin'

'Kronos Bio, Inc., San Mateo, CA, USA; 2Division of Clinical Studies, The Institute of Cancer Research, London, UK; *Department of Pediatrics, Memorial Sloan Kettering Cancer Center, New York, NY, USA; “Certis Oncology Solutions, San Diego, CA, USA, “Tempus Labs, Chicago, IL, USA

Background Overall results KB-0742 broadly inhibits growth of pediatric sarcoma cell lines

Di i . of iptis gt Y |hat drive normal oelldar differentiation and development can _vesult n KB-0742 decreased the wiability of i i and low PDCs from Ewing sarcoma, alveolar Sarcoma cell lines treated for 96hrs
and Many are defined by fusion , and In cell lines with MYCN amplification were more sensitive to 10‘1 Insenaitive 0 oo Figure legend: A) KB-D742, was screened
pmhelrs resuiting from chromosomal translocations such as the EWSR1 gene fused to an ETS family transcription factor KB-0742 treatment. KB-O742—|reated cells had d d pSER2, loss of expression of MYCN and MYC, 2’3 ------------------------------------ against 24 cell lines across several pediatric
(TF) gene (FLI1 or ERG) in Ewing sarcoma, or PAX3/PAX7 and FOXO1 in alveolar . In and an induction of cleaved PARP. KB-0742 treatment of a TH-MYCN transgenic mouse model resulted in regression of = Sensitive sarcomas. Dose response assessments
MYCN. a of the MYC family of TFs, is often amplified and localizes to super enhancer regions,  established tumors. In PDX models of Ewing sarcoma and alveolar rhabdomyosarcoma, KB-0742 freatment inhibited 21 were periormed by integrating 3 sertal doce
¢ s g 4 g < Ko 3 responses with peak values of 100pM, 10uM
where it rewires lineage-specific progl driving tumor growth. ysis of tumor in pSER2 and the expression of oncogenic fusion TFs. Q and 1uM In tripicate. The high controls (HC)
KB-0742 is being evaluated in a phase | dose-escalation trial in patients with relapsed or refractory solid tumors or ‘ 1% contained 1% DMSO (viv). the low controls
Oncogenic TFs have proven difficult to target dlrewr we and others have prop geting iated ipti Non-Hodgkin's lymphoma (NCT04718675). L) (LC) 1pM “Kiier mix’ In 1% DMSO (viv) that
oo—tegllalors b mhlb( their activity. CDK® i with many ic TFs and is essential for TF-mediated T SRR TAT consists of 3 proprietary mixture ov 6
rough phospharylation of the C-terminal domain of RNA pol II. KB-0742 is a potent, selective, KB-0742 inhibits growth of MYCN-amplified neuroblastoma ool QUL LU I:”:I L]; oLl I:”.]ﬂ L cytotonic The
and orally bioavailable inhibitor of CDK yin clinical d that shows antitumor activity in precinical models B e e - I8¢ §i3 §E3EF §§ 5°9 3¥lg et A w?v"“”“g';’mmfmﬁ"i
of sarcoma and neuroblastoma. i 8hr and 4 v 7 sTase 39 3 TpoRse
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ion e /BT KB-0742 causes tumor regression in MYCN-driven g % g a%Ta - -~ §
| besskpoe . . Ll 2
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Alveolar ChIP-s2q In SCMC alveolar rhabdomyosarco- = TH-MYCN neuroblastoma model B =1 In tis model, MYCN Is  welghts were recorded twice weekly. The statistical difference of growtn inhibition between conoris was denoted and assessed using an
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H3K27AC -m H3K27AC 53 i cycle. Tumor volume was assessed by MRI at control MRNA ACTE Is shown In units of transcripts per million (TPM). Differences In mRNA levels assessed using two-talled Hest.
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fusion ! | H 3 showing overall survival of venicle or KB-0742 Acknowledgments
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Management of Acute Myeloid Leukemia

Introduction
e AML 2014 to 2022
* Defining AML versus MDS

Case 1: 82-year-old man presenting with cytopenias and AML

e Oral decitabine/cedazuridine

* Management of cytopenias with HMA/venetoclax: Drug-drug interactions
« HMA/venetoclax for younger patients

* Translational biology of AML: New agents and treatment strategies

Case 2: 75-year-old man with p53-mutated AML and complex karyotype
* Anti-CD47 antibody magrolimab

Case 3: 61-year-old woman with MLL-rearranged AML; s/p 7 + 3, FLAG-IDA and aza/ven
* Clinical implications of NPM1 mutation in AML

ASH 2022; other key papers
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ELN Risk Stratification Is Not Predictive of Outcomes
for Treatment-Naive Patients with Acute Myeloid
Leukemia Treated with Venetoclax and Azacitidine

Dohner H et al.
ASH 2022;Abstract 602 (Oral).

Sunday, December 11, 2022
4:45 PM EST




ASTX727-03: Phase 1 Study Evaluating Oral
Decitabine/Cedazuridine (ASTX727) Low-Dose (LD) in

Lower-Risk Myelodysplastic Syndromes (LR-MDS)
Patients

Garcia-Manero G et al.
ASH 2022;Abstract 461 (Oral).

Sunday, December 11, 2022
5:30 PM EST




Higher-Dose Venetoclax with Measurable Residual Disease-Guided Azacitidine
Discontinuation in Newly Diagnosed Patients with Acute Myeloid Leukemia:

Phase 2 Hiddav Study

Gutman JA et al.
ASH 2022;Abstract 1421 (Poster).

Molecular MRD By Digital PCR Is Prognostic of Outcomes in AML Patients on
Intensive and Non-Intensive Treatment Regimens

Minhujuddin M et al.
ASH 2022;Abstract 2791 (Poster).

Clinical and Molecular Features of Highly Durable Response to Azacitidine +
Venetoclax in Acute Myeloid Leukemia

Hayden A et al.
ASH 2022;Abstract 4129 (Poster).
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Overall Survival and Its Interplay with Allogeneic Stem Cell Transplant and Age
in Newly Diagnosed AML Patients Treated with Ven/Aza

Abbott D et al.
ASH 2022;Abstract 2751 (Poster).

Outcomes with Molecularly Targeted Agents as Salvage Therapy Following
Frontline HMA/Venetoclax in Adults with Acute Myeloid Leukemia: A Multi-
Center Retrospective Analysis

Khanna V et al.
ASH 2022;Abstract 1429 (Poster).

Response to Intensive Induction Chemotherapy After Failure of Frontline
Azacitidine + Venetoclax in Acute Myeloid Leukemia

McMahon CM et al.
ASH 2022;Abstract 2753 (Poster).
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Comparison of Patients with Newly Diagnosed (ND) Acute Myeloid Leukemia
(AML) Treated with Venetoclax and Hypomethylating Agents vs Other
Therapies By TP53 and IDH1/2 Mutation: Results from the AML Real World
Evidence (ARC) Initiative

Wolach O et al.
ASH 2022;Abstract 4954 (Poster).

Initial Results from SELECT-AML-1, a Phase 2 Study of Tamibarotene in
Combination with Venetoclax and Azacitidine in RARA-Positive Newly
Diagnosed AML Patients Ineligible for Standard Induction Chemotherapy

Kambhampati S et al.
ASH 2022;Abstract 1444 (Poster).

Toxicity and Outcomes in Octo- and Nonagenarians with AML Treated with
Venetoclax and Hypomethylating Agent Therapy

Madarang E et al.
ASH 2022;Abstract 1434 (Poster).




Treatment Patterns and Outcomes of Patients with Primary or Secondary Acute

Myeloid Leukemia By Type of Site (Academic or Community/Government): A
CONNECT® Myeloid Registry Study

Scott BL et al.
ASH 2022;Abstract 4023 (Poster).




Venetoclax and azacitidine compared with induction chemotherapy
for newly diagnosed patients with acute myeloid leukemia

Evan M. Cherry,"* Diana Abbott,>* Maria Amaya,' Christine McMahon,' Marc Schwartz,’ Julie Rosser,? Audrey Sato,’
Jeffrey Schowinsky,® Anagha Inguva,’ Mohd Minhajuddin,’ Shanshan Pei,' Brett Stevens,' Amanda Winters," Craig T. Jordan,’
Clayton Smith," Jonathan A. Gutman,' and Daniel A. Pollyea’

Division of Hematology, Department of Medicine; Center for Innovative Design and Analysis, Department of Biostatistics and Informatics; and *Department of Pathology,
University of Colorado, Aurora, CO

Blood Adv 2021 December 28;5(24):5565-73.
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Venetoclax/Azacitidine Compared to Induction Chemotherapy
for Patients with Newly Diagnosed AML
Factors That Favored Either Regimen for Overall Survival

Variable

All individuals

Age >=65

FAB MO/M1

FAB M5

ELN intermediate risk
ELN adverse risk

FLT3 ITD

NPM1

IDH

IDH2

RAS pathway

TP53

ASXL1

Splice gene mutation
RUNX1

Secondary AML
Treatment-related AML
Prior therapy for MDS or MPN

Hazard ratio

—_—
=
B
= -
= =
&
2
=
2
&
-
=
=
=t =
——
2
2
= =
0.65 O.EIO 0.l50 1.00 2.2)0 5.60 10700 20700

Favors venetoclax + azacitidine

Cherry EM et al. Blood Adv 2021 December 28;5(24):5565-73.

Favors intensive chemotherapy

0.56
0.27
0.714
4.341
6.207
0.424
0.818
0.655
0.284
0.492
1.579
1.805
0.469
0.172
0.081
0.754
0.876
0.246

95% ClI
(0.3, 1.0)

(0.1, 0.6)
(0.3, 1.6)
(0.6, 29.5)
(1.0, 38.0)
(0.2,0.9)
(0.2, 2.8)
(0.2,1.8)
(0.06, 1.3)
(01,22
(0.3, 7.6)
(0.09, 12.6)
(0.1,1.8)
(0.03,1.2)
(0.01, 0.6)
(0.3,1.9)
(0.2,3.7)
(0.05, 1.3)

p-value
0.0635

0.0017
0.4284
0.133
0.0483
0.0206
0.7501
0.4117
0.104
0.3508
0.5705
0.948
0.2732
0.0736
0.0125
0.5411
0.8563
0.0921



@ blood advances

Treatment-free remission after ceasing venetoclax-based therapy in
patients with acute myeloid leukemia

Chong Chyn Chua,'"® Danielle Hammond,* Andrew Kent,® Ing Soo Tiong,'® Marina Y. Konopleva,* Daniel A. Pollyea,”

Courtney D. DiNardo,* and Andrew H. Wei'*7?

The Alfred Hospital and Monash University, Melbourne, Australia; 2The Walter and Eliza Hall Institute of Medical Research, Parkville, Melbourne, Australia; 3Department of
Clinical Haematology, Northern Hospital, Melbourne, Australia; “University of Texas MD Anderson Cancer Center, Houston, TX; °Division of Hematology, University of Colorado

School of Medicine, Aurora, CO; ®Department of Pathology, Peter MacCallum Cancer Centre, Melbourne, Australia; and ? Peter MacCallum Cancer Centre, Royal Melbourne
Hospital and University of Melbourne, Melbourne, Australia

Blood Adv 2022 July 12;6(13):3879-83.
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Treatment-Free Remission After Ceasing Venetoclax-Based
Therapy for AML

STOP

CONT

Months
24 36 48 60 72

ALFO4
ALF11
ALF06
ALF0O5
MDAO06
ALFO7
ALF09
ALFO8 i
ALFO3 i
MDAO09
MDAO1
ALFO1
ALF13

MDA04
MDAOQ7
UCO02
MDA11
UCO05
MDAO3
MDAO5
ALF02
uCoO1
uCco4
MDAO8
MDA10

ALF10
MDAO2
ALF12 i

.....-'\)

M Venetoclax based therapy M Treatment free remission [ Relapse
MRD negative MRD positive —» Not relapsed

Chua CC et al. Blood Adv 2022 Jul 12;6(13):3879-83.

2 o

[e]

55

gL

o O Q

ot Q <

gggw LT':EV)%@ :%gmg

z R ETCPPRREEE S
a S

U3Soo%oSRES2R345

H BN B

- B ||

[ B | | I

H Bl

5] ] B

=- H B ) ||

[ | = B EE

[ | H B [

L] .

O] [ | [

| B

il &= = EEEE

H EH =Em

] = B

H B e

H =

| | [ | R

[ | ||

[

[ | ||

i . B [ |

H B = ||

H B | EE

] Nl [

[ B | = =

|| = | ||

] || ]

] B =2

SETBP1

B VEN-HMA B VEN-LDC M Present

J

JOURNAL CLUB

RTP

RESEARCH
TO PRACTICE



CLINICAL CANCER RESEARCH | CLINICAL TRIALS: TARGETED THERAPY

Outcomes in Patients with Poor-Risk Cytogenetics with
or without TP53 Mutations Treated with Venetoclax and

Azacitidine

Daniel A. Pollyea', Keith W. Pratz%, Andrew H. Wei®, Vinod Pullarkat?, Brian A. Jonas®, Christian Recher®,
Sunil Babu’, Andre C. Schuh®, Monique Dail®, Yan Sun'®, Jalaja Potluri'®, Brenda Chyla'®, and
Courtney D. DiNardo"

Clin Cancer Res 2022 August 25;[Online ahead of print].




Outcomes with Venetoclax and Azacitidine for Patients with
Poor-Risk Cytogenetics with or without TP53 Mutations

Poor-risk cytogenetics Intermediate-risk cytogenetics
TP53 mut
100 - 100 - TP53 wt
85.7
80~ . 80 71.7 Ven+Aza Aza
9 e e ck M cr
60+ E Pl Eld cri EF cri
it
= =
H Q
CR+CRI 2 40- S 40+ 31.8
© (T
o o
20+ 20 -
0- o -
Vent+tAza Aza Vent+Aza Aza Ven+tAza Aza Ven+Aza Aza
(n=54) (n=18) (n=50) (n=22) (n=7) (n=1) (n=166) (n=66)

CR = complete remission; CRi = CR with incomplete hematologic recovery
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Pollyea DA et al. Clin Cancer Res 2022 August 25;[Online ahead of print].



CLINICAL CANCER RESEARCH | CLINICAL TRIALS: TARGETED THERAPY

Impact of Venetoclax and Azacitidine in Treatment-Naive
Patients with Acute Myeloid Leukemia and /IDH1/2

Mutations
Daniel A. Pollyea', Courtney D. DiNardo?, Martha L. Arellano®, Arnaud Pigneux?, Walter Fiedler>,
Marina Konopleva?, David A. Rizzieri®, B. Douglas Smith’, Atsushi Shinagawa®, Roberto M. Lemoli®'°,
Monique Dail", Yinghui Duan'?, Brenda Chyla'?, Jalaja Potluri'?, Catherine L. Miller'?, and
Hagop M. Kantarjian®

Clin Cancer Res 2022 July 1;28(13):2753-61.




Remission Rates with Venetoclax and Azacitidine for Patients
with Treatment-Naive AML and IDH1/2 Mutations

100-

79.0%

e

Percentage of patients

0- Ve+a Aza .

Ven+Aza Aza

by An=ad) (n=227) (n=99)

IDH1/2 mutated IDH1/2 wild-type

CR, Ven+Aza BICR, Ven+Aza

CRi, Ven+Aza E& CRi, Ven+Aza

B CR, Aza ECR, Aza

BB CRi, Aza BBCRI, Aza

Pollyea DA et al. Clin Cancer Res 2022 July 1;28(13):2753-61.



Real-World Efficacy Outcomes of Venetoclax
plus Azacitidine vs Intensive Chemotherapy for
Induction Therapy in Adult Patients with Acute
Myeloid Leukemia

Zeidan AM et al.
EHA 2022;Abstract P570.




Real-World Efficacy Outcomes with Venetoclax and
Azacitidine versus Intensive Chemotherapy as Induction

Therapy: Subgroup Analysis for Factors in Overall Survival

Favorablefintermediate Risk

Poor Risk
Unknown

Type
De Novo

History of MDS/MPN
Therapy Related

CCl
0

1

2
3+

NPM1
Positive
Negative
Unknown

IDH1
Positive
Negative
Unknown

IDH2
Positive
Negative
Unknown

FLT3
Positive
Negative
Unknown

47
144
245

230
171
35

326
18
75
17

40
189
207

30
184
222

38
179
219

14
176
246

Zeidan AM et al. EHA 2022;Abstract P570.

2.27 (0.44, 11.72)
1.71 (1.1, 2.63)
0.97 (0.68, 1.38)

1.56 (1.05, 2.33)
0.84 (0.56, 1.25)
1.08 (0.42, 2.73)

1.21 (0.88, 1.66)
0.91 (0.29, 2.84)
1.28 (0.68, 2.43)
0.92 (0.27, 3.20)

0.35 (0.10, 1.24)
1.43 (0.95, 2.16)
1.07 (0.72, 1.57)

0.47 (0.13, 1.66)
1.40 (0.93, 2.12)
1.14 (0.79, 1.65)

1.14 (0.38, 3.40)
1.31 (0.87, 1.97)
1.08 (0.74, 1.58)

0.85 (0.18, 3.93)
1.21(0.78, 1.86)
1.16 (0.82, 1.66)

RUNX1
ASXL1
TP53
Negative
Missing

Albumin within 90d
<3.5

>=35

Unknown

LDH within 90d
<200
200-1,000
>1,000
Unknown

Overall

47
37
49
70
233

100
280
56

79
121
14
222

436

i

i

-

vt

05

Ay, 2 5

1 2 5

Favors VEN-AZA

Favors IC

1.45 (0.65, 3.23)
0.86 (0.35, 2.14)
0.80 (0.40, 1.60)
0.99 (0.47, 2.05)
1.24 (0.85, 1.80)

1.00 (0.57, 1.75)
1.15 (0.82, 1.61)
1.59 (0.72, 3.48)

0.81 (0.43, 1.53)
1.14 (0.70, 1.86)
1.96 (0.46, 8.35)
1.25 (0.85, 1.85)

1.17 (0.89, 1.52)
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BCMA-Directed Therapy in Multiple Myeloma —

Expert Opinions and Patient Perspectives
Part 2 of a 2-Part CME/MOC-Accredited Virtual Series

Wednesday, November 30, 2022
5:00 PM -6:00 PM ET

Faculty
S Vincent Rajkumar, MD

Moderator
Neil Love, MD




Thank you for joining us!

CME and MOC credit information will be emailed to
each participant within 5 business days.




