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Agenda

* Introduccion a la LAM

* Tratamiento de primera linea de la LAM

» Paciente candidato a quimioterapia intensiva

» Paciente NO candidato a quimioterapia intensiva
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Introduccion a la LAM

* Epidemiologia
* Patogénesis
* Clasificacion
e Diagnostico

* Pronostico
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EPIDEMIOLOGIA .
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Patogenesis

AML progress

Leukemia cells and LSCs
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Patogenia

 Enfermedad clonal

* Lesion genetica. > 100 alteraciones.
Protooncogenes, genes supresores tumorales y
genes responsables de integridad genoma.

* Enfermedad epigenetica: microRNA, metilacion y
acetilacion.

e Anomalias cromosomicas detectables
* Mutaciones puntuales
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Patogenia

BENZENO DESCONOCIDA
RISCO DE CANCER
EXPOSICIONES
AMBIENTALES

QUIMIOTERAPIA

OTRAS
CAUSAS??
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Alteraciones citogeneticas y moleculares en la LMA adulto joven

RUNX1~40% | MLL-PTD ~30%
ASXL1 ~30% | SRSF2 ~20%
U2AF1~15% | STAG2 ~15% | Secondary Type
BCOR ~10% | SF381 ~10% 13%

EZH2 ~5% | ZRSR2 ~5%
Complex and

Monosomal

Karyotybe TP53 mutant/loss

~90% 8%

Other 10%

—

biCEBPA mutant

4%

NPM1 mutant 33%

DNMT3A ~50%

FLT3-ITD ~40%

Cohesin ~20%

IDH1 ~15%

{DH2-R140 ~15%

PTPN11 ~15%

t(15;17){q22;q21)/ PML-RARA
13%

FLT3-ITD ~35%

FLT3-TKD ~20%

WT1~10%

t(8;21)(q22;q22)/RUNX1-RUNX1T1

7%

inv(16){(p13q22)/CBFB-MYH11

5%

11q23/MLL-X 4%

1(9;22)(q34;q11)/BCR-ABL 1%
t(6;9)(p23;q34)/DEK-NUP214 1%

KIT ~25%
ASXL2 ~20%
ASXL1~10%

NRAS ~40%
KIT ~35%
FLT3-TKD ~20%
KRAS ~10%

KRAS ~20%

NRAS ~20%

FLT3-ITD ~70%

¥ t(5;11){q35;p15.5)/NUP98-NSD1 1%

inv(3)(q21q26)/GATA2-EVI1 1%

Other rare fusions 1%

t(3;5)(q21~25;q31-35)/NPM1-MLF1

t(8;16)(p11;p13)/MYST3-CREBBP

t(16;21)(p11;022)/FUS-ERG

t(10;11)(p13;921)/PICALM-MLLT10

t(7;11)(p15;p15)/NUP98-HOXA9

t(3;21)(q26;q22)/RUNX1-MECOM

NRAS ~40%
SF3B81 ~20%
ASXL1~15%
BCOR~15%
GATA2 ~15%
RUNXI ~15%

David Grimwade,Adam Ivey,Brian J. P. Huntly, Molecular landscape of acute myeloid leukemia in younger adults
and its clinical relevance, Blood, 2016, Figure 1

Copyright © 2021 American Society of Hematology
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Genetic Mutations in AML
Functional Categones

,,..,. s ——

Signaling genes

Tumor-suppressor ‘ ' Myeloid
genes transcription
factor fusions

DNA-methylation
{ genes Nucleophosmin

Chromatin- Spliceosome-
modification genes complex genes

Cohesin-
complex genes

Dohner H, et al. N Engl J Med 2015;373:1136-1152.



Patogenesis

Promueven modificaciones
epigenéticas
DNMT3a
TET2
IDHA1
IDH2
ASXL1
WT1

Alteracion de la
diferenciacion celular
y subsecuente apoptosis

PML-RAR. Ventajas proliferativas
RUNX1-RUNX1t1 o de supervivencia

CBFB-MYH11 FLT3
MLL KIT
CEBPa RAS

NPM1? @ PNPN11
JAK2
LMA caL

GAMO. 2016;15:150-7
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DIAGNOSTICO DE LA LMA

CLINICA MORFOLOGIA

CITOQUIMICA

T anatiee cromnsanir Ciaorizatn
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CITOMETRIA DE CITOGENETICA + FISH

FLUJO BIOLOGIA MOLECULAR




Clasificacion actual

Table 1. Myeloid neoplasms with germ line predisposition, AML and related precursor neoplasms, and acute leukemias of ambiguous

lineage (WHO 2016)

Myzlold neoplasms with germ line predisposition (see Table 2)

AML and related neoplasms
AML with recurrent genetic abnormalities

AML with t{8:21){g22:q22.1); RUNXT-RUNX1T1
AML with inw(18)(p13.1622) or t(16,16)(p13.1,922); CBFB-MYH11
Acute promyalocytic leukemia with PML- RARA"
AML with t(9;11)(p21.3:023.3); MLLTS- KMT 241
AML with t(6;9)(p23,q34.1); DEK-NUP214
AML with inw(3)(g21.3g26.2) or 1(3;3)(g21.3,g26.2); GATAZMECOM{EVI1)
AML (megakaryoblastic) with t(1;22)(p13.3,013.3); ABM15-MKL 1%
Provisional entity: AML with BCR-ABL1
AML with mutated NPAM 15§

AML with biallelic mutations of CEBPAS

Provisional entity: AML with mutated BUNXT
AML with myelodysplasia-related changesl|
Thermapy-related myelod neoplasmsy
AML, NOS

AML with minimal differentiation

AML without maturation

AML with maturation

AML and related neoplasms (cont'd)

Acute myelomonocytic leukemia
Acute monoblastic'monacytic leukamia
Pure erythmoid leukemias
Acute megakaryoblastic leukemia
Acute basophilic leukemia
Acute panmyealosis with myelofibrosis
Myeloid sarcoma
Myealoid proliferations related to Down syndrome
Transient abnormal myelopoiesis
Myalad leukemia associated with Down
syndrome

Blastic plasmacytoid dendritic cell neoplasm
Acute leukemias of ambiguous lineage

Acute undifferentiated leukemia

MPAL with t{9,22)(g34.1,911.2); BCRABLT™
MPAL with t{v;11g23.3); KMTZ24 rearranged
MPAL, Bimyeloid, NOS

MPAL, Timyeloid, NOS
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Clasificacion OMS 2016

LMA CON ANOMALIAS LMA NO ESPECIFICADA DE
GENETICAS RECURRENTES OTRO MODO
T(8, 21), inv16,t(15,17), t(6.9) Basado en morfologia
t(9.11)t(3,3),NPM1,

LMA CON CAMBIOS LMA ASOCIADAS A
RELACIONADQS CON PREDISPOSICION LINEA
MIELODISPLASIA GERMINAL

SARCOMA MIELOIDE, LMA
ASOCIADA A SD DOWN,
LEUCEMIAS AMBIGUAS

LMA RELACIONADA CON
TERAPIA
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Pronostico

Factores clinicos: Factores citog/moleculares:

v Edad v'Cariotipo

v Estado general / Mutaci
utaciones

v'Tratamientos previos

v Enfermedades hematologicas
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Table 5. 2017 ELN risk stratification by genetics
Risk category*® Genetic abnormality

Favorable t(8;21){g22q22.1); RUNX1-RUNXTT1
inv(16)(p13.122) or t(16;16)(p13.1,q22);, CBFB-MYH11
Mutated NPM1 without FLT3TD or with FLTHTD™%
Biallelic mutated CEBFPA
Intermediate Mutated NPAM1T and FLT3-ITD™¢
Wild-type NPM1 without FLTS-ITD or with FLT3TD™ ¢ (without
adverse-risk genetic lesions)
W9 11)p21.3;023.3);, MLLT3-KMT2A%
Cytogenetic abnormalities not classified as favorable or adverse
Advarse t(6,9)(p23;q34.1); DEK-NUP214
t{v;11923.3); KMT24 rearanged
1(9:22)q34.1,911.2); BCR-ABL1
inv{3)g21.3g26.2) or t(3;3)qgH .3,026.2); GATAZ MECOM{EVIT)
—5 or del{5q); —7; —17/abn{17p)
Complex karyotype § monosomal karyotypell
Wild-type NPM1 and FLT3HTD" "4
Mutated RUNXTY
Mutated A SXL 1Y
Mutated TP53#
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Genetic Risk
Group

Frequency

Survival

ELN 2017  subset

Favorable

15%

65-75%

t(8;21)(g22;922); RUNX1-RUNX1T1

inv(16)(p13.1922) or t(16;16)(p13.1;922); CBFB-MYH11
Mutated NPM1 without FLT3-ITD or FLT3-ITD '°w
Biallelic mutated CEBPA

Intermediate

55%

50-55%

Mutated NPM1 and FLT3-ITD hish

Wild-type NPM1 without FLT3-ITD or FLT3-ITD '°¥ (without
adverse-risk genetic lesions)

t(9;11)(p22;923); MLLT3-MLL

Any cytogenetics not classified as favorable or adverse

Adverse

Dohner H, et al.

30%

Blood. 2017;129(

20-25%

1):424-447.

t(6;9)(p23;q34); DEK-NUP214

t(v;11)(v;q23); MLL (KMT2A) rearranged
Inv(3)(g21q26.2) or t(3;3)(g21;926.2); RPN1-EVI1 (GATA2,
MECOM (EVI1)

t(9;22)(q34.1;q11.2) BCR-ABL1

Monosomy 5 or del(5g); monosomy 7; monosomy 17;
abnormal 17p

Complex karyotype(2 3 abnormalities) or monosomal
karyotype

Wild-type NPM1 and FLT3-ITD high

Mutated RUNX1

Mutated ASXL1

Mutated TP53




TRATAMIENTO LMA

* SOPORTE
v TRANSFUSIONES
v'SD LISIS TUMORAL
v INFECCIONES....

* TRATAMIENTO DIRIGIDO A ERRADICAR LA
LEUCEMIA
»QUIMOTERAPICO CLASICO
»TRASPLANTE HEMATOPOYETICO
» TRATAMIENTOS DIRIGIDOS A DIANAS ESPECIFICAS
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TRATAMIENTO ANTILEUCEMICO

* INTENSIVO
1. TTO INDUCCION

2. TTO POSTREMISION
» QUIMIOTERAPIA
» AUTOTRASPLANTE
» ALOTRASPLANTE
» MANTENIMIENTO

* BAJAINTENSIDAD

v'DOSIS BAJAS ARAC, HIPOMETILANTES, NUEVOS
FARMACOS
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Vision actual del tratamiento de primera linea

Evaluate
eligibility for Consider age, performance status, comorbidities,

intensive cytogenetics/molecular genetics, patient wish
chemotherapy

Young, fit patients Older, less fit patients

Induce remission, treatment in Control disease progression,

Goals of thera
Py curative intention improve survival and QoL
Intensive induction and Lower intensity treatment:
consolidation therapy LDAC or HMA
Treatment : _ , _ - : :
strategy Allogenic HCT in patients with Clinical trials with
approximately >40% risk investigational drugs
of relapse Best supportive care

Dohner H, et al. Blood 2017;129(4)



Patient ELIGIBLE for intensive chemotherapy

| | | l
CBF-AML FLT3 mutation Others t-AML or AML-MRC
b v v v

intensive chemo INIeNsive Chemo intensive chemo
+ FLT3 Inhibitor CPX-351
+ gemtuzumab (Le. 7+3)

(midostaurin)

| |
Intermediate-risk cytogenetics IDH1/2 mutation
' '
Add

IDH1/2
inhibitor?

Add

gentuzumab veneloclax?

Add glasdegib?
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Novedades en tratamiento LMA

JGemtuzumab ozogamicina
JMidostaurina

JCPX351

d“Venetoclax”

ORGANIZA: 2 99de*° WEBlNAR VJORNADAONCOFARMA

;L sefh \ fefh Actualizacion en el manejo de la Leucemia Mieloide Aguda en el paciente adulto y pedidtrico

rrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrr italaria GEDEFO Centro - Cananas y Cataluna = Bal_eares



Standard Induction Chemotherapy * Gemtuzumab

Ozogamicin for Newly Diagnosed CD33+ AML

mmmmmmmmmm
Ozogamicin

v | CD-33 +ve
AML

» Gemtuzumab ozogamicin 3 mg/m?on Days 1, 4, 7 of induction and Day 1 of each

consolidation cycle

05 — Control

Relapse-Free Survival

100 -
— Gemtuzumab ozogamicin
80 1 30 -
< 001 g 60 -
" "
0 40- r 40-
20 1 20
0 Log-rank P =.0368 ) Log-rankP=.0003
0 6 12 18 24 30 36 4 48 0 6 12 18 24 30 36
Patientsat Risk, n Mos Patients at Risk, n Mos
Control 139 117 82 45 26 16 6 0 0 Control 104 83 39 19 6 3 1
Gemtuzumab 139 118 98 66 43 25 16 4 0 Gemtuzumab 113 101 68 41 29 16

0zogamicin 0zogamicin

Castaigne. Lancet. 2012;379:1508.



AML15: Addition of Gemtuzumab Ozogamicin to
Cytarabine-Based Induction Chemotherapy in AM =

0S: All Patients

100 — No gemtuzumab ozogamicin
— Gemtuzumab ozogamicin
757
X 50- 43%
8 Events,n 41%
75 - Patients,n Obs. Exp.
No gemtuzumab ozogamicin 557 315 3024
0 Gemtuzumab ozogamicin 556 297 309.6
1 1 1 1 1
0 1 2 3 4 5
Yrs

Burnett. J Clin Oncol. 2011;29:369.

mmmmmmmmmm
Ozogamicin

VITOTARG:

CD-33 +ve
AML

0S: Favorable Karyotype AML

— No gemtuzumab ozogamicin

— Gemtuzumab ozogamicin
L—7q0
1c 79%
X 504 2P=.0003 51%
0
Events,n
25 4 Patients,n Obs. Exp.
No gemtuzumab ozogamicin 5 0 182
Gemtuzumabozogamicin 77 13 248
0 1 1 1 1 \
0 1 2 3 4 5
Yrs



Ozogamicin

Addition of Gemtuzumab Ozogamicin to Inductio
Therapy: Meta-analysis of 5 Randomized Trials &™

0S for Favorable-Risk Cytogenetics OS for Intermediate-Risk Cytogenetics OS for Adverse Risk Cytogenetics

100+ 100 100
717.5%
75.5%
80- . ° 80+ 80-
Fsigz_r;‘ce 20.7% Difference 5.7% (SD 2.8)
< 604 NIl Log-rankP =.0006 60 Log-rank P =005 60
< ; 0
4 1. 25.0% 54.8% 40'7f.39-5% Difference 2.2% (SD 9.8)
40+ g 40~ log-rankP=.9
35.5% 33.9%
4 4 J 9.1% 8.9%
20 ¥ @ Allocated to gemtuzumab ozogamicin 20 20 D :
§ D Allocated to no gemtuzumab ozogamicin o
0 1 1 1 1 1 1 0 1 1 1 1 1 1 0 1 1 1 1 1 7%
0 1 2 3 4 5 6+ 0 1 2 3 4 5 6+ 0 1 2 3 4 5 6+
Yrs Yrs Yrs
Annual Event Rates Yrs 1-5 Yrs 6+ Yrs 1-5 Yrs 6+ Yrs 1-5 Yrs 6+
Gemtuzumab ozogamicin 5.8%5D1.1 23%SD13 224%5D1.0 2.7%5D0.9 713.8%5D46 24%SD24
No gemtuzumab ozogamicin 14.1%SD 1.9 0%SD0 26.2%SD 1.1 49%SD1.3 76.7%5D 4.8 21.1%SD 10.5

Hills. Lancet Oncol. 2014;15:986.



CALGB 10603

Treatment-
naive patients
age <60 y with

AML with
activating FLT3
mutations
(N=717)

FLT3-ITD or
FLT3-TKD

Cytarabine
(200 mg/m?/d, d 1-7) +
Daunorubicin
(60 mg/m?/d, d 1-3) +
Midostaurin
(50 mg twice daily, d 8-21)

Induction
(1-2 cycles)

Cytarabine
(200 mg/m?/d, d 1-7) +
Daunorubicin
(60 mg/m?d, d 1-3) +
Placebo
(twice daily, d 8-21)

High-dose cytarabine
(3 g/m?/d twice daily,
gdi1.3.9)*
Midostaurin
(50 mg twice daily,

d 8-21)

Consolidation
(4 cycles)

High-dose cytarabine
(3 g/m?/d twice daily,

d1,3,5)+
Placebo
(twice daily, d 8-21)

Midostaurin
(50 mg twice
daily, d 1-28)

Continuation
(12 cycles)

Placebo
(twice daily,
d 1-28)

(Primary
endpoint: OS

Key
secondary
endpoints:
EFS, OS,
CR,DFS

Stratification:
TKD; ITD with
allelic ratio
<0.7 vs 20.7

\.

N

J

Stone RM, et als . Midostaurin plus Chemotherapy for Acute Myeloid Leukemia with a FLT3
Mutation. N Engl J Med. 2017 Aug 3;377(5):454-464.




RATIFY/C10603 Overall Survival

All Patients’ Transplanted Patients?
4-Year Survival Midostaurin  51.4%
100+ Placebo 44.3% 100
HR for death: 0.78 (95% CI, 0.63-0.96)
£ 804 \ One-sided P = .009 by stratified score test TSI :
- . oo =
> & TR B AR HBERE | HCTin CR
£ ¢ 60 % e HR = 0.61
%) s ' N
S 404 % Yo - _
> 2 40 ""\—;_‘_"_H*_ AT o HCT outside CR1
3 5]~ Midostaurin 74.7 mo (95% CI. 31.5-NR) " P . HR=0.98
3 Placebo 25.6 mo (95% Cl, 18.6-42.9) =
E One-sided P = .009 by stratified log-rank test 207 — -- Midostauin
0 T T T T T T ™ - Placebo
0 12 24 3 48 60 72 8490 0 ; : . 1 | '
Months
No. at Risk 0 2 24 3% 48 60 72

Midostaurin 360 269 208 181 151 97 %7
Placebo 357 221 163 147 129 80 30

1 Months

Stone RM, et als . Midostaurin plus Chemotherapy for Acute Myeloid Leukemia with a FLT3
Mutation. N Engl J Med. 2017 Aug 3;377(5):454-464.




Vyxeos liposomal esta autorizado por procedimiento centralizado, pero no se encuentra comercializado en Espafia.

estudio

Liposomal

Criterios de
elegibilidad
* No tratado — Hipometilantes St e fers
previamente previos tral dat
para LMAs/de - No . muestra 10S aatos
alto riesgo Hipometilantes SEEI\‘/I-"m'fntO de seguimiento de
* 60-75 anos de previos ¢ Uf?r e Vo e e A 1
edad LMA con historial de * 5afos P »
* Capazde LMMC Pacientes anos
tolerar Ql LMA de novo con
e ECOG PS0-2
ciclos)
- 7+3
Vyxeos Ilposom al 100 mg/m?/dia citarabina (C)+

60 mg/m? daunorubicina (D)

12 Inducciodn
7+3

Re-Induccion
5+2

12y 22 Consolidacién
5+2

1 unidad de Vyxeos liposomal =

1mg Cg:ggg;g;;g;‘“mg Lancet JE, et al. J Clin Oncol 2018:36(26):2684-2692. Lancet JE, et
al. J Clin Oncol 38: 2020 (suppl; abstr 7510)



Vyxeos liposomal esta autorizado por procedimiento centralizado, pero no se encuentra comercializado en Espafia.

Ensayo 301 datos a 5 anos: Supervivencia global w

La SG de los pacientes tratados con Vyxeos liposomal fue superior
a la observada en los pacientes tratados con 7+3

Events/N Median 0S (95% CI) HR (95% C)

v Liposomal 124/153 9,33 (6.37, 11.86)
100 T Wlan )  SG atres anos:
3-year KM-estimated 5-year KM-estimated

80 survival rate survival rate - 21% con VyXEOS
s Vyxeos Liposomal % 18% I IPOSOMa I
g 60~
3 = 9% con 7+3
- I
@ * SG acinco anos:

- sy S 1] 11T
2 = 18% con Vyxeos
0 T T T T T T T T T T T T T T T T T T T I|posomal

T 1
0 3 6 9 12 1518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72

Months from randomization

Vyxeos Liposomal 153 122 9 79 62 52 49 45 40 3 33 31 30 29 29 29 29 28 28 26 2 6 2 1 0

0, overall sunvival, AL, acute myeloid leukemia; C, confidence inerval; HR, hazard ratio; KM, Kaplan-Meser.

30

= 8% con 7+3

Lancet JE, et al. J Clin Oncol 2018;36(26):2684-2692.
Lancet JE, et al. J Clin Oncol 38: 2020 (suppl; abstr 7510)



Vyxeos liposomal esta autorizado por procedimiento centralizado, pero no se encuentra comercializado en Espafia.

Ensayo 301 datos a 5 afios: Supervivencia glob‘"al';“
desde la fecha del TPH

La mediana de SG de los pacientes tratados con Vyxeos liposomal
no se alcanzo

Events/N Median 05 (35% C1) HR (95% C)

Vpeeos iposomal 25 Notrated 41 0 00 e Un35% (53/153) de los
100 i

3-year KM-estimated ~ 5-year KM-estimated pacie nte§ tratados con
sunival ae sunvival e Vyxeos liposomal se
807 Vyeos Liposomal 6% 2% sometieron a TPH vs. un

o 25% (39/156) con 7+3.

| NIl (41 ]

La mediana de SG de los
pacientes tratados con
Vyxeos liposomal no se
alcanzg, vs. 7+3 cuya

rr 11T 1rrTr1t1° 11T 1T 17 T 1T T 1T T T1T"] medianadesuperVivenCia

| |
003 6 9 1215 18 21 24 27 30 33 3 30 42 45 48 51 54 5 60 63 66 69 72 fue de 10.25 meses.

Survival (%)
°

40

20

0

Months from HCT  La mayoria de los pacientes
gue se sometieron a TPH
VyxeosLiposomal 63 46 42 37 3% 35 32 2 3 0 B B 8 7 ¥ % M M 215 6 2 0 0 0 alcanzaron CR o CRi (77%
con Vyxeos liposomal vs.
(05, overall survial: HCT hematapoietic oell transplantation: AML, acute myeloid leukemia: (1, corfidence interval, HR, hazard ratics KM, Kaplan- Meder
o, OVeral Sunv ematopoietc ceil iranspiantatior ] i mia jence nierval azard rat i e 62% tratados Con 7+3)-

31 Lancet JE, et al. J Clin Oncol 2018;36(26):2684-2692. Lancet JE, et
al. J Clin Oncol 38: 2020 (suppl; abstr 7510)



VIALE-A Study Design

(NCT02993523)

Eligibility

Inclusion
* Patients with newly diagnosed
confirmed AML
* |neligible for induction therapy defined
as either
% 275 years of age
% 18 to 74 years of age with at least
one of the co-morbidities:
CHF requiring treatment or
Ejection Fraction £50%
Chronic stable angina
— DLCO £65% or FEV1<65%
ECOG2o0r3
Exclusion 0
* Prior receipt of any HMA, venetoclax, or
chemotherapy for myelodysplastic
syndrome
* Favorable risk cytogenetics per NCCN
* Active CNS involvement

J

Randomization 2:1
N=433%*

Treatment

Endpoints

[

Randomization Stratification Factors

Venetoclax dosing ramp-up

Venetoclax + Azacitidine
(N=286)
Venetoclax 400 mg PO, daily, days 1-28 +
Azacitidine 75 mg/m? SC /IV days 1-7

Placebo + Azacitidine
(N=145)

PWMI W'I-_-ZI
 +Azacitdine 75 mg/m?SC/IV days 1-7

Primary
» Qverall survival

Secondary
» CR+CRirate

* CR+CRh rate

* CR+CRiand CR+CRh rates by
initiation of cycle 2

* CRrate

* Transfusion independence

* CR+CRirates and OS in molecular
subgroups

* Event-free survival

Age (<75 vs. 275 years); Cytogenetic Risk (intermediate, Poor); Region

Cycle 1 ramp-up Day 1: 100 mg, Day 2: 200 mg, Day 3 - 28: 400 mg
Cycle 2 w=p Day 1-28: 400 mg

* 2 patients were nol stratified by cylogenetic risk. They were extluded from efficacy analysis but included in the safety analysis. 6 patients who did not receive treatment were excluded from the safely analysis

et

AML: Acute myeloid leukemia; CHE: Congestive heart Tailure; CNS: Central nervous system; CR: Complete remission; CRi: CRy incomplete marrow remission; CRh: CR+ incomplete hematologic tecovery; DCLO

diffusion lung capacity for carbon monoxide; £COG: Lastern Cooperative Oncology Group; FEV : Forced expiratory volume; HMA: Hypomethylating agent; NCCN: National Comprehensive Cancer Network

DiNardo CD, et als Azacitidine and Venetoclax in Previously Untreated Acute Myeloid
Leukemia. N Engl J Med. 2020 Aug 13:383(7):617-629.




Baseline Characteristics

Aza+Ven

Characteristic

n= 286

Aza+Pbo
n=145

Characteristic

Azat+Ven
n= 286

Aza+Pbo
n=145

Median age, (range) years 76 (49-91) 76 (60-90) Bone marrow blast count, n (%)
>75 years, n (%) 174 (61) 87 (60) <30%"
AML type, n (%) 230 - <50%
De novo 214 (75) 110(76) >50%
Secondary 72 (25) 35 (24) Cytogenetic risk category, n (%)
Secondary AML, n (%) Intermediate
Post MDS, CMML 46 (64) 26 (74) Poor
Therapy-related AML 26 (36) 9 (26) Somatic mutations, n/N analyzed (%)
AML with myelodysplasia related changes, n (%) IDH1/2
Yes 92 (32) 49 (34) FLT3
No 194 (68) 96 (66) NPM1
ECOG performance status, n (%) TP53
0-1 157 (55) 81 (56)
2-3 129 (45) 64 (44)
*Bone marrow blast counts were between 20 - <307
Acute myeloid leukemia; Aza: Azacitidine; CMML: Chronic myelemonocytic leukemia; MDS: Myelodysplastic syndrome; Ven: Veneloclax

AM

Courtney D DiNardo, et als. 14 June 2020. EHA 25 Annual Congress

85 (30)
61(21)
140 (49)

182 (64)
104 (36)

61/245 (25)
29/206 (14)
27/163 (17)
38/163 (23)

41(28)
33(23)
71 (49)

89 (61)
56 (39)

28/127 (22)
22/108 (20)
17/86 (20)
14/86 (16)

Data cut off: 04 Jan 2020



Patient Disposition

Aza+Ven

Characteristic n =286

Aza+Pbo

n=145

Duration of follow-up, median (range), months

20.7 (0.0 - 30.7)

620.2 (0.2 - 28.8)

Active on treatment, n (%) 77 (27) 18 (12)
Discontinued treatment’, n (%) 209 (73) 127 (88)
Adverse event 5(2) 5(3)
Disease progression/morphologic relapse 120 (42) 62 (43)
Withdrew consent 26 (9) 22 (15)

Lost to follow-up 1 0
Physician's decision 17 (6) 9(6)
Death during treatment 39 (14) 23 (16)
Non-compliance 0 1(1)
Other reason 1({<1) 5(3)

Discontinued study”, n (%) 173 (61) 112 (77)
Death in survival follow-up 161 (56) 109 (75)
Other 12 (4) 3(2)

! Patients who discontinued treatment for reasons other than death were followed for survival; * Patients who were no longer observed for sunaval follow up;

oalinnd nl s

"Courtney D DiNardo, et als. 14 June 2020. EHA 25 Annual Congress



Overall Survival

Median duration of Median overall
1.0 4 No. of events/No. of study treatment, survival,
patients (%) months (range) months (95% Cl)
5 0.8 1 Aza+Ven 161/286 (56) 7.6 (<0.1-30.7) 14.7 (11.9-18.7)
> .
‘g N Aza+Pbo 109/145 (75) 4.3 (0.1-24.0) 9.6(7.4-12.7)
= 0.6 -
° ™ Hazard ratio: 0.66 (95% Cl: 0.52 - 0.85), p<0.001
>
Z 04- , ,
© e
'g "ﬂ_\_’m
T 0.2 e
l—+.—‘
0.0 1
T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33
Patients at Risk Months
Aza+Ven 286 219 198 168 143 117 101 54 23 5 3
Aza+Pbo 145 109 92 74 59 38 30 14 5 1 0 0
Median follow-up time: 20.5 months (range: <0.1 - 30.7)
Aza: Aracitidine; Pbo: Placebo; Ven: Venetoclax; The distributions were estimated for each treatment arm using Kaplan-Meier methodology and compared using the log-rank test stratified by age (18475, 275 years)
and evtoeenetie rick lintermpdiatg s e rick] rare r Bt ectimated nsing the Cox nronarti ”l lll 1ol with th teatificatinn fartors ns *.nll-‘l.‘mrmhfv-'

Courtney D D|Nardo et aIs 14 June 2020 EHA 25 Annual Congress



Composite Response Rate (CR+CRi)

80+
66.4%

Percentage of Patients

Mo. of
treatment Median time to *CR+CRi by
cycles, CR/CRi, initiation of
median (range) Months (range) Cycle 2, n (%)
Aza+Ven (n=286) 7.0 (1.0 - 30.0) 1.3 (0.6 - 9.9) 124 (43.4)
Aza+Pbo (n=145) 4.5 (1.0 -26.0) 2.8 (0.8 -13.2) 11 (7.6)
Aza+Ven Aza+Pbo *CR+CRi rate, CR rate, and CR+CRi by initiation of cyele 2 are statistically significant with p<0.001 by CMH te

Bl CR Bl CRi

Za: Azacitidine; Pbo: Placebo; Ven: Venetoclax; CR: Complete remission; CHI: CR with incomplete-count recovery; CR was defined as absolute neutrophil count =107/l platelets =10%uL, red cell transfusion
idependence (T1), and bone marrow with <5% blasts; CRi was defined as all criteria for CR, except for neutropenia <100/pl ar theombocoytopenia <10%/pul
R+ CRi rate was compared using Cochran-Mantel-Haenszel (CMH) test stratified by age (18— < /%, = /5) and cytogenetic risk (intermediate, poor).

DiNardo CD, et als Azacitidine and Venetoclax in Previously Untreated Acute Myeloid
Leukemia. N Engl J Med. 2020 Aug 13:383(7):617-629.



Leucemia Aguda Promielocitica

* 10-15% de LMA adulto; 20-30% en hispanoamericanos
 Leucopenia

« Coagulopatia

. t(15;17)

« Sensible a las antraciclinas

* Transcrito fusion PML-RAR«a

* Retinoico produce diferenciacion |

* Trioxido arsenico produce apoptosis

FID 37



Improved Outcome with ATRA-Arsenic Trioxide Compared to ATRA-Chemotherapy in Non-High Risk
Acute Promyelocytic Leukemia Italian-German APL0406 Trial

Prospective, open-label, randomized trial
N 276 low & intermediate risk

CR 100 % vs 97%

0S 99.1 % vs 94.4%

100 4 = MATET ATRA+ATO 100+
_EL;__H:‘__-‘
h 14_|HL*1—'r—;-||—|—h\\\-—+IH—|-
ATRA+Chemo
80 A I 80

60 60|

Aligqeqodd 543

asdejaJ Jo 20UapIo Ul SAIR|NWND

404 404 p=.005
p=.0002
20
7 ATRA+Chemo
P
L ATRA+ATO

04 N — —

ml T T T T T T T T T

0 20 40 60 80 o 20 40 60 20

Months from diagnosis Months from diagnosis

Uwe Platzbecker, et als. Improved Outcome with ATRA-Arsenic Trioxide Compared to ATRA-Chemotherapy in Non-High
Risk Acute Promyelocytic Leukemia — Updated Results of the Italian-German APL0406 Trial on the Extended Final
Series, Blood, 2014, Figure 1
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Mensajes finales

- Grandes avances biolodgicos en conocimiento

enfermedad

- Aparicion de nuevos farmacos con repercusion

limitada en la evolucion /control de la enfermedad

 Grandes esperanzas en un futuro completamente
diferente, quizas similar al cambio que hemos visto

en LPA
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1 GRACIAS!

 Se agradecen preguntas....
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Treating Newly Diagnosed AML
Current Paradigms

Comorbid Medical Conditions >
18 65 75 95

Age,y

Intensive Induction "7+3" Low-Intensity Strategy

Supportive Care

/ Newly diagnosed AML* \

{ Age < 60 years Age = 60 years J
/ [

Intensive induction

Candidate for intensive Non-intensive
induction therapy candidate

(743)

De novo, no Unfavorable
unfavorable markers, markers, AHD, or Lower-intensity
AHD, or tAML tAML therapy such as

azacitidine or

decitabine, LD
cytarabine, or BSC

¥ v
Azacitidine
Standard 7+3 o
Standard 7+3
*Or clinical trial in all scenarios.

NCCN website.




Novel Therapies for AML

NEDD-8 Activating Enzyme
In Development:
Pevonidistat

Approved:
Liposomal daunorubicin
- cytarabine

CD33
Approved:
Gemtuzumab Ozogamicin

CD3/CD123
In Development:
Flotetuzumab

CD33/CD123
In Development:
CAR-T Cell Therapy

Julian R Davis et al. J Investig Med 2018;66:1088-1095

Copyright © American Federation for Medical Research. All rights reserved.

D123

Flotetuzumab (DART)

IDH2
Approved:
Enasidinib

IDH1
In Development:
Ivosidenib

APOPTOSIS
BCL2

In Development:
Venetoclax

PROLIFERATION
FLT3
Approved:

Midostaurin

In Development:
Sorafenib
Quizartinib
Gileritenib
Crenolanib




FIGURE. Immune and Molecular Targeted Approaches in Acute Myeloid Leukemia
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Dart Anti-CD123/CD3:

BiTE Anti-CD33/CD3: AMG330
CD123/CD3: JNJE3T80718, XmAb

CART Anti CD123,

CD33, CLEC12A
CTLA-4: Ipilimumab, W
Tremelimumab FLT3 Inhibitors:
Midostaurin,
———+  Quizartinib,

Gilteritinib,
Sorafenib

IDH1 Inhibitors:
AG-120, IDH-305

IDH1 and 2
Inhibitor: AG-881
PD-1: Nivolumab, Pembrolizumab

PD-L1: Avelumab, Atezolizumab

Radioimmunoconjugates
Lintuzumab Ac-225, ”‘IAnti-CNS

CD33: Gemtuzumab Ozogamicin,
SGN-CD33A, IMGNTTS
CD123: SL-401, IMGN632




