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Recent approval of recent new options

Target Approval

Midostaurin (+IC) FLT3 ND (=

CPX-351 t-AML, AML-MRC ND =

Enasidenib IDH2 R/R =

Gemtuzumab ozogamicin (+IC)* CD33 ND and R/R* _ 5

Ivosidenib IDH1 ND and R/R =

Glasdegib (+LDAC) Sonic hedgehog pathway ND - E

Gilteritinib FLT3 R/R =

Venetoclax (+Aza/Dec/LDAC)*  BCL-2 ND =

CC-486 (oral azacitidine) Hypermethylation Maintenance E
Turin, September 13-14, 2021 B ccce<csic g croescoen/cofindonefm aecewsed Moy 2021

Starhotels Majestic 3. Venclyxto® (venetoclax). EMA Summary of Product Characteristics, May 2021.
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New agents
«CPX-351
«CC-486

* \Venetoclax

* Glasdegib

Turin, September 13-14, 2021

Starhotels Majestic



2™ edition
Unmet challenges in high risk hematological

malignancies: from benchside to clinical practice

CPX-351 phase Il study

« Randomised, open-label, parallel-arm, standard therapy-controlled study
— 1:1 randomisation, enrolled from December 2012 to November 2014

« Primary endpoint: OS

- Secondary endpoints: Remission rate, remission duration, EFS

Key eligibility criteria m
Aged 60-75 years Stratifications: CPX-351
Newly diagnosed - Age

rPatients in CR\

tEAML * FAML : or CRi:
AML with antecedent - Historyof MDS with | Induction :
MDS or CMML* and without prior HMA (1-2 cycles) Consolidation
De novo AML with - History of CMML (1-2 cycles)

- De novo AML \_ Y,
MDS-related cytogenetic 7+3

Turin, September 13-14, 2021
Starhotels Majestic Lancet JE et al. J Clin Oncol 2018,;36:2684—-2692
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CPX-351 phase lll study: Overall Survival

) CPX-351 7+3
ITT population (n=153) (n156)
100 Events 104 132
Median survival {months) 9.56 595
(95% CI) (6.60—11 86) (4.99-7 75)
— 80 HR (95% Cl) 0.69 (0.52-0.90)
= one-sided P=0.003
= 1-year OS (%) 415 276
g 60 2-year OS (%) a1 123
S SeSp—
bt |
@ .
g 1 CPX-351
© 20 P
: : 1 m1 1 1 743
1 |
0

0 3 6 9 12 15 18 21 24 27 30 33 36

No. at risk Time since random assignment (months)
CPX-351 1563 122 92 79 62 46 34 21 16 11 5 1
7+3 156 110 77 56 43 31 20 12 7 3 2 0

Turin, September 13-14, 2021
Starhotels Majestic Lancet JE et al. J Clin Oncol 2018,;36:2684-2692
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100 Median overall survival Hazard ratio
(95% CI) (95% CI)
80 —CPX-351group  0.33(6.37-1186)
— 070 (055091
# —7+3 group 5-05(4.99-775) 70{055-091)
ERE
£
g o | |
= | 215 (15-28 | 18% (12-25)
20 : *(29) N T TR
9% (5-14) ] i.;BiF‘H}]
0 T | T | | | | T T | T T
0 6 12 18 24 30 36 42 48 54 60 66 72
Time from randomisation (months)
Number at risk
{number censored)

CPX-351group 153 92 62 49 40 33 30 29 29 28 2 2 0
@ @ @ @ @ @ & &6 G&#6 6 ¢ (& (29

7+3qroup 156 77 43 28 20 17 14 13 12 12 5 0 0
@ (@ (@ (@ (@ (@ (@ (@ (@ (0 @ {113 21

Figure 2: Overall survival
3-year and S-year Kaplan-Meier-estimated survival rates are shown with 95% Cl. 7+3-cytarabine and daunorubicin.

Turin, September 13-14, 2021

Starhotels Majestic Lancet JE et al, Lanc Hematol, 2021
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CPX-351 phase lll study: OS landmarked from time of H

* Median OS not reached for CPX-351 versus 10.25 months for 7+3
— HR 0.46 favouring CPX-351 (P=0.009)

100 Kaplan—Meier curve for OS landmarked at SCT
(ITT analysis population)

80
S CPX-351
= 60
2
g
A 40 .

+3 Events/iN Median survival (95% ClI)
- CPX-351  18/52  Not reached
7+3  26/39  10.25 (6.21-16.69)
. HR 0.46; P=0.009

0 3 6 9 12 1% 18 219 24 27 30 33 36

Number at risk Months from transplant

CPX351 52 46 40 34 271 20 15 9 6 3 0 0
+3 39 3 2r 20 15 T 4 1 1 0 0 0

Turin, September 13-14, 2021
Starhotels Majestic Lancet JE et al. J Clin Oncol 2018;36:2684—2692
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V-FAST: CPX-351 + Targeted Agents in Newly Diagnosed AML

Follow-up
»  Multicenter, open-label, multiarm, nonrandomized phase |b master trial for OS for
2 ft
Arm A: FLT3 WT and IDH2 WT A
X Initiation
CPX-351 100* U/m2 Days 1, 3,and 5 Dose Dose
. Days 1 and 3 for induction 2) - exploration —» expansion
Adult patients aged 18-75 yr { _ P P
with newly diagnosed AML + Venetoclax 400 mg Days 1_1 phase (n<12) phase (n = 20)
confirmed by WHO pathologic - Arm B: FLT3 ITD/TKD Mutation
criteria (220% blasts in C‘f"ig(m?t'c cpx{-351 100*:d U/;nz De;ys 1,3, a;‘ld 5 DOS,:E Dose
: —_ —_— Days1 and 3 for induction 2 exploration expansion
peripheral blood or bone molecular + Midostaurin 50 mg BID, Days 8-21 - hp (ns12) - hase (n = 20)
marrow); able to tolerate studies - phase (n = P
intensive chemotherapy; T Arm C: IDH2 Mutation
ECOG PS 0-2 CPX-351 100* U/m?2 Days 1, 3, and 5 Dose _ Dose
(N =96) (Days 1 and 3 for induction 2) —> exploration =% expansion
+ Enasidenib 100 mg Days 8-28 phase (n =12) phase (n = 20)
Option for an additional treatment
arm
* Primary endpoints: RP2D and safety = Secondary endpoints: response, CR/CRi with MRD
negative status, CR/CRh with MRD negative status
Turin, September 13-14, 2021
Pullarkat. EHA 2021. Abstr EP442. NCT04075747.
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V-FAST: RP2D

" |Inarm A (CPX-351 + venetoclax), RP2D was determined to be:

— Induction DL1: CPX-351 100 U/mZ on days 1, 3, and 5 (days 1 and 3 for induction 2),
venetoclax 400 mg on days 1to 14

— 1 of 6 patients in the dose exploration phase experienced DLTs of grade 4 neutropenia and
thrombocytopenia

" |Inarm B (CPX-351 + midostaurin), RP2D was determined to be:

— Induction DL1: CPX-351 100 U/m? on days 1, 3, and 5 (days 1 and 3 for induction 2),
midostaurin 50 mg BID on days 8 to 21

— No DLTs were observed

" |narm C(CPX-351 + enasidenib), RP2D has not yet been determined

Turin, September 13-14, 2021
Starhotels Majestic Pullarkat. EHA 2021. Abstr EP442. NCT04075747.
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QUAZAR AML-001: Oral AZA for pts with AML in CR after iCHT

PRE-RANDOMIZATION RANDOMIZATION TREATMENT PHASE

Screening . _
: CR/CRIi
- Randomization (1:1) CC-486 300 mg /
Key eligibility criteria: Within 4 months (£7 QD X 14 days § oot
e First CR / CRi with ) m o ontinue
IC + consolidation days) of CR/CRi & % . Treatment
* Age 2535 years Stratified by: <o 5% to 15% (Optional)
* de novo or secondary AML . Age: 5510 84 / > 65 28-day cycles g § BM Blasts CC):(-A;816£PBO
* ECOG PS score O to 3 35 SR () = S8 ays
* Intermediate- or poor-risk * Prior MDS/CMML:Y / N 38
cytqggnetics * Cytogenetic risk: Placebo %
* Ineligible for HSCT Intermediate / Poor QD x 14 days > 15% Stop End of Stud
* Adequate bone marrow recovery « Consolidation: Y / N BM Blasts Treatment nd of Study
(ANC = 0.5 x 109/L, platelet count >

20 x 109/L)
FOLLOW-UP: until death, withdrawal of

consent, study termination, or loss to follow-up

Turin, September 13-14, 2021

s Wei AH, et al. N Engl J Med. 2020,383:2526-2537.
Starhotels Majestic
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QUAZAR AML-001: Oral AZA for pts with AML in CR after iC

1.0
0.0 P<0.001 by stratified log-rank test
= 038-
3 07-
@ 0.6
s
> 0.5----mmmmmmmmmm o .
= 044
S 03-
8 o
e 0.24
Placebo
0.1+
0.0 | | | | | | | | | | | | |
0 6 12 18 24 30 36 42 48 54 60 66 72 78
Months since Randomization
No. at Risk
CC-486 238 213 168 133 115 87 59 37 26 18 15 5 1 0
Placebo 234 183 127 96 82 58 34 27 19 14 11 6 1 0
Turin, September 13-14, 2021 Wei AH, et al. N Engl J Med. 2020;383:2526-2537.
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QUAZAR AML-001: OS and RFS by NPM1 statu

Mutated NPM 1 Wild-Type NPM1
il Oral Azacitidine Placebo Oral Azacitidine Placebo
(n =66) (hn=71) (n =170) (n=162)
Median, mo 47.2 15.9 19.6 14.6
P value .038 023
Median, mo 23.2 6.9 4.6
P value .005 .003

In patients treated with oral azacitidine, the P value for OS or RFS difference among patients with
mutated NPM1 vs wild type NPM1 was <.001

In patients receiving placebo, the P value for OS and RFS difference among patients with mutated
NPM1 vs wild type NPM1 was .032 and .011, respectively

Turin, September 13-14, 2021

Starhotels Majestic Déhner. EHA 2021. Abstr S131.
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QUAZAR AML-001: OS and RFS by FLT3 statu

Mutated FLT3 Wild Type FLT3

Oral Azacitidine Placebo Oral Azacitidine Placebo
(n =30) (n =36) (n =206) (n =197)

Median, mo 28.2 9.7 24.7 15.2
P value 114 .013
Median, mo 23.1 4.6 10.2 4.9
P value .032 .001

" |n patients treated with oral azacitidine, the P value for OS and RFS difference among patients with
mutated FLT3 vs wild-type FLT3 was .715 and .285, respectively

* |n patients receiving placebo, the P value for OS and RFS difference among patients with mutated
FLT3 vs wild-type FLT3 was .351 and .594, respectively

Turin, September 13-14, 2021
Starhotels Majestic Déhner. EHA 2021. Abstr S131.
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VIALE-A: Phase 3, double-blind, randomized trial of Ven+A
Pbo+Aza in patients with newly diagnosed AML ineligible for iCHT

28-day cycles
Venetoclax: 400 mg,* D1-28
+ Aza: 75 mg/m2, D1-7

Placebo: D1-28
+ Aza: 75 mg/m?2, D1-7

Untreated AML (N=431)

Stratification

¢ |ntermediate or poor cytogenetic risk
e 18—<75 years or 275 years

¢ Region

Until progression
or discontinuation

Ran dnTize 2:1

Primary endpoints:

* Overall survival
* CR+CRi rate (= composite CR)

Key secondary endpoints:

Event-free survival

CR rate, CR+CRh rate

CR+CRi rate by initiation of Cycle 2
Transfusion independence

CR+CRi and OS in molecular subgroups
Fatigue and PROs/quality of life

Turin, September 13-14, 2021 1. ClinicalTrials.gov. NCT02993523 (accessed April 2021);
Starhotels Majestic 2. DiNardo CD, et al. N Engl J Med 2020; 383:617-629 (incl. suppl.).
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VIALE-A: OS estimate

1.0 1
0.8 1 Ven+Aza (n=286)
Median: 14.7 months (95% Cl=11.9-18.7)
o Pbo+Aza (n=145)
s 067 Median: 9.6 months (95% Cl=7.4-12.7)
£
E
2
S 04
a H
0.2
Median follow-up: 20.5 months
HR=0.66 (95% CI=0.52-0.85); p<0.001
0.0 I 1 I I | I 1 I 1 I I
0 3 6 9 12 15 18 21 24 27 30 33

Time (months)

Turin, September 13-14, 2021

Starhotels Majestic DiNardo CD, et al. N Engl J Med 2020, 383:617-629 (incl. suppl.).
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VIALE-A: CR/CRi rate across genetic subgroup

CR+CRi rates in all patients and across subgroups

100 -

p<0.001 p=002

80 -+ p<0.001 p=0.012

(=3}
o

o
o

Patients (%)

20

0
All patients IDH1/2 FLT3 NPM1 TP53
Ven+Aza Pbo+Aza
Median duration of CR, months (95% Cl) 17.5 (15.3-NR) 13.3(8.5-17.6)

Median duration of CR+CRi, months (95% CI) 17.5(13.6-NR) 13.4(5.8-15.5)

Turin, September 13-14, 2021

Starhotels Majestic DiNardo CD, et al. N Engl J Med 2020, 383:617-629 (incl. suppl.).
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BRIGHT AML 1003: Phase 2, open-label, randomized trial o

vs LDAC in patients with newly diagnosed AML ineligible for iCHT

Untreated AML
or high-risk MDS
(N=116)

Primary endpoint:
« Overall survival

Key secondary endpoints:

* Response by International
Working Group criteria

* Transfusion independence rates

© Time to neutrophil, hemoglobin,
and platelet recovery

« Safety

Turin, September 13-14, 2021

Starhotels Majestic

Randomize 2:1

28-day cycles

Glasdegib: 100 mg, D1-28

+ LDAC: 20 mg BID, D1-10

Until progression
or discontinuation

—
LDAC: 20 mg BID, D1-10 Key inclusion criteria
. 1L AML or high-risk MDS

* Age =75 years or 255 years
with comorbidities

* Ineligible for intensive
chemotherapy

Heuser M, et al. Ann Hematol 2021; 100:1181-1194.
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BRIGHT AML 1003: OS estimate

1.0
0.8
Glas+LDAC (n=78)
= Median: 8.3 months (95% Cl=4.7-12.2)
% 0.6 LDAC (n=38)
F- ' Median: 4.3 months (95% Cl=1.9-5.7)
o
8
S
§ 0.4 -
@ Longest follow-up since randomization: 36 months
HR=0.495 (95% Cl=0.325-0.725); p=0.0004
0.2
I_H 1 Ll 1
I 1 LI !
UU T T T | I
0 10 20 30 40 50
Time (months)
Turin, September 13-14, 2021
Heuser M, et al. Ann Hematol 2021; 100:1181-1194.
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BRIGHT AML 1003: CR rates

100 -
P Glas+LDAC

80 - Lpac
K 60 - | Glas+LDAC ~ LDAC
< : n=78 n=38
= I
M gasien o
F 40 ~ : 1] _
a i days (95% Cl) (1-1262)  (91-91)

p=0.0184 p=0.2207 p=0.0662

n=7/8 n=38 n=38 n=18 n=40 n=20 n=49 n=21 n=29 n=17
All patients De novo AML Secondary AML Good/intermediate Poor cytogenetic
cytogenetic risk risk

Turin, September 13-14, 2021

Starhotels Majestic Heuser M, et al. Ann Hematol 2021; 100:1181-1194.
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Who is ineligible for intensive chemotherapy?

") Check for updates

CLINICAL GUIDELINES "’ blood advances

American Society of Hematology 2020 guidelines for treating newly
diagnosed acute myeloid leukemia in older adults

“...the panel could not clearly define a patient population
‘unfit’ for intensive chemotherapy, despite models that
have been developed to help in this determination.”

Turin, September 13-14, 2021

StarhotelsiMajestic Sekeres MA, et al. Blood Adv 2020; 4:3528-3549.
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Non-poor risk cytogenetics (n = 387)
NPM1 mutation 0.57 0.41-0.77 .0004
FLT3TD low ratio 1.85 1.31-2.62 .0005
FLT3-TD high ratio 3.51 2.03-6.08 <.0001
NRAS mutation 1.54 1.07-2.20 019
ASXL1 mutation 1.89 1.34-2.67 .0003
DNMT3A mutation 1.86 1.40-2.47 <.0001
Poor risk cytogenetics (n = 84)
KRAS mutation 3.0 1.68-7.72 001
TP53 mutation 2.49 1.53-4.04 .0003

Itzykson R et al. Blood 2021; 138(7):507-519.




Therapeutic decisions in elderly AML

Medical fithess Leukemia Biology | |Patient preference
Age

Organ function -

Comorbidity
Performance
status
Cognitive function

Therapeutic Physician experience and attitude I
Options
Decision: Benefit from standard chemotherapy? l\IU

Karsten.spiekermann@med.uni-muenchen.de
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onciusion
*More treatment options available for older pts

—Reducing the rate of those addressed to BSC

* Integrating physical and biologic/genetic fitness
* Role of immune-therapy (Magrolimab)
* Role of maintenance

* Development of an «all oral therapy»
* Role of MRD

—MRD-driven post remission therapy

—MRD-driven de-escalation strategies

Turin, September 13-14, 2021
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