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* Novartis. Ponente en charlas patrocinadas, gastos de inscripcion a
congresos.

* Abbvie. Gastos de inscripcion a congresos
* Gilead. Advisoy Board
 BMS Advisory Board



' ;“ Heun! {W| D - - Sesion cientifica patrocinada por U » NOVARTIS .

Disregulacion inmune en neoplasias mieloides

* Multiples evidencias de defectos * Aumento Tregs
inmunes en LMA y HR-MDS: cel T  « Cel NK disfuncionales y deficientes
exhaustas, senescencia precoz... » Cel dendriticas tolerogénicas

* Cel T efectoras disfuncionales * Aumento de expresion de
moleculas coinhibitorias

cD2s*
TNFRSF14*
CCR7*
LEF1

cDe*
CTLA4

FERHT

C
LILRB2
LILRB3
CD24s*
CD160*

— : } AR Walter RB et al, Leukemia
=————= TNFSF 12 TNFSF13 2015;29:2104-07
— Y s Ustun C et al. Blood
2011;118:5084-95
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Inmunoterapia basada en anticuerpos
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Deliver cytotoxic agents to leukemic cells "’5"‘ , ?’
« 225Ac-lintuzumab (CD33 radioimmunoconjugate) \] [I |

Antibody (targeting agent)

Chelator (lmker)

* lomab-B (CD45 radioimmunoconjugate)
« IMGN779 (CD33 antibody-drug conjugate) .

L & «— Emitter (killing agent) 1 - ADC binds target
« IMGN632 (CD123 antibody-drug conjugate) L — 3 Payiond reloased

4 - Payload alkylates DNA

| T cell recruitmentJ- ------- D{ Target cell deatLl
Bring T-cells into proximity of leukemic cells P (comTeal|
« AMG 330 (Bispecific CD3/CD33 antibody) /j&% Bispecti %97:/ arnuis B —
« Flotetuzumab ,n: : L R — e e, cmemsen kot
(Bispecific CD3/CD123 antibodies) W | oo 8 b o
+ XmAb14045 Y oot \r/;m,m
« MCLA-117 (Bispecific CD3/CLL1 antibody) | . i

AMV564 (Bispecific CD3/CD33 T cell engager)

| CD33+ AML target cell |




Interacciones nicho medular

PF-04518600 — OX40 |
MBGA453mmd] TIM-3 )\

TCR
« HuSF9-G4 MHC-I/II)!

Antl-PDl""‘

‘/ ; CD27

= > o

—

Avelumab Cusatuzumab sy

Pembrolizumab
Nivolumab

Rev 2020 Green: Stimulatory Red: Inhibitory




Sesion cientifica patrocinada por U » NOVARTIS l

v
‘;‘&“H?JIIMI

HMA e inmunidad

e Actividad inmunomoduladora

* Regula genes que
e expresion ag del tumor
t' mol HLA clase |,
« |COS (CD28, CD40)
* Demetilacion

* expresion PD1, CTLA-4 encel T: f“:m":"m . ,,,;,,,.,m
inmunidad T exhausta i e e s

e expresion PDL1 en el tumor iviavorsble effects: Unfavorable effects:
* 11 PD-1 expression 1t PD-L1 expression

¢ % CTLA-4 expression

Daver N et al Leukemia 2018
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bHMA e inmunidad

CTLA-4 expression increases with epigenetic therapy in MDS

CTLAA CTLA4

20 p=0.29

15
10
5
0

C1D0  C1D5 C1021 C1D28

Relative Expression
oEB8E883888

Relative Expression

O 2 3 S 6 8 10 11 15 17 21 22 24 28 31

SSnigdvsinduniien w— REsiBtant ... Responding
Aza Aza + vorinostat
— Resistance to Aza was associated
Aza administered day 1 to 5 with relatively higher increments
in CTLA-4 expression

Yang H et al
2014
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Ipilimumab: estabilizacidon prolongada en SMD R/R

e Fase | multicéntrico
* 29 pacientes

e DL1 (3mg/Kg) y DL2(10 mg/Kg) B L
* DL2 téxica (IRAEs G2-4 en 4/5 ptes)
* Fase expansion DL1 18 pacientes
* Todos los IRAes fueron reversibles
* Mejor rpta: mCR en un caso

Ipi Maintenance

8

vival (%)

Overall Sur
-
o

* Enfermedad estable mas de 46 sem | f_
en 7 pacientes, 3 >1 ano -

’ 5 ”evados a HSCT 0 3 6 9MonthsfrIc)zrndiagnojis - : -

* OS 9.8 meses (294 d,95%Cl 240-671+) T R S T

Zeidan AM et al. Clin Cancer Res 2018
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Nivolumab+/-Aza, Ipilimumab+/-Aza. Fase 2. Respuestas

Frontline HMA failure
Nivo + AZA Ipi + AZA Nivo
N=20 N =21 N=15
ORR 14 (70) 13 (62) 0 (0)
CR 8 (40) 3 (14) 0 (0)
MCR+HI 2 (10) 0 (0) 0 (0)
mCR 3 (15) 7 (33) 0 (0)
HI 1(5) 3 (14) 0 (0)
SD 0 (0) 1(5) 0 (0)
NR 5 (25) 5 (24) 15 (100)
TN HMA Failure
Overall Survival Nivo+AZA Ipi+AZA Nivo
(n=20) (n=15)
1-y 0S, % 50 25
Median OS, months 11.8 8.0

Median follow-up: 20.1 months. Median number of cycles: 4 (range 1-29). Median

number of cycles to response: 3 (range 1-15)

Garcia Manero G et al. ASH 2018 Abstract 465




Fusion HR-MDS/Older AML 001 Study (NCT02775903)

Randomized, multicenter, open-label, phase 2 study [N=213]

Screening

MDS cohort [N=84]

Inclusion criteria:

« Age 218 y; ECOG PS 0-2

» Previously untreated primary or secondary
MDS

» IPSS-R intermediate (>10% blasts or

poor/very poor cytogenetics) or high or very

high risk

AML cohort [N= 129]
Inclusion criteria:
» Age 265 y;, ECOG PS 0-2; unfit for intensive
chemotherapy
» Untreated AML per WHO classification:
— Newly diagnosed, histologically confirmed
de novo AML (BM blasts 220%)
— AML secondary to prior MDS or to exposure
to potentially leukemogenic therapies/agents
with primary malignancy in remission for 2 y

1:1

Treatment Phase

Follow-up

AZA
75 mg/m?/d SC D1-7 g4w

AZA
75 mg/m?/d-SC D1-7 q4w

Durvalumab
1500 mg IV D1 qw4 Treatment
until
disease
progression

= or toxicity

AZA
75 mg/m?/d SC D1-7 q4w

AZA
75 mg/m2/d SC D1-7 q4w

Durvalumab
1500 mg IV D1 qw4

Safety:
« Day 28
- Day 90

Efficacy, every
3 mo:

W - Survival

« Subsequent
MDS/AML
treatments

* Transformation
to AML (MDS
only)

» Last patient randomized: MDS, October 30, 2017; AML, September 29, 2017. Data cutoff. October 31, 2018

Zeidan AM et al Blood Rev 2022




Fusion 001 Trial: First randomized trial of Immune checkpoint blockade in
MDS-azacitidine vs. azacitidine+anti-PDL1 durvalumab in frontline HR-MDS

10
038
038
07
06
05
04
03

Survival Probability

024

0.1
00

No. at Risk
AZA + Durvalumab
AZA

e AZA + Durvalumab
— AZA

vvvvvvvvvvvvvvvv

Response, n (%) [95% Cl] AZA + Durvalumab AZA
n=42 n=42
ORR (CR + PR + mCR + Hl) 26 (61.9) 20 (47.6)
[47.2, 76.6] [325, 62.7)
P=0.1838
CR 3(7.1) 4 (9.5)
[0.0, 14.9] [0.7. 18.4)
PR 0 0
mCR 15 (35.7) 8 (18.0)
[21.2, 50.2) (7.2, 30.9]
HI only 8 (19.0) 8 (19.0)
(7.2, 30.9] [7.2, 30.9]
SD, n (%) 6 (14.3) 3(7.1)
PD, n (%) 1(24) 8 (19.0)
NE/Missing,! n (%) 6 (14.3) 7 (16.7)
— AZA 4 Durvalumab 10 4
— AZA 0.9
081
_§‘ 074
g 06 4
£ os
® 04
§ 0.3 1
- o “ 02 .
Progression-Free Survival — .. Overall Survival
-+ v - . . . . v 0.0 4
0 1 2 3 4 5 8 Y 8 ] 10 11 12 13 14 15 16 17 18 19 20 21 2
Time (Months)
No. at Risk
42 37 34 2 28 6 21 W 7 WM U 8 7T 7 6 3 3 3 2 1 1 AZA+Durvalumab 42 39 36 36 34 31 30 28 28 28
42§34§19191718151177554442210 AZA 42 38 37 37 35 34 34 33 29 2%

Events, MedianPFS,

Treatment n(%) mo(95%Cl)
AZA +durvalumab(n=42) 28(67) 8.7(5.6-10.2)
AZA (n=42) 24(57) 8.6(3.4-11.2)

Time (Months)

23 19 17 16 18 13 11 10 6 6 § 3
23 21 19 18 16 3 12 1 9 7 8§ 2

vvvvvvv

3 3 1
1t 1 0

Events, MedianOS,
Treatment n (%) mo (95% Cl)
AZA +durvalumab(n=42) 21(50) 11.6(9.5-NE)
AZA (n=42) 21(50) 16.7 (9.8-23.5)

Zeidan AM et al ASH 2019; abstract 829
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AntiCD47. Mecanismo de accion

A B Anti-CD47
': LAY Y - anltibody
CD47 ' A
SkPe ; ®  Av-
SR ) & @ AY A . ~
Aza induce senales

profagociticas “eat me”
Accion sinérgica con el

bloqueo CD47 de la sefal
“don 't eat me”, aumentando
la fagocitosis

Chao MP et al. Front Oncol. 2019;9:1380.
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U‘fa““é Al
Faselb Magrolimab + aza

TP53 mutant (N=47)

Best Overall All AML TP53-mutant b
Response (N=43) AML (29) o
Median 0S, mo 12.9
ORR 27 (63%) 20 (69%) _» (range) D2y 284
g - 95% Cl, mo 8.21,17.28
CRi 5 (12%) 4(14%) z o -
PR 1(2% 1(3% g
MLFS 3(7%) 2 (7%) 24 H
SD 14 (33%) 8 (28%) 10
PD 2 (5%) 1(3%) T T B S - s R T T T
Months

ORR 63% y CR 42%, similar en mut TP53

Respuestas rapidas, m 1.95 meses

OS: mediana 19.8 meses en TP53wty 12.9 m en TP53 mutado
2020
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Anti CD47 efectos adversos

* CD47 se expresa en cel sanas, stem cells y progenitoras normales.
* AntiCD47: agregacion plaguetaria, hemolisis, hemaglutinacion.

 Efectos adversos descritos con Magrolimab: anemia hemolitica y de
rapida instauracion, hiperbilirrubinemia, cefalea

e Anemia: toxicidad limitante de dosis

* Nuevas moléculas que bloguean SIRPa y CD47 y no producen anemia
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SIRPa (CC-95251) MoA

SIRPa biology

Bi

ology'?
SIRPa Is an Inbibitory receptor exproessad on macrophages and dendritic colls

CD47 is a cell-surface glycoprotein ubiquitously exprossed on nomal cells and overaxpressed by some

cancer cells

The CD47-S5IRPa axis is an early chackpoint in immuna activation, regulating phagocytosis and antigen

prosentation to T colls

Undar physiological conditions, binding of CD47 to SIRPa initiatos an inhibitory signaling pathway that

holps maintain immunotoloranco by nonmalignant colls

In cancor, avorexprossion of C47 on the surface of tumar colls allows tumars to dscapo dotoctinn,

T Tumor survival

Therapeutic intervention

Macrophage

Tumor cell recognition and
direct tumor killing

Anti-SIRPa monoclonal antibody*?

Inhibition of the CD47-SIRPa signaling pathway s intendad to improve the recegnition of and enhance
phagocytosis of wimeor cells by macrophages

BMS® anti-SIRPa antibody (CC-95251) alona or in combination with cotuximab or rituximab has the
porential for antitumor activity



CAO059-001 Fase 1

Study Design Schematic

DL2: CC-95251
30 mg/kg

7
’
L

DL1: CC-95251
20 mg/kg

4
/

¥

DL-1 CC-95251
10 mg/kg
(if needed based on safety)

S

mTPI-2 design

+ Azacitidine®

DL3a: CC-95251 30 mg/kg

<
/
L

DL2a: CC-95251 20 mg/kg
+ Azacitidine®

4
/
L

DL1a CC-95251 10 meg/ke
+ Azacitidine®

»

DL-1a: CC-95251 3 mg/kg
+ Azacitidine®
(if needed based on safety)

Part Cd
TN MDS

Objetivos

{ R/R AML ]—‘
{ R/R MDS ]—*

/
!
!
’
PartB |
\
\

CC-95251 at RP2D° (n=25)

CC-95251 at RP2DF + Azacitidine®

(n=25)

>
~

N
P

CC-95251 at RP2D° (n=25)

CC-95251 at RP2D¢ + Azacitidine®

(n=25)

R

i

Azacitidine®

(n=30)

+ Azacitidine®
(n=6)

/
CC-95251 at 1DL below RP2D J:

{ CC-95251 at RP2D< +
/

|

Seguridad y toIerabllldad de CC95251 en monoterapia y combinacion
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TIM-3 is an immuno-myeloid regulator
expressed on immune and leukemic cells
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= TIM-3 plays a key role in

Dysfunctional Leukemic stem cell regulating innate and adaptive
immune cells self-renewal loop immune responses1,2
TINK :
cell .
: fﬂ " = TIM-3 is aberrantly expressed
\ o ) on LSCs and blasts, but not on
— pea normal HSCs,'-®* which makes
{ - . - - »
e =gy it a promising target in
A B O treatment for MDS and AML246
Iy | = TIM-3/galectin-9 interaction
— \\., ///“’ " FeyR

forms an autocrine stimulatory
loop, which promotes LSC self-
renewal?’.8

FcyR, Fc gamma receptor; HSC, hematopoietic stem cell;, LSC, leukemic stem cell; NK, natural killer; TIM-3, T-cell immunogiobulin domain and mucin domain-3.
1. Pardoll DM. Natf Rev Cancer. 2012;12(4):252-264; 2. Das M, et al. Immunol Rev. 2017:276(1):97-111; 3. Kikushige Y, Miyamoto T. Int J Hematol. 2013;98(6):627-633; 4. Kikushige Y, et al. Cell Stem Cell.

2010;7(6):708-717; 5. Ngiow SF. Cancer Res. 2011,;71(10):3540-3551; 6. Sakuishi K, et al. Trends Immunol. 2011;32(8):345-349; 7. Sabatos-Peyton C. AACR 2016. Oral presentation; 8. Borate U, et al. ASH
2019. Oral presentation.
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Sabatolimab targets TIM-3 on immune and
leukemic cells: A novel immuno-myeloid therapy

Inhibition
self-renewal loop » Sabatolimab binds TIM-3 on
Sabatolimab immune cells, which enhances
- antileukemic immune function
and phagocytic killing of LSCs
and blasts1-4

Enhanced
immune function

» Sabatolimab directly targets
TIM-3 on LSCs, inhibiting
TIM-3/galectin-9—driven
self-renewal’2

1. Acharya N, et al. J Immunother Cancer. 2020;8(1):e000911; 2. Sabatos-Peyton C, et al. SITC 2020. Abstract 438; 3. Borate U, et al. HemaSphere. 2020;4(suppl 1):Abstract S185; 4. Borate U, et al. EHA 2020.
Oral presentation.
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Trial design: Phase Ib study of sabatolimab +
HMA in MDS and AML

VHR/HR-MDS: IPSSR L
high- or very high-risk MDS Decitabine Arm (" Day 8 hi ( Day22 )
Days 1-5
20 mg/m?

& ND-AML: Unfit, newly = - B -
standard chemotherapy 4000g Q= 200 G
Azacitidine Arm 800 mg Q4W

A j

& HMA Sabatolimab

Patients with prior HMA Days 1-7 A .
reatmrent exchided 75 mg/m? 28-day treatment cycles
ClinicalTrials.gov Identifier. NCT03066648° N=60
Primary Endpoints:
8 ) ﬂ . 11 Maximum tolerated dose/recommended dose, safety, and tolerability
countries trial centers Secondary Endpoints:

Preliminary efficacy: Response rates and duration of response

=Multi-arm, open-label, Phase |b dose-escalation and -expansion study of sabatolimab as a single agent or in combination with HMAs or spartalizumab.
AML, acute myeloid leukemia; HMA, hypomethylating agent; HR, high-risk; IPSS-R, Revised International Prognostic Scoring System; MDS, myelodysplastic syndrome; ND,
newly diagnosed; Q2W, every 2 weeks; Q4W, every 4 weeks; vHR, very high-risk.

Brunner et al, ASH

2021
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Patient characteristics

Parameter VHRIHR-MDS
Sabatolimab + decitabine, n 19 22
Sabatolimab + azacitidine, n 34 26
Median age (range), years 70 (23-90) 75 (59-89)

Male, n (%) 29 (54.7) 26 (54.2)
ECOG performance status, n (%)

0 18 (34.0) 14 (29.2)

1 30 (56.6) 29 (60.4)

2 5(9.4) 5(10.4)

a (%) IPSS-R! 2017 ELN risk?
High: 32 (60.4) Intermediate: 18 (37.5)
Very high: 21 (39.6) Adverse: 30 (62.5)

Select available mutation data: TP53 (n) 21 ELN adverse risk mutation (n)?

vHR/HR-MDS (n=42°) 15 33

ND-AML (n=33"%) 6 14

sE|N adverse risk mutations: TP53, ASXL1, and RUNX1; EPatients with any reported mutation
ECOG, Eastern Cooperative Oncology Group; ELMN, European LeukemiaNet; IPSS-R, Revised International Prognostic Scoring System.

1.G b PL, et al. Blood. 2012;120{12):2454-2465; 2. Déhi H, et al. Blood. 2017;129(4):424-447.
T &% e i Brunner et al, ASH
2021




Patient disposition

Median exposure  Sabatolimab + decitabine®

vHR/HR-MDS
n=53

8.02 (0.9-33.5)

Sesion cientifica patrocinada por d) NOVARTIS

ND-AML
n=48

6.8 (0.8-33.9)

(range), mo Sabatolimab + azacitidine® 4.45 (0.8-18.1) 5.98 (1.1-21.6)
i ¢
Ongoing,© n (%) 9(17) 2(4.2)
Discontinued, n (%) 44 (83) 46 (95.8)
Reason for discontinuation
SCT 13 (24.5) 0
Disease progression 16 (30.2) 29 (60.4)
AE:  Unrelated to study treatment 0 2(4.2)
Related to study treatment 0 1(2.1)
Death: Unrelated to study treatment 2(3.8) 4 (8.3)
Related to study treatment 14(1.9) 0
Patient decision 5(94) 2(4.2)
Physician decision 8 (15) 8 (16.7)
DLT 0 1(21F

2Enrollment started August 2017; "Enrollment started February 2019; “As of the cutoff date of September 6. 2021;
%1 patient with neutropenic colitis reported as suspected to be related to study treatment died of septic shock; #Single DLT was a grade 3 event of elevated ALT/hepatitis.
AE, adverse event; ALT, alanine aminotransferase; DLT, dose-limiting toxicity; SCT, stem cell transplant.

Brunner et al, ASH
plopX|
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Sabatolimab + HMA was safe and well tolerated
in patients with vHR/HR-MDS and ND-AML

Most commonly occurring AES (>15% in either population, regardiess of relationship to treatmert)

vHR/HR-MDS
n=53
mGrade 4 wmGrade ZmGrade 2 = Grade 1 Grade1 ®Grade2 ®Grade3 mGrade 4
[ Thrombocytopenia
[ Conslipation ——————
[ MNausea [ |
: Meutropenia | s———
B Anemia |
Febrila neutropenia [E——
] Fatigue —
I Peripheral edema i |
1 Dyspnea i |
n Womiling i |
n Diarthaa
n Razh ]
| Arthralgia j-———]
[ Dizziness i}
= Back pain m
-] Cough ]
-] Haadache )
= Decreased appetita [
B | Hypophosphatemia |
[ . Pyrexia B |
m Blood bilirubin increased
o Fall i |

- Prneumonia -[_
80% 60% 40% 20% 0% 0% 20%
Patients

3Dose interruption: Cycle delay =7 days.

VHR/HR-MDS and ND-AML AEs

Most common reported AEs were consistent with
HMA alone
Low rate of sabatolimab dose modification:
* 1/101 (1%) patients had dose reduction
» 38/101 (38%) patients had dose interruption?
due to AE
* No patient with vHR/HR-MDS and only 3 with
ND-AML discontinued treatment due to an AE
One patient with neutropenic colitis reported as
suspected to be related to study treatment died of
septic shock. No other treatment-related deaths
were reported
No DLTs in vHR/HR-MDS and only 1 in ND-AML

Brunner et al, ASH
2021
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Few patients had clinically significant possible imAEs with
sabatolimab + HMA

Patients with possible imAEs regardless

of relationship to study treatment®

Peripheral neuropathy

Acute febrile neutrophilic
dermatosis

Autoimmune hepatitis
Dermatitis
Pericarditis
Pneumonitis

Arthritis

Colitis

Cutaneous vasculitis
Encephalopathy

Hemophagocytic
lymphohistiocytosis

Hepatitis
Hypothyroidism

Immune-mediated lung disease

vHR/HR-MDS
n=53

Gr 1/2
7 (13.2)

2(3.8)
1(1.9)

1(1.9)
1(1.9)
1(1.9)
1(1.9)

0

0

ND-AML
n=48
Gr1/2 Gr3
5 (10.4) 5(10.4)
1(2.1) 1(2.1)
0 0
0 0
1(2.1) 0
0 0
0 0
3(6.3) 0
1(2.1) 1(2.1)
0 0
0 1(2.1)
0 1(2.1)
0 1(2.1)
0 1(2.1)

1(2.1)

7/53 (13%) patients with vHR/HR-MDS and 10/48
(21%) patients with ND-AML experienced =1
possible imAEs

No grade 23 possible ImnAEs were observed in
patients with vHR/HR-MDS; no grade 4/5 possible
imAEs were observed in patients with AML

No patient with vHR/HR-MDS and 1 patient with
ND-AML discontinued treatment due to a possible
imAE suspected to be related to sabatolimab

No serious late-onset sabatolimab-related imAEs
were identified®

Of the 7 patients with vHR/HR-MDS who had an
imAE, all achieved remission

Among patients with ND-AML, the frequency of
possible ImMAEs was similar regardless of remission
status

®Based on maximum grade. Events retrieved based on pre-defined case retrieval strategy including MedDRA SMQ immune-mediated disorder terms.
"Events 150 davs after last dose of sabatolimab

Brunner et al, ASH
2021
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Sabatolimab + HMA demonstrates durable
clinical responses in vHR/HR-MDS

Response Rate Durability Assessments

(evaluable patients?)

100 ~
ORR Median DOR Estimated 12-mo

80 (29/51) (95% ClI, 6.7-NE) (95% CI, 33.0%-71.0%)
=S
£ 60 -
14 Median Duration of Response (mDOR) by response category
@
wn
é 40 - B ;2 mDOR for mCR and PR could not be estimated
iy
i

ReCR Wl mDOR (mCR w/HI) = 7.9 mo
20 A e gl MCR wiHI (95% Cl, 3.0-NE)
mDOR (CR) = 19.3 mo
== (8% CI, 12.1-NE)
O - | T T 1

0 5 10 15 20 25
Duration of Response, mo

2Evaluable patients, including patients with a valid baseline and at least 1 postbaseline bone marrow assessment or if they had disease progression or disease-related death prior to
the first marrow assessment.

CR, complete remission; DOR, duration of response; HI, hematologic improvement; mCR, bone marrow CR; mDOR, median duration of response; NE, not estimable; ORR, overall
response rate; PFS, progression-free survival; PR, partial remission; SD, stable disease.
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Patients with adverse-risk disease were able to
achieve durable responses

VHR/HR-MDS ND-AML
100 - ORR? ORR? 100 - ORR?2 ORR?
71.4% 65.6% 40% 53.8%
4 (10/14) (21/32) 80 - (2/5) (7/13)

Response Rate, %

TP53 At least one ELN adverse- TP53
risk mutation?®

Median
duration of
response | 95% Cl, 6.7-NE 95% CI, 6.7-NE

Events, 3/7¢ Events, 7/17¢

At least one ELN adverse-
risk mutation’®

95% CI, 4.2-NE 95% ClI, 1.3-NE
Events, 2/2¢ Events, 5/7¢
20RR for patients with MDS was defined as CR + mCR + PR + SD with HI; ORR for patients with ND-AML was defined as CR + CRi + PR; ®"ELN adverse-risk mutations: TP53,

ASXL1, and RUNX1; °DOR events (including progression/relapse and death) reported out of the number of patients with a BOR of CR, mCR, or PR (for MDS) or CR, CRi, or PR
(for AML). 1. Dohner H, et al. Blood. 2017;129(4):424-447.
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The STIMULUS Program: Clinical Trials Evaluating Sabatolimab (MBG453)
Combination Therapy in Patients With HR-MDS or AML

Broad clinical trial program committed to evaluating the potential for sabatolimab to emerge as a
transformative first-in-class immunotherapeutic agent for patients with myeloid malignancies
Includes numerous trials evaluating early and long-term efficacy and safety of sabatolimab

combination therapy in patients with MDS and AML

STIMULUS-MDS1

(NCT03946670)
Phase II'

Sabatolimab or placebo
+ HMA

Very high-, high-, or
intermediate- risk? MDSP

\ Ongoing, recruitment completed

STIMULUS-MDS2

(NCT04266301)
Phase llI2

Sabatolimab or placebo
+ azacitidine

Very high-, high-, or
intermediate- risk MDSP® or

-

\

— T

)

b

STIMULUS-AML1

(NCT04150029)
Phase II3

Sabatolimab

+ venetoclax and azacitidine

AML

=
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Conclusiones.

* Nuevas moléculas dirigidas a multiples dianas

* Inhibidores check point: resultados prometedores, todavia en fases
tempranas

* Dificultad intrinseca de las neoplasias mieloides: antigenos del tumor
se expresan también en células sanas y progenitoras.

 Sinergia con terapia epigenética para aumentar la inmunogenicidad
del tumor

* Nuevos efectos adversos inmunomediados y derivados de |la diana
especifica

 Estabilidad de las respuestas, mantenidas y duraderas en el tiempo



