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probability

M normal karyotype, n=328

0,6 _..1.11.._...__......._
05 aberrant karyotype, n=62
0.3
0,24

P=.804
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T T T T

20 30 40 50

Overall Survival in months

rather than the previous 4-group system (Table 5). A few other changes
have been made. Recent studies have shown that in AML with NPM 1
or biallelic CEBPA mutations, the presence of coexisting chromosomal
abnormalities does not appear to modify the prognostic effect of the
mutations %2113 prognosis may be more influenced by concurrent
gene mutations.”’ Accordingly, and as in CBF-AML, the categoriza-
tion of these cases is now based on the primary leukemia-defining
genetic subsets irrespective of the karyotype. The higher relapse rate

and poorer OS associated with FLT3-ITD largely depends on the ITD

probability

0.2 \\‘
05- i“\"ﬂ-..lntzmrmal karyotype, n=328
™ s T :
. aberrant karyotype, n=62 :
| p= a9
10 20 30 40 50

Event Free Survival in months

Blood. 2009;114: 3024-3032
Blood. 2017;129(4):424-447



AMLTRE9E: Oral-Abstract S1614: {3 NPM1mut ] FLT3-ITD"ed/ow BJAML BB S,

FBZBREILFLER

HFRE=R: + NPM1IMtF] FLT3-ITD 0w NAMLEBE , EfeRIFIID FFR
B, BRANAEMREECFSEWM, RIS HAREEZREMN
NPM1mutF] FLT3-ITDred/'ow fUAMLERE TS 1

AT AEE:

/ NPM1mut/FLT3-|TDres/owffeeh itz BY \
I EFFPASY
- 2185 HEEATTHAMLEE
- ZBHRH#E2017 ELN H{T03E
—  2426fINPM1mut/FLT3-|TDneg/low g
> 2000f3IEFZEY
> 3RpFEREZE
> B3fFIRRIZE
\ 1845@FINPM1WY/FLT3-ITDneo/low X R34 B 2 % /




OSEZE, EFSHE, CIREF

100 — NPM1Mut/NK (N=2000) 100 — NPM1Mu/NK (N=2000) 100 4 — NPMI™YNK (N=1764)
= NPM1mu|K (N=329) = NPM1mu|K (N=329) = NPM1mu/|K (N=283)
80 — = NPM1MYAK (N=83) 80 —- NPM1MYAK (N=83) goq = NPMIMWAK (N=55) :
== NPM1WAK (N=1845) S =+ NPM1"WAK (N=1845) S == NPM1%/AK (N=1060) :
60 4 JE6 vo d :
B | i X p—
ﬂ'§40 ' 1 | ﬁi_f" A _!:40 | !-'_ﬂi'r--
rll_l- KR &k
20 'll-.-q-_-u_' 20 4 20
gip W RO
0 T T T T T T 0 — 11
0 2 4 6 8 10 12 14 16 0 2 4 6 8 10 12 14 16
HIZERTE (5F) =N EIREED) CR1/ERYIE] (£F)
2T CR 0S EFS CIR
0.29 (0.17-0.48) 2.97 (2.29-3.87) 2.63 (2.05-3.38) 2.52(1.75-3.62)
L3k et
ARIRE vs IERE P<0.0001 P<0.0001 P<0.0001 P<0.0001

2R vs IEE  0.84(0.59-1.19) 1.27(1.07-1.50) 1.21(1.04-1.41) 1.18(0.97-1.44)
k] P=0.33 P=0.0060 P=0.014 P=0.10




HARER: MREEFRIFN—REE, CRIGBESEATMOS, MAREGEEFAREBECRIGITESIEIPRINEZEOS

N (%) ;LZHR (95% Cl)

BEE  CRIBEaloSCT  CR1aloSCT (@loSCT : CRIFA17alloSCT) p
R EZER :
T 248/869 (28.5) 841275 (30.5) 1 120 (0.93-154)

hEEEE 40115 (34.8) 17/59 (28.8/) _ 0.89 (0.50-1.59) 0.12
yc| 15/16 (93.8) 4/11 (36.4) i 0.27 (0.09-0.82)
FrEEE  303/1000(303)  105/345(30.4) L 1.12 (0.89-1.40)
|
i

N B N E— 1 1
132 116 16 114 12 1 2 4 &

e

F|FalloSCT  F|[F=k{TalloSCT



SUBRAMAIES. NERYERAT




AMLRSSTTEERIEH R

August 3 2017 November 21" 2018
Liposome-encapsulated Glasdegib
daunorubicin + cytarabine Hedgehog inhibitor
® ®
April 281 2017 July 20" 2018 May 27 2019
Y y
Midostaurin Ivosidenib Newly diagnosed AML Ivosidenib
¥ diagl
5 e Newly diagnosed t-AML or : fhad Fatients ineligible for : [
FLT3 inhibitor AML-MRC IDH1 |nh|b|tor intensive chemotherapy IDHA II"IthItOI'
Use as single-agent Use with LDAC Newly diagnosed AML
Mewly diagnosed AML Relapsed/Refractory AML Patients ineligible for
FLT3 mutation IDHT mutation intensive chemotherapy
Use with 7+3 and HDAC Use as single-agent IDHT mutation
Use as single-agent

BEYOND

Relapsed/Refractory AML Newly diagnosed AML
IDH2 mutation Patients ineligible for
Use as single-agent intensive chemotherapy
MNewly diagnosed AML or Use with LDAC or HMA
Relapsed/Refractory AML
st CD33-positive
AUEQUSt 1d 2[:31 7 Use in combination with chemotherapy November 21 2018
nasideni or as single-agent
Mutant-IDH2 inhibitor venetoclax
BCL2 inhibitor
®

September 1 2017
Gemtuzumab ozogamicin
anti-CD33 ADC November 28" 2018
Gilteritinib
FLT3 inhibitor

FLT3 mutation

Relapsed/Refractory AML
Use as single-agent

Hematology Am Soc Hematol Educ Program. 2019 Dec 6;2019(1):548-556.



IERYFLT 5

Midostaurin PKC412 I No + 19h
Sorafenib BAY-43-9006 I Yes ++ 25-48h
Quizartinib AC220 I MEE - ~1.5d
Crenolanib  CP-868-596 I ves + 6-8h
Gilteritinb ~ ASP2215 I UeE -+ 113h

Hematology Am Soc Hematol Educ Program. 2019 Dec 6:2019(1):539-547
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Newly Diagnosed- Fit

Quizartinib + AZA/LoDAC
(FLT3-ITD/WT; MDS, CMML)

FLT3 Inhibitor Combination Clinical Trials

Relapsed/Refractory - Fit
Q-HAM

LI-1
Multiple
FLT3-ITD/WT, MDS

QUIZOM
Quizartinib + Omacetaxine (FLT3-1TD)

Gilteritinib vs Gilteritinib + AZA
vs AZA

‘MDM2 + Quizartinib

, FLAG — QUIDA
Quizartinib + FLAG-IDA I
J ; Crenolanib + FLAG-IDAMHAM

—

_(fLT3-ITD)
LGHA447 (Pim kinase inhibitor) + Midostaurin
(FLT3-ITD/WT)
Quizartinib + CPX-351
\a (ELT3-ITD/WT/HR MDS) J
[ Quizartinib + Venetoclax J Quizartinib + CLIA
(FLT3-ITD) ) & (ELT3-ITD/WT) J
[ Gilteritinib + Venetoclax i
J

Gilteritinib + Atezolizumab

—

(3l

Society of Hematology

i y B

Pediatric \

Quizartinib + Re-induction |

[ e— TS kX | ) A J

LEGEND

High

Lc-—] intensity

\ Low
Intensity

[ Targeted
Therapy




FLT3#P#IIQuizartinibER/R AMLERAYTTY

Effect of Co-Mutations and FLT3-ITD Variant Allele Frequency (VAF)
on Response to Quizartinib or Salvage Chemotherapy (SC) in
Relapsed/Refractory (R/R) Acute Myeloid Leukemia (AML)

« Patients with NPM1wt/DNMT3Amut had significantly longer median OS with
guizartinib vs SC (39.3 vs 19.6 weeks, respectively; HR, 0.239; P = 0.003)
while NPM1mut/DNMT3Amut patients had lower and similar median OS
between the 2 arms (23.6 vs 23.4 weeks, respectively).

 Quizartinib treatment showed significantly longer median OS vs SC in
patients with high FLT3-ITD VAF (23.9 vs 17 weeks respectively; HR, 0.689,
P =0.0148), while the median OS in patients with low FLT3-ITD VAF was
similar (34.1 vs 26.6 weeks, respectively; HR, 0.857, P = 0.535)

ASH2019 Abs737



FLT3MPEIRIGIteritinibi&fFR/R AMLEIEFIS:

A Overall Survival Median
] Overall Survival
(95% CI)
o
= Gilteritinib 9.3 (7.7-10.7)
E Salvage Chemotherapy 5.6 (4.7-7.3)
A Hazard ratio for death,
- 0.64 (95% CI, 0.49-0.83)
= P<0.001
= Gilteritinib
=
- Y TR .
P L= S
o \ "
T — . .
0.1- Salvage chemotherapy |
DD I | | | | | I | 1
0 3 & 9 12 15 18 21 24 27 30 33 36
Months
Mo. at Risk
Gilteritinib 247 206 157 106 64 LL 3l 14 11 4 1 0 0
] 0 0

Salvage chemotherapy 124 B84 52 29 13 12 8 7 5 3 1

N Engl J Med 2019;381:1728-40.
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Enasidenib

lvosidenib

CR

ORR

The median time to a
response

The median duration of
response

19.3%

40.3%

1.9 months

5.8 months

21.6%

41.6%

1.9 months (range, 0.8 to 4.7)

6.5 months (95% ClI, 4.6 to 9.3)

N Engl J Med 2018;378:2386-98.
Blood. 2017:130:722-731



IDH1/23 57 ERESTEFMZRA ML FRRITT 3

Open-label, phase | dose-escalation and -expansion trial

Adults with
previously
untreated AML
(de novo or
secondary) with
documented
IDH1 and/or
IDH2 mutations

mIDH

mIDH

Induction (1-2 cycles)

Ivosidenib 500 mg QD + ARA-C
200 mg/m?/day x 7 days + DNR
60 mg/m?/day x 3 days

Ivosidenib 500 mg QD + ARA-C
200 mg/m?/day x 7 days + IDR 12
mg/m?/day x 3 days

Enasidenib 100 mg QD + ARA-C
200 mg/m?/day x 7 days + DNR
60 mg/m?/day x 3 days

Enasidenib 100 mg QD + ARA-C
200 mg/m?/day x 7 days + IDR 12
mg/m?/day x 3 days

Consolidation

—

CR
CRi
CRp

—

CR
CRi
CRp

[ |

Ivosidenib
500 mg
QD + ARA-
Cupto4
cycles

Enasidenib
100 mg
QD + ARA-
Cupto4
cycles

Maintenance

\

CR
CRi
CRp

—

Pts who discontinue to go to
transplant may not restart study

treatment

Primary objectives: safety and tolerability of ivosidenib and enasidenib

BLOOD 2017. 131 726. Blood 2018 132:560




PIFLEREEASIVOiafTif IDH1 8ZRMunfitimZih AML B, REMRIF, ORRIE78%

AG221-AML-005 (NCT02677922) E—INIE/EHTHRFFRIRES. 29y Ib /1| AR, FEIFE IVO 5f AG221 (enasidenib) BXE AZA j&F7
&5 IDH1 8¢ IDH2 R NESIBATT NS AMLIY L £ B .

HORIRSHIEHESD IVO + AZA RUEUE: PUFRT6%, BN AML (s AML) BE N 26%. MEEEFIEFSFIFUeARRILLHIS S 65% F
22%, B{KRAEZ5A IVO 500mg qd iR + AZA 75mg/m2 BT d1-7, 28 X—/1\EHl, EE&EHFHE.

IVO+AZA (n=23) All-grade AEs regardless of cause in230% its,% IVO +AZA (n=23)

/iR 65
CR+CRh,%(n) 7o) T {LU """"""""""""""""""""""""""""""""""""""""""" 61
R o T 57
ORR,%(n) 78118) e e
................................................................................................ S 52
_CR% 57 T @ 52
CRI/CRp,% 13 R 3
------------------------------------------------------------------------------------------------ B 39
MLFS,% 9 RNt 35
R EERRTE, B GEE) 18 (0.7-38) R 5
T I B 3
h{ZECRATE, B GEE) 3.5 (0.8-6.0) = 35
e 35
RS, B e R s

=alis e N2 30
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Table. Clinical efficacy with enasidenib plus azacitidine versus azacitidine monotherapy

Enasidenib Azacitidine
+ Azacitidine Monotherapy
(N=68) (N=33)

: : Overall response rate,*n (%) 46 (68) 14 (42)
Enas.lqe.n ! b Pl US. . [95%Cl] [55, 79] [26, 61]
Azacitidine Significantly o o
|mprOveS Complete Best response, n (%)

Remission and Overall Complete remission (CR) 34 (50) 4(12)
Response Compared ASHL) a4, Bl 13251
with Azacitidine Alonein @ |----- Pvalue ....................... eeieninia.. Q00020
: . CR with incomplete recovery (CRi/CRp) 6 (9) 4(12)
PatlentS Wlth NeWIy pama|rem|55|on 3(4) ................... 4(12) ........
Diagnosed Acute .. Morphologic leukemia-free state | 3(@) 206
Myeloid Leukemia (AML) Stabledisease, n (%) el 1522) | 13(39) ...
with Isocitrate Progressive disease, 01 (B] .. ..vvemesunensensnnsrnsnsnnns | vennsnesss B hrenansrsnan sammnns 13........
Dehydrogenase 2 (|DH2) i G O S—— i . . SU—
. . . Missing, n (%) 4 (6) 5(15)
M utations: Interlm Time to first response (months), median (range) 1.9 (1-9) 2.0 (1-6)
Phase Il Results from Duration of response (months), median [95%Cll | NROLNR] _  102[3,NR] |
an OngOing, Time to CR (months), median (range) 5.0 (1-20) 3.7 (3-4)
Randomized StUdy *Qve'rall response comprises complete _remissi_oq (CR), CR with incqmplete hgmatologic recovery, CR
with incomplete platelet recovery, partial remission, or morphologic leukemia-free state, per IWG 2003
AML response criteria.
"Absence of hematologic response and not meeting criteria for disease progression, sustained for a
period of 28 weeks.
P values are from Chi-square test.
ASH2019 Abs643 evcotmplite blood caunt resoye s R, CH M moomplire pitelot coutt reomiery; I, Intermaions
Working Group; NR, not reached.
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EFS
1.0- OS
» 0.9 _ixgrﬁ? g 19 —ENA + AZA
L 0.8- ENA + AZA: S 0.8- — AZA only
= 82' 17.2 mos @ 0.7-
2 05: 1 IO IO O S 82 ...............................................
= 0. oy X D 0.5 F e P e
o 04- 2 0.4- ENA +
] - =
8 0.34 AfAony: S 0.3 AZA:
o 0.24 10.8 mos o 0.2+ 22 0 mosAZA only:
O 0.1 * eCensored g 8(1) 22.3 mos eCensored
O-O | | | | | | | | | | | | | L} ) - - . - y l y ) y y .
0 3 & 8 12 15 18 21 24 27 30 33 O 3 6 9 12 15 18 21 24 27 30 33
_ _ M Patients at Risk, n Mos
Patients at Risk, n 0S ENA+AZA 68 60 53 49 44 31 21 13 11 6 2
ENA+AZA 68 29 38 34 26 17 11 9 6 1 1 AZAonly 33 30 25 23 20 13 10 6 6 2 0
AZAonly 33 21 12 10 5 3 1 1 1 0
Median OS, mos 22.0 22.3 0.99 (0.52-1.87) .9686

Median EFS, mos 17.2 10.8 0.59 (0.30-1.17) 1278
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Durable High Response

D __ 100 { mmm cri
= 901 mmcr

100 Median months (95% CI) s

90 - No HMA  13.5 (7.0 to 18.4) %)

80 Prior HMA 4.1 (2.9 to 10.1) =
= 70 73
~ 04 (o)
w ] o
T 50 f----chgmmmm e AL o m e o
% 40 _ - No priorHI\Jlf\ z
o 307 =

20 4 oc

{4 Overall
10 7 survival Prior HMA
T T T T T T All Cytogenetic -
0 6 12 18 24 30 36 Patients Fitel AL A
Time (months) Intrmed Poor  Yes No De Secondary
No. at risk: novo
0- atmsi N=82 n=49 n=26 n=24 n=58 n=42 n=40
No HMA 58 41 22 16 6 2
Prior HMA 24 6 4

Venetoclax + LDAC&fT EEFMZTAML

J Clin Oncol. 2019 Mar 20



B CL2#PHl51+ (SR B SYIEFIZEREFEAMLRYTTR

Response to venetoclax in Responses to Venetoclax
combination with LDAC or Complete
HMA in untreated patients Remission/incomplete  Median Overall  Median Time to Duration of
with AML patients with IDH, Complete Remission Survival First Response Heapnrﬂlse
FLT3 and other mutations and fRats, n (5] jmas) {mos} L
: . : Molecular Marker cohort
correlatl_onS with BCL2 family N=1E7 109 (65.3%) 1985 19 180
expression IDH1/IDH2
Detected 36 (83.7%) NR 1.1 NR
n=43
NPM1
Detected 22 (84.6%) NR 1.3 NR
n=26
TP53
Detected 22 (59.5%) 8.9 1.5 5.6
n=3/
FLT3
Detectad 16 (53.3%) 12.4 1.8 19.9
n=30

ASH2019 Abstract 546



VenetoclaxBASIA B SR ARIEAra-CINEIEEHZ BRA ML ARSI BBIGFRiI&

Pt Age/Gender | Cytogenetics NGS (VAF%) Non-Heme Gr 3/4 Adverse Outcome
events (after single induction
cycle)
58F 9g-, +10 DNMT3A(40) DIC after one dose VEN MRD neg CR
35M t(1:11). +10 PTPN11 x 5 (3-9) Mucositis, elevated ALT MRD neg CR
62F Abn 9 RUNXI1 (4) None MRD neg CR
54F 46, XX DNMT3A (39), NPM1 (31), | None CR
IDHI1 (35). NRAS x 2, (3.20).
PTPN11(8)
55M +4, 17g- DNMT3A (49), NRAS (27), | Intracramial hemorrhage/ CR
KIT (11), TET2 x 2 (38, 64), | hemiparesis, B. cereus bacteremia,
U2AF1 (44) elevated ALT/AST/bilirubin
73M 02, XXYY RUNXI1 (42), SRSF2 (42) Typhlitis, heart failure Early death (day +14,
sepsis)
55M t(X:10), 5g- CBL (90), ETV6 (43). S. epidermidis and B. cereus MRD neg CR
RUNXI1 (49), SETD2 (49) bacteremia
56F +8 PTPN11 (18), IDH1 (4), Asystolic cardiac arrest, typhlitis, | MRD neg CRi1
SRSF2 (13) resp failure, acute kidney mnjury,
Klebsiella bacteremia
51F 7q-, +8 IDH2 (28). PHF6 (27) Elevated AST and ALT MRD pos CR

Blood (2019) 134 (Supplement_1): 3908




VenetoclaxBASIMERIZEIES R FLAG-IDAIRELRTTFMZERRZR/R AMLARRII/IIHBEHFS

 decreasing AraC to 1.5 g/m?, and administering VEN for
14 days in ind, and 7 days in cons cycles

 Of 23 R/R pts, 17 pts (74%) achieved a best response of
CR/CRIi (12 CR, 5 CRi: 3 CRh + 2 CRp). 12 (52%) pts
attained MRD negative status by flow cytometry.

e Of 11 ND pts, 10 pts (91%) achieved ORR (9 CR, 1 CRh)
and all 10 pts became MRD negative by flow cytometry

ASH2019 Abs176



Venetoclax+EREM—Z&iaTT [FR/R AMLAJIGFARYFIIE

VEN + HMA regimen, n (%)

= VEN + DEC10 18 (44)

= VEN + DEC5 18 (44)

= VEN + AZA 4 (10)

= VEN + DEC10 + FLT3 inhibitor 1(2)
Response to VEN + HMA, n (%)

* CR 19 (46)

= CRi 11 (27)

= MLFS 3(7)

» Primary refractory 8 (20)
Median duration of response, mos (range) 5.3(0.9-34.1)
Median VEN + HMA cycles, n (range) 4 (1-29)
AlloSCT in CR1, n (%) 4 (10)

Maiti. ASH 2019. Abstr 738.



Venetoclax+EREMH—Z&iaTTGR/R AMLESATTINEH—F

« Outcomes poor for R/R AML after first-line VEN + HMA with median OS of 2.4

MOS
All patients 41 24
Subsequent therapy
" Yes 24 2.9
= No 17 1.3
Disease status
» Relapse 33 2.3
= Refractory 8 1.7
Initial diagnosis
= de novo AML 22 2.5
= Secondary AML 12 2.8
» Therapy-related AML 7 1.1

Maiti. ASH 2019. Abstr 738.



APR-246+p¥LAETE(ETP535EZEMDSFIAML YT

Evaluable patients, n 45 33 8 4

ORR, n (%) 39 (87) 29 (88) 7 (88) 3 (75)

CR rate, n (%) 24 (53) 20 (61) 4 (50) 0 (0)

Median duration of CR, mos 7.3 7.3 7.0 NE

Discontinued for transplant, 22 (49) 17 (52) 4 (50) 1 (25)

n (%)

® 45/45 (100%) evaluable patients had = 1 mutation in TP53 DNA-binding domain on sequencing

® Absence of co-mutations at BL predicted higher CR rate (69% vs 25%; P = .0062) and ORR (93% vs
69%; P = .08)

® =>10% p53 IHC+ BM-MNCs predicted higher CR rate (66% vs 13%; P = .01)

® 20/45 (44%) patients obtained NGS negativity at VAF threshold of 5%, with 5 (11%) achieving MRD

negativity (0.1% sensitivity) with median MRD VAF at maximum clearance of 0.63%

Blood (2019) 134 (Supplement_1): 676.



CD47EffiMagrolimab (5F9) +fIfLEBEN&IFMDSRAMLER

CDA47, a macrophage immune checkpoint and “don’t eat me” signal on cancers

Magrolimab+AZA (AML: n=16)

ORR, n (%) 11 (69%)
CRI/CR, n (%) 8 (50%)
PR, n (%) 2 (13%)
MLFS, n (%) 1 (6%)
SD, n (%) 5 (31%)

Magrolimab+AZA is a novel immunotherapy regimen that
blocks a key macrophage checkpoint. ASH Abstract 569
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Beat AML Master Trial

EENBRES

N=487

> | 92f7lfimise R

= iga) v
N=395

103ftmERTr (7+3 or XERELL)
— TARI25(, B¥E205I5ET"

TAR78%
T%’?:?EZH %?%%THEZH 285 3R R 29D
e U " TAgishl
) - TARE 231
| sepigsian
94. T%IE T RN BT ArF BFETARIRY7HIZE T
e 2B

ASH2019 Abs 175



Beat AML Master Trial

AML Subtype Drug

CBF Samalizumab (CD200 Ab) + induction

NPM1 + ELT3-ITD Entospletinib (Syk inhibitor) + induction (fit)

Entospletinib (Syk inhibitor) monotherapy (unfit)

MLL rearranged Entospletinib (Syk inhibitor)
IDH2 + Enasidenib
IDH1 + Ivosidenib + Aza
TP53+ Entospletinib (Syk inhibitor) + Decitabine

TP53 - Complex Karotype (> 3 abn) Entospletinib (Syk inhibitor) + Decitabine

TP53+ Pevonedistat (Nedd8 inhibitor) + Aza
FLT3-ITD+ or FLT3-TKD + Gilteritinib monotherapy or + Decitabine
Tet2/WTI Bl 836858 (CD33 Ab) + Aza

Marker Negative Bl 836858 (CD33 Ab) + Aza

ASH2018 Abs559



Beat AML Master Trial

CONCLUSIONS

* Implementation of a rapid treatment assignment umbrella study
in elderly AML is feasible with 95% of patients assigned to

treatment in < 7 days

» Early death and disease progression prior to treatment assignment
is uncommon outside of MLL rearranged AML

» Majority of patients assigned to protocol therapy proceed
to trial with increasing frequency as new protocols open

* Promising efficacy observed in several of the treatment arms to date

LEUKEMIA &
‘ LYMPHOMA
SOCIETY"

ASH2018 Abs559



Overall Survival Probability

1.00

0.75

0.50 -

0.25

0.00 -

epariensenes

Beat AML Master TrialFAMLBEYETFIS)

Group Events/Total
- BEAT AML Sub-study 98/224
- Standard Therapy 51/103

- |nvestigational Therapy 11/28
.-+« Palliative Care 34/40




HOVON97if5: F¥LiRE%HIFRITaEIKREEAMLEBEDFS

Patients with
AML except FAB M3 or t(15:17), or

\ p < /|—\<|
BJE*”’ HE3HB| MR RAEB or RAEBE-t with IPSS >= 1.5,
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Figure. Kaplan-Meier plots of (A) overall survival and (B) relapse-free survival,

“1 from time of randomization
Stratified P value: 0.0001 glz;i?) A
Stratified HR: 0.65 [95%CI 0.52, 0.81] 10 5

— CC-486
------ Placebo

Stratified P value: 0.0009
Stratified HR 0.69 [95%CI 0.55, 0.86]
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Figure 2. Kaplan-Meier Plot of OS in Pts Who Achieved a Best Overall Response of CRc with Q Who
Underwent Allo-HSCT with or without Q Resumption
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SORMAIN — Results: Relapse free survival

100 -
Sorafenib ————-—-

g 80 - Placebo

©

2

e 60 -

@

8 2-year RFS

= 40 -

p Sorafenib 85.0% (95% CI 69.5-93.0)

a Placebo 53.3% (95% CI 36.5-67.5)

o 20 - Median follow up: 41.8 months (IQR 24.1 — 42.5)

(1's

0 - HR= 0.39 (95% CI: 0.183, 0.848); p=0.013
0 10 20 30 40 50
Patients at risk (n) time (months)
Sorafenib 43 35 31 25 18 0 _
Placebo 40 24 19 17 14 0 mipes (@) ’t Unbeelt
Abbreviations: Cl, confidence Interval; HR, hazard ratio; IQR, interquartal range, RFS, relapse free survival, EOT, end of treatment; EOS, end of study.
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Fit for intensive chemo

>75 or co-morbidities

FLT3Mut

CBF

tAML, sAML,
AML MRC

Alternative non-
targeted option

FLT3-ITD
IDH1™t

IDH2™t

NPMI™t

Alternative non-
targeted option

New drugs influencing clinical practice in AML

15t line therapy Maintenance

Intensive chemo + Midostaurin Midostaurin
Intensive chemo + GO
(o)
CPX-351 <
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Intensive chemo = GO

AZA £ FLT3i
AZA and/or Ivosidenib

AZA and/or Enasidenib

HMA or LDAC + Venetoclax

HMA or LDAC + Venetoclax
LDAC + Glasdegib
Gemtuzumab ozogomycin

Relapsed/refractory AML

IDH1™MUt lvosidenib

IDH2™!t Enasidenib

FLT3Mt Gilteritinib
Other Chemo = GO



