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DICHIARAZIONE
Pellegrino Musto

Come da nuova regolamentazione della Commissione Nazionale per la Formazione Continua del Ministero della Salute, € richiesta la
trasparenza delle fonti di finanziamento e dei rapporti con soggetti portatori di interessi commerciali in campo sanitario.

Posizione di dipendente in aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)

Consulenza ad aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)

Fondi per la ricerca da aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)

Partecipazione ad Advisory Board/Onorari (Abbvie, Alexion, Amgen, Astra-Zeneca, Astellas, Bei-Gene, Bristol-Myers
Squibb/Celgene, Gilead, Glaxo-Smith-Kline, Grifols, Incyte, Janssen, Jazz, Novartis, Pfizer, Roche, Sanofi, Takeda).

e Titolarieta di brevetti in compartecipazione ad aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)

e Partecipazioni azionarie in aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)
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AGENDA

* Inflammation:

» CANAKINUMAB and
» LUSPATERCEPT Updates of MEDALIST and Italian Real-Life Study

 IMETELSTAT: update of IMERGE Study

e Oral DECITABINE-CEDAZURIDINE

* Low-dose LENALIDOMIDE

* Iron chelating therapy: Role of DEFERIPRONE
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CE Table 1. Selected trials targeting inflammation in MDS and CH
@° NOVEL APPROACHES IN MDS
[ B
L‘\T'aea": 9@

Class Agent Trial name Phase | Population Status Identifier
TGF-P pathway | Luspatercept PACE-MDS (24) | 2 LR-MDS Completed | NCTO1749514
TGF-P pathway | Luspatercept vs placebo MEDALIST (25) | 3 LR-MDS-RS Completed | NCT02631070
Ta rg eting inﬂa mmation in |ower-risk MDS TGF-B pathway | Luspatercept vs epoetin alfa COMMANDS | 3 LR-MDS Recruiting | NCT03682536
TGF-B pathway | Luspatercept + lenalidomide - 1/2 | LR-MDS Recruiting | NCT04539236

Jesus D. Gonzalez-Lugo and Amit Verma .
Division of Hemato-Oncology, Department of Oncology, Montefiore-Einstein Cancer Center, Blood Cancer Institute, Bronx, NY TGF-B pathway GalUnlsemb - 2 LR-MDS ComPIEtEd NCT02008318
TGF-B pathway | Vactosertib - 1/2 | LR-MDS Completed | NCT03074006
Targeting Inflammation in Lower-Risk Myelodysplastic |Gy - b | LRMDS Recruiting | NCTO4810611
Syndromes TGF-B pathway | NIS793
. IL-1B inhibitor | Canakinumab
Jesus D. Gonzalez-Lugo, Amit Verma — . »
\ IL-1B inhibitor | Canakinumab - 2 LR-MDS or MDS/MPN Recruiting | NCT05237713
~ / | IL-8 inhibitor BMS-986253+PO decitabine and | — 1/2 | HR-MDS with prior HMA therapy or | Not yet NCT05148234
l cedazuridine LR-MDS with cytopenias Recruiting
& \ ten CXCR1and SX-682 - 1 MDS with disease progression or Recruiting | NCT04245397
(J* QO . . T . .
E CXCR2 inhibitor prior therapy intolerance

e : TLR2 inhibitor | Tomaralimab — 1/2 | LR-MDS with prior HMA Completed | NCT02363491
IRAK4 inhibitor | Emavusertib (CA-4948) CURIS 1 HR-MDS and AML Active NCTO042/8768
Helns v, W e MDS and IRAK4 inhibitor | Emavusertib (CA-4948) LUCAS 2 [LRMDS Recruiting | NCT0S178342

MDS Mutations

hematopoiesis Autoimmunity

AML, acute myelogenous leukemia; HMA, hypomethylating agent: MPN, myeloproliferative neoplasms; TBD, to be determined; TLR2, Toll-like
receptor 2.
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Clinical and Biological Effects of Canakinumab in Lower-Risk
Myelodysplastic Syndromes (MDS): Results from a Phase I/ll Clinical Trial
Guillermo Garcia-Manero, Vera Adema, Samuel Urrutia, Feiyang Ma, Hui Yang, Irene

Ganan-Gomez, Guatam Borthakur, Koichi Takahashi, Nicholas Short, Ghayas Issa, Kelly S.
Chien, Guillermo Montalban-Bravo, Joby Joseph, and Simona Colla

Department of Leukemia
The University of Texas MD Anderson Cancer Center

* An IL-1 Beta inhibitor

Abstract #858; Session: 637. Myelodysplastic Syndromes — Clinical and Epidemiological I; ASH Meeting 2022

IL-1B Signaling Activates NF-kB Pathway and Amplifies Inflammation

IL1-B is highly expressed in HSCs of patients with clonal cytopenia of
CELL UNDERGOING MI(I;;ZLEAN’S::QL%EVNT CE;IECU’:‘I::_?gggIG o undetermined signifi cance (CCUS)

IL1-B in HSCs

Lin"CD34* HSPCs

= |L-1B binding to IL1R1
activates NF-B pathway
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Inflammasome

P=1.7x107"

o o

= NF-«B pathway activation
induces the production of
other cytokines ( e.g., TNFa) =,
that amplify the
inflammatory response from
the microenvironment

e~NoOBs BN O
o a4 4N

o

Expression Level

o
o

s eHD* ccus
e 13
.5

Chronic exposure to IL1-B induces HSC metabolic
H activation and myeloid differentiation
(Pietras et al. Nat Cell Biol, 2016)

0
UMAP_1
SF3B1 K700E IFN and IRF3 target genes

: ;
'SRSF2 P95L 2
SRR % g NF-KB target genes
SRV D)

Genotoxic drugs.

*eHD=elderly healthy donors K. Chien, . Gomez-Gomez, and S. Colla; unpublished data
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Objectives and Design

= Primary objectives: safety and clinical activity by IWG-
06*
= Secondary objectives:
= Rate of transfusion independency
= Duration of response
= Progression
= TFR, correlative studies

= Phase | (cohorts, n=3): 3+3 design starting 150mg SC
daily q28 days and escalating to 300mg
= Next Steps:
= Expansion cohort #1 (n=20): Transfusion
dependent LR-MDS after at east one line of
therapy. Stopping rules for toxicity.
= Other planned: #2: TD LR-MDS no prior therapy;
#3: TI LR-MDS and #4: CCUS

4
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Patients’ Characteristics: CBC, Cytogenetics, NGS and Risk Score

Eligibility Criteria <:I

= Age =18 years old
= MDS n. 25
= Risk:
= |PSS: low orint-1 risk
= |PSS-R < 3.5 points
=  Atleast one prior line of therapy
=  Symptomatic anemia or transfusion
dependence
= Adequate renal and hepatic
functions or performance status

IWG, International Working Group; TFR, Treatment-free remission; LR, low risk; TD, transfusion dependence; Tl, transfusion independence

Patients’ Characteristics: Toxi

city and Responses

Treatment Related Toxicity Modi
= Grade 1 related toxicity n=1 70
(soft tissue necrosis at the site of injection) 60 1
=  Grade 3 or 4 toxicity in 2 20% of patients é 50 4
T 40
50 4 5
= 304
2 40 4
g 20 4
% 30 4 10 4
x® 20 A 0 4
10 A
o 4

A N T

A, Anemia (n=11)
N, Neutropenia (n=11)
T, Thrombocytopenia (n=6)

fied IWG 06 Response

S &g S FLRS &S

v ORR: 16% o
v" HI-P: 2 patients <:|

v TI: 2 patients

Median age, years (range) 74.5 (58-87)

Median PRBC units at baseline 8 weeks (range) 3.5 (0-21)

Sex, female n (%) 9 (37%)

Number prior treatment, median (range) 2 (1-5)

CBC, median (range)

IPSS/IPSS-R risk score, median (range)

Hemoglobin g/L 8.1 (6.5-10.4) IPSS risk score 0.5 (0-1)
WBC x10°1L 3.05 (0.8-11.2) IPSS-R risk score 3 (1-5.5)
ANC x10°1L 1.76 (0.5-9.8)
9 =i
Platelets x10°/L 128 (15-430) Molecular Landscape:
Bone marrow (BM) Median number of mutations: 3 (range 1-8)
BM Blast % (range) 2 (1-6)
12 IPSS-M
Cytogenetics 1 £10 VH VL
412 g, 4% 4%
510 % H L
S8 €6 17% 22%
36 z,
5 MH ML
2 2 22% 31%

o

N SN
& F P F S
e‘z’ & P S O

Genes mutated > 2 patients

Patient’s Characteristics: Overall Survival & Event Free Survival

Overall Survival

16.3 months <:I

1.00

Log-rank P=0.19

mOS: 16.3 months (range)

Survival Probability
000 025 050 075

T T T T
0 5 10 15 20
Time in months

Number at risk

BMH, H, VH* 8 7 5 2 0
HL, ML 16 1 6 3 0
WAIl patients 24 18 1 5 0

Event Free Survival

1.00

13.7 months <:I

Log-rank P=0.19

mEFS: 13.7 months (range)

Survival Probability

0.00 025 050 0.75

T T T T
0 5 10 15 20
Time in months
Number at risk

EMH, H, VH* 8 7 5 2 0
HL, ML* 16 1 6 3 0
WAl patients 24 18 1" 5 0

*IPSS-M: MH, Moderate High; H, High; VH, Very High; **IPSS-M: L, Low; ML, Moderate Low; mOS, Median overall survival; mEFS: Median event free survival
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Canakinumab Treatment Response: HSPCs

Single-cell
RNA
sequencing

DNMT3A,
TET2
mutant

» scRNA-seq: Lin"CD34* cells from one patient with Tl after Canakinumab treatment

oPRE
#C2D29
#C4D29
oC5D29
C8D28
oC11D29
©C14D36

UMAP_2
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Post Canakinumab HSPCs:
v Increased HSC differentiation

BM MNC Changes

= scRNA-seq: BM MNCs cells from one patients with Tl after Canakinumab treatment

umAP_2

© PRE

® cosD28
® c11D20
© C14D36

umap_2

T E

ry 10

Mono

Sy Post Canakinumab

v Decreased
inflammatory
response in
monocytes

® k4 -15 -10

-5 0 5 10
1

UMAP_

Down in Monocytes after Canakinumab Treatment (C2D29)

W B-Lymph

[ ]
L 1
—
—

T

TNFa Signaling via NF-kB
Inflammatory response
Hypoxia
G2M checkpoint
IL2 STAT5 signaling
Mitotic spindle
Apoptosis
Complement
IL6 JAK STAT3 signaling
! ! ! ; ! | Interferon gamma response

0
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Canakinumab Treatment no Response and Disease Progression: HSPCs

= scRNA-seq: Lin‘CD34* cells from 1 patient with MDS-MLD-RS with no response to Canakinumab

treatment
# PRE #C2D29

°

UMAP_2

I
&

HSC

MPP
My/Lymph

W My Prog

= My/Mono Prog
DC Prog
Early Ery Prog

W Ery Prog

je— HSC IL1R1
1P
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-10
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Post Canakinumab HSPCs:
v" No change in cell composition

v" No on-target

transcriptomic changes

Canakinumab Treatment: BM MNCs

= scRNA-seq: BM MNCs from 1 MDS patient with no response to Canakinumab treatment

TET2,
DNMT3A,
SF3B1
mutant

Post Canakinumab

v" Monocytes showed slight
decreased in inflammatory
signaling

v Not fully differentiated
erythroblasts (ringed
sideroblasts) increased in BM

Ery
D, L. IL1R1
10 o
\ L 10
~ Mono
~
| ~
Q < , a of € |
< ! 5 < ! o 0
b = ]
— =) =1
. Mono
= PRE d
=0 HSPC 0
= C2D29
& B-Lymph &,;’,
8 -0 -5 0 5 10 -5 =10 -5 0 5 10
UMAP_1 UMAP_1 UMAP,
Down in Erythroblasts after Canakinumab Treatment
Pre C2D29
HEME metabolism
N G2M checkpoint
Oxidative phosphorylation|
Ery MYC Iargepts vf &
- Mitotic spindle
Fatty acid metabolism
| E Spermatogenesis
ry Estrogen response late
| L Reactive oxygen species
0 10 » 0
HSPC =Mono =Ery =Mk =PC - T-Lymph =B-Lymph -Logyq (p-value)
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Canakinumab Treatment Induces Transcriptomic Changes in HSPCs

Conclusions
Down in HSCs during Canakinumab Treatment at C2D29 AREG o o
TNFa Signaling via NF-kB SEET?ZE : o o RESPONSE FAILURE
UV Response up o \ . . .
UNC targets 1 el e : ‘ ﬂ l » Canakinumab is safe in lower risk MDS
DUSP1{ @ ( X X ]
Hypoxia DUSP2q
— e g ; » Limited clinical activity in transfusion dependent LR MDS after at least one line
— IFI)_523STZ;AtE€V:ignaIing aele IL1B 'I ()
1 | ‘ . i Inﬂarﬁmatori response o oo ¢ eq}\\&&(ﬁb Q(f’b @‘19 @qib (\Qq? bg)“’b of therapy
o 5 10 15 20 25 30 £ el F T
"Hogro(pralie) g2 ole = » Single cell analysis showed that canakinumab targets IL-1p signaling in HSPCs
Down in Myeloid HSPCs at C2D29 * ; @ : ° f . , ,
TNFa Signaling via NF-(B e ; ¢ T and monocytes from patients with DNMT3A/TET2 mutations
UV Response up el
Aoopteis ol » Canakinumab has no effect in SF3B7-mutant MDS-RS because of different
Interferon gamma response NR4A2{ ® o
1 IL6 JAK STAT3 signaling PPPIR15A] @ ° . . \ . .
] Estrogen response late i b . biological mechanisms driving the disease
] Complement SLC2A3
] TGF beta signaling socsa] @
— | Po3patway R » Next Steps: include earlier stage MDS and CCUS
0 5 10 15 20 25 30 35 Q_@Q'%%@Q%@&@ '
Q VRO, D

-Logg (p-value)
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Luspatercept is a first-in-class, modified activin Il
receptor (ActRIIB)/Human IgG1 Fc domain recombinant
fusion protein, acting as a trap for the transforming
growth factor beta (TGF-beta) superfamily ligands

(i.e. GDF11), that suppress aberrant erythroid

inhibitory Smad2/3 signaling and enhances late stage S R

erythropoiesis in MDS models
Luspatercept

Extracellular
domain of ActRIIB
modified to reduce
activin binding

Luspatercept

T
I

LK-receptor

Fc domain of the
human IgG,
antibody
Figure 4. EPO-R, EPO

receptor. Professional illustration by Patrick Lane, ScEYEnce

BFU-Ep BFU-Em CFU-E ProEbl

Baso PolyC OrthoC Reti Erythro

Q* @- @-*@*@*Q*O‘

@0

EPO-R/EPO ESA

| Luspatercept

Table 2. Ci trials of | cept in MDS
Luspatercept trials No. of erythroid responses

Phase Trial name NCT no. Patient population End point Luspatercept Placebo Dosing, mg/kg

1 NCT01432717  Postmenopausal, healthy women Mean hemoglobin change 24 8 0.0625-0.25
(age 45-75 years) at day +15

2 PACE-MDS NCT01749514  IPSS low or intermediate-1 risk, anemia with HI-E, RBC-Tl = 8 weeks 32 (HFE, 63%); r— 0.125-1.756
or without transfusion dependence 16 (RBC-TI, 38%)

3 MEDALIST NCT02631070 IPSS-R very low, low, or intermediate risk, =15%  HI-E, RBC-Tl = 8 weeks 81 (HIE, 53%); 9 (HI-E, 12%); 1.0-1.75

RS or =5% RS with SF3B1 mutation, R/R
ESA or serum EPO >200 U/L, transfusion
dependence (=2 units once every 8 weeks)

58 (RBC-TI, 38%) 10 (RBC-TI, 13%)

Luspatercept in Patients with Lower-Risk
Myelodysplastic Syndromes

MEDALIST Study : RS(+) LR-MDS pts

1PSS-R Very Low, Low, Int Luspatercept

risk (ACE-536)
1.0 mg/kg q3W
with titration up to max of

* 215% Ring Sideroblasts
= < 5% blasts in BM

ESA experienced:
Refractory, intolerant
ESA naive: EP0>200

1.75 mg/kg, n=140

Avg RBC transfusion
burden at least 2 units /
8wks;

No prior treatment with
disease modifying agents
(eg, iMIDs, HMAs,
investigational agents)

+ 2:1 randomization
+ 210 subjects
planned MDS Disease Assessment

HE G + Americas & EU

after 24 weeks and g6months
+ No crossover at thereafter
any time

1° Endpoint: Proportion of subjects
RBC-TI 2 8 wks

www.clinicaltrials.gov. NCT02631070.

cl Enrleiigloe)lel
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B Luspatercept (N=153) [l Placebo (N=76)

P<0.001

Percentage of Patients
b

=8 Wk =12 Wk =12wk =16 Wk =16 Wk
(wk 1-24) (wk 1-24) (wk 1-48) (wk 1-24) (wk 1-48)
No. of Patients with
Response (% [95% CI])
Luspatercept 58 (38 [30-46]) 43 (28 [21-36)) 51 (33 [26-41)) 29 (19 [13-26]) 43 (28 [21-36]
Placebo 10 (13 [6-23)) 6 (8 [3-16]) 9 (12 [6-21]) 3 (4[1-11)) (7 [2-15]

Figure 1. Independ: from Red-Cell
Shown are the percentages of patients who had

pend (defined as the absence of

a red-cell transfusion) for the indicated time periods in each trial group. In the analysis of the primary end point
(transfusion independence for =8 weeks during weeks 1 through 24), the odds ratio for luspatercept as compared
with placebo was 5.07 (95% confidence interval [CI], 2.28 to 11.26). For the key secondary end point of transfusion
independence for 12 weeks or longer, the odds ratio was 5.07 (95% Cl, 2.00 to 12.84) for the analysis period of wecks
1 through 24 and 4.05 (95% Cl, 1.83 to 8.96) for the analysis period of weeks 1 through 48. P values were determined
with the use of a Cochran—Mantel-Haenszel test with stratification for average baseline red-cell transfusion burden
(26 units per 8 weeks vs. <6 units per 8 weeks) and baseline Revised International Prognostic Scoring System score
(very low or low risk vs. intermediate risk). An analysis that applied the new International Working Group 2018 response
criteria® with transfusion independence for 16 weeks or longer was also conducted

e from red-cell fusi

Table 2. Erythroid Response and Increase in Mean Hemoglobin Levels.
Luspatercept Placebo
End Point (N=153) (N=76)
Erythroid response during wk 1-24%
No. of patients (% [95% CI]) 81 (53 [45-61]) 9 (12[6-21)
Reduction of =4 red-cell units/8 wk — no. total no. (%) 52/107 (49) 8/56 (14)
Mean increase in hemoglobin level of 21.5 g/dl — no./total no. (%) 29/46 (63) 1/20 (5)
Erythroid response during wk 1-48%
No. of patients (% [95% CI]) 90 (59 [51-67]) 13 (17 [9-27])
Reduction of 24 red-cell units/8 wk — no./total no. (%) 58/107 (54) 12/56 (21)
Mean increase in hemoglobin level of 21.5 g/dl — no./total no. (%) 32/46 (70) 1/20 (5)
Mean increase in hemoglobin level of 21.0 g/dl — no. (% [95% CI])§
During wk 1-24 54 (35 [28-43]) 6 (8[3-16))
During wk 1-48 63 (41 [33-49)) 8 (11 [5-20])

* Analysis was based on the proportion of patients meeting the modified criteria for erythroid response (also called he-
matologic improvement-erythroid) according to International Working Group 2006 criterial* sustained over a consecu-
tive 56-day period during the indicated treatment period: for patients with baseline red-cell transfusion burden of at least
4 units per 8 weeks, a transfusion reduction of at least 4 red-cell units per 8 weeks; and for patients with baseline red-
cell transfusion burden of less than 4 units per 8 weeks, a mean increase of hemoglobin of at least 1.5 g per deciliter.

7 Analysis was based on the number of patients with baseline red-cell transfusion burden of at least 4 units per 8 weeks.

i Analysis was based on the number of patients with baseline red-cell transfusion burden of less than 4 units per 8 weeks.

{ Analysis was based on the proportion of patients with an increase from baseline of at least 1 g per deciliter (>14 days
after the last red-cell transfusion or within 3 days before the next red-cell transfusion) that was sustained over any con-
secutive 56-day period in the absence of red-cell transfusions.

R/R, relapsed or refractory.

NOONGL) WD M NUM.ORG  JANUARY &, 303
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1774 Overa" Survival and ProgreSSion'Free SurVivaI Of Figure 1A. Kaplan-Meier estimates of OS by response and treatment arms E?:J;:igf.‘Kaplan—Meierestimates of PFS by treatment arms in the intent-to-treat

Patients Following Luspatercept Treatment in the MEDALIST —

Trial poster 0s "

Valeria Santini, MD, PhD'", Pierre Fenaux? Amer M. Zeidan, MD3,

Rami S. Komrokji*, Rena Buckstein®, Esther Natalie Oliva, MD®, ”

Xianwei Ha”*, Dimana Miteva®’, Aylin Yucel, PhD”*, Jose Alberto e e e

Nadal®* and Uwe Platzbecker, MD? 4

"University of Florence, Florence, Italy ] "

Conclusions: 05 (month) o

° Although the MEDALIST trlal was not Sp@lelCﬂlly powered Luspatercept responders 58 57 54 54 51 50 47 4 39 23 9 1 0 0 3% 72 108 144 WBOPFZS!t;mDi‘Sch”nB 24 360 396 432 468
to assess OS or PFS, these data show that achieving Masbommrspmdens & 0 % % 6 B B % B B 1 0 G ospmemar o
response with luspatercept treatment increased OS 2 Lt v e e 5, e 1 s 0511544 A
probability. s R P e

Luspatercept vs placebo: hazard ratio 0.48 (95% Cl 0.10-2.36), P = 0.3514

» Luspatercept was associated with increased 36-mo OS

oge . . Data cut: Jan 15, 2021 Data cut: Jan 15, 2022.
prObabl I Ity for pts WIth I PSS' R Ve ry IOW' FiIs k M DS an d 3 6' 0S was defined as time from randomization to death from any cause. PFS was defined as time from MDS diagnosis to acute myeloid leukemia progression.
Responders are defined as patients with an absence of any red blood cell transfusion 2 8 weeks during The plot was generated with a stratified Cox proportional hazards model.
HH H H first 24 weeks of double-blind treatment " " " ey ;
mO P FS prObabl I Ity I n pts Wlth a B L seru m EPO IEVEI of 1 00 (!’IS confvléiz:e?meical.eHRmharzeaé;dmrzao, NA, not applicable; OS, overall survival Gl Conkdenos nterval; NA; ot sppicable; FFS, progressior-fres slinval

to <200 U/L.
» Therefore, pts with LR-MDS with these BL characteristics
may derive greater survival benefit from luspatercept.
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3098 Multiple Episodes of Transfusion Independence with Luspatercept
Treatment and the Impact of Dose Escalation in Patients with Lower-Risk
Myelodysplastic Syndromes from the MEDALIST Study

Uwe Platzbecker, MD’, Valeria Santini, MD, PhD?*, Rami S. Komrokji?, Amer M.
Zeidan, MD?4 Guillermo Garcia-Manero, MD>, Rena Buckstein®, Esther Natalie
Oliva, MD’, Veronika Pozharskaya®*, Xianwei Ha®*, Jose Alberto Nadal, PhD,
MSc?*, Dimana Miteva®* and Pierre Fenaux'?

"Department for Hematology, Cell Therapy and Hemostaseology, University of
Leipzig Medical Center, Leipzig, Germany
2University of Florence, Florence, Italy

Conclusions:

« Patients who were Low Transfusional Burden (LTB) at baseline
experienced more periods of RBC-TI response than ITB and HTB
patients.

« LTB patients were more likely to respond to lower doses of luspatercept,
whereas. almost half of ITB and HTB patients required escalation to the
maximum dose level to respond and might be expected to wait longer
for a second response

« Importantly, many patients experienced multiple RBC-TI response periods
with luspatercept, emphasizing the value of measuring cumulative
response duration as well as the benefit of continuing luspatercept
treatment.

Figure. RBC-TI 2 8 weeks response periods per patient by baseline transfusion burden

LTB:0to <4 RBC units/8 wk ~ ®ITB: 24 to < 6 RBC units/8 wk = HTB: 2 6 RBC units/8 wk
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Table. Responders at different luspatercept dose levels

ITT population LTB at baseline ITB at baseline HTB at baseline

Luspatercept | Placebo | Luspatercept | Placebo | Luspatercept | Placebo | Luspatercept | Placebo
(n=74) (n=12) (n=39) (n=28) (n=20) (n=2) (n=15) (n=2)

Responders at dose level,® n (%)

1.0 mglkg 55(74.3) | 9(75.0) | 37(94.9) | 7(87.5) 12(60.0) | 1(50.0) | 6 (40.0) 1(50.0)
1.33 mglkgb 28(37.8) | 3(25.0) | 13(33.3) | 2(25.0) 9 (45.0) 0 6 (40.0) 1 (50.0)
1.75 mglkgb 31(41.9) | 3(25.0) | 14(359) | 1(125) 10 (50.0) | 1 (50.0) 7 (46.7) 1(50.0)

2Response at a given dose defined as last dose prior to or on the start date of one response episode, with response episode defined as the absence of any RBC
transfusion during any consecutive 56 days period during the entire treatment period. Treatment period end date is the earliest of: the last dose + 20 days; study
discontinuation; data cutoff; or death. Dose level refers to the dose received at the time of response. °Can include responders who had previous response at lower
dose levels, lost response and escalated to the next level.

HTB, high transfusion burden; ITB, intermediate transfusion burden; LTB, low transfusion burden; No., number; RBC-TI, RBC transfusion independence; wk,
weeks.
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4408 Characterization of Patients with Lower-Risk Myelodysplastic
Syndromes Experiencing Long-Term Responses with Luspatercept in the
MEDALIST Study

Uwe Platzbecker, MD', Valeria Santini, MD, PhD?*, Rami S. Komrokji®, Amer M.
Zeidan, MD4 Guillermo Garcia-Manero, MD® Rena Buckstein®, Esther Natalie
Oliva, MD’, Dimana Miteva?®*, Veronika Pozharskaya®’, Xianwei Ha%*, Jose Alberto
Nadal, PhD, MScé* and Pierre Fenaux?

"Department for Hematology, Cell Therapy and Hemostaseology, University of
Leipzig Medical Center, Leipzig, Germany

2University of Florence, Florence, Italy

10Service d'Hématologie Séniors, Hopital Saint-Louis, Université Paris 7, France

Conclusions:

» Patients continuing treatment for > 48 weeks were younger and had lower
baseline TB, SF, and EPO levels.

» Higher rates of RBC-TI and mHI-E response led to longer durations of
treatment and the maximum luspatercept dose level

» There were no safety signals in terms of progression to AML/HR-MDS
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Table 1. Baseline characteristics by duration of luspatercept treatment received

Duration of treatment

0 to 24 weeks > 24 to 48 weeks > 48 to 144 weeks > 144 weeks
Characteristic (n = 45) (n =26) (n = 45) (n=37)
Age, mean (SD), years 71.8 (6.11) 71.3(10.06) 70.8 (8.01) 67.8 (10.61)
Sex, female, n (%) 18 (40.0) 6 (23.1) 18 (40.0) 17 (45.9)
Time since MDS diagnosis > 2 to 5 years,? n (%) 13 (28.9) 11 (42.3) 18 (40.0) 20 (54.1)
Time since MDS diagnosis, mean (SD), months? 76.8 (81.04) 42.9 (24.67) 50.4 (48.17) 54.1 (39.28)
;I';avr;::;(ssl,o: (lz/:l)rden < 6 RBC units/8 weeks over 20 (44.4) 11 (42.3) 32 (71.1) 24 (64.9)
RBC transfusions/8 weeks, mean (SD), units 6.5 (2.82) 6.1 (2.42) 4.7 (2.55) 4.9 (2.76)
Serum ferritin, mean (SD), ug/L 1641.1 (1159.76) 1471.4 (1116.6) 1230.3 (913.53) 1048.1 (474.25)
SF3B1 mutated, n (%) 39 (86.7) 23 (88.5) 42 (93.3) 37 (100.0)
Serum EPO < 100 U/L,® n (%) 10 (22.2) 10 (38.5) 13 (28.9) 18 (48.6)
Prior ESA treatment < 6 months,® n (%) 19 (42.2) 8 (30.8) 15 (33.3) 6 (16.2)
Hemoglobin, mean (SD),? g/dL 7.7 (0.93) 7.5 (0.84) 7.8(0.77) 7.7 (0.80)
Platelets > 400 x 10°/L,° n (%) 2(4.4) 1(3.8) 5(11.1) 9 (24.3)
Platelets, mean (SD),® x 10°/L 237.9 (132.63) 220.0 (93.49) 280.5 (103.03) 287.3 (140.86)

aTime since MDS diagnosis is defined as the number of years from the date of original diagnosis to the date of informed consent.
bBaseline EPO (efficacy) is defined as the highest EPO value within 35 days of the first dose of IP.

SESA population.

4Time from end of prior ESA to start of study is defined as the number of months from the date of the end of prior ESA to the date of C1D1. When C1D1 is missing,

the randomization date is used.

©Baseline platelet (efficacy) is defined as the lowest platelet value within 35 days of the first dose of IP.
C, cycle; D, day; EPO, erythropoietin; ESA, erythropoiesis-stimulating agent; IP, investigational product; MDS, myelodysplastic syndromes; RBC, red blood cell;

SD, standard deviation; SF3B7, splicing factor 3b subunit 1.

Table 2. RBC-TlI and mHI-E response rates

Duration of treatment

0 to 24 weeks > 24 to 48 weeks > 48 to 144 weeks > 144 weeks
Response (n = 45) (n = 26) (n = 45) (n=37)
RBC-TI 2 8 weeks responders,” n (%) 5(11.1) 6 (23.1) 31(68.9) 32 (86.5)
95% CI (3.71-24.05) (8.97—-43.65) (53.35-81.83) (71.23-95.46)
RBC-TI = 16 weeks responders,” n (%) o 1(3.9) 18 (40.0) 29 (78.4)
95% ClI (NA-NA) (0.10-19.64) (25.70-55.67) (61.79-90.17)
mHI-E responders,’ n (%) 10 (22.2) 11 (42.3) 37 (82.2) 36 (97.3)
95% CI (11.20-37.09) (23.35-63.08) (67.95-92.00) (85.84-99.93)

occurring

2Defined as the absence of any RBC transfusion during any consecutive 56-day period during the entire treatment period = min (death date, study discontinuation

date, last dose date + 20, data lock date).

bDefined as the absence of any RBC transfusion during any consecutive 112-day period during the entire treatment period = min (death date, study discontinuation
date, last dose date + 20, data lock date).

“Defined as the proportion of subjects meeting the modified HI-E criteria per the International Working Group sustained over any consecutive 56-day period during

the treatment period defined as the time for treatment initiation to the earliest of: last dose date + 20 days; study discontinuation; data cutoff; or death

ClI, confidence interval; mHI-E, modified hematologic improvement—erythroid; NA, not applicable; RBC, red blood cell; RBC-TI, RBC transfusion independence.
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3088 Efficacy and Safety of Luspatercept in Adult Patients with Transfusion-Dependent Anemia Due to Very Low, Low and
Intermediate Risk Myelodysplastic Syndromes (MDS) with Ring Sideroblasts, Who Had an Unsatisfactory Response to or
Are Ineligible for Erythropoietin-Based Therapy: A Retrospective Multicenter Study By Fondazione ltaliana Sindromi
Mielodisplastiche (FiSiM ETS)
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Ferrero, MDE", Chiara Fraira, MO, Antonella Vaccarino, MD, Davide Griguolo, M0 Stefania Paolii, MD, PhD®' Martina
Quintini, MD®" Mariarosaria Sessa, MD2”" Mauro Turrini MDZ%' Monica Bocchia, MD®' Nicola Di Renzo, MD™' Elisa Diral, MD*"
Cristina Foli MD®2: Alfredo Molteni, MD**" Ubaldo Occhini, M Gilia Rivoli MD%®" Carmine Sefleri MD™ Roberto Bong, MD¥”
Anna Calvisi, MD%®: Andrea Castelli MD™ Eros Di Bona, MO Ambra Di Verol MD*" Luana Fianchi MO, Sara Galimbert;
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Cancer Center, IRCCS Humanitas Research Hospital & Humanitas University Rozzano - Milan, Haly
Brondazione Itaiana Sindrom Miclodisplastiche FISIVMETS, Firenze, aly
1Department of Experimental and Clinical Mediing, MDS Unit Hematology, AU Caregqi - Universtty of Florence, Firenze, aly

Demographics and Baseline Disease Characteristics

FiSiM Study (n = 201)

Medalist Trial(n = 153)

Age, median (range), years T4(31-89) T1/(40-95)
<64 years,n (%) 31(154) 29(19.0)
65 to 74 years, n (%) 76(37.8) T2 (47.1)
275 years, n (%) 9% (46.8) 92 (34.0)
Male, n (%) 129 (63.5) 94(61.4)
ECOG performance status, n (%)
0 17379 54(3.3)
1 110(54.2) 91(59.9)
2 14(69) 8(5.2)
Timesince diagnosis, median (range), months 42(2-234) 44 (3-421)
<2 years,n (%) 64(31.) 40(262)
2105 years,n (%) 10(348) 62 (40.5)
25 years, n (%) 67 (334) 51(33.3)
Time since first RBC transfusion, median, months 21 (24156) NR
[PSS-R risk category
Very Low, n(%) 8(3.9) 18(11.9)
Low, n (%) 161(744) 109(71.2)
Intermedliate, n (%) 42207 25(163)
High, n (%) 0 1(07)
n. 201 n. 153
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Demographics and Baseline Disease Characteristics

FiSiM Study (n=201)  Medalist Trial (n = 153)

Comorbidities that require ongoing treatment
21,n (%) 134 (66.7) \R
23,n (%) 43(214)

Renal comorbidity l:> 14(7.0)
Gastrointestinal comorbidity 18(9.0) NR
Autoimmune comorbidity 9(4.5)

Prior ESA use 198 (98.5) 148 (96.7)

Baseline Serum EPO
<200 UIL, n (%) 67(33.3)

2200 UL n (%) 4219 gj Eﬂg;
2500 UIL, n (%) 18(8.9) NR.
Missing values 90 (44.8)

RBC transfusion burden, median (range), units/8 weeks l:> 72-22) 5(1-15)
2 6 units/8 weeks, n (%) 130 (64.6) 66 (43.1)
410 <6 units/8 weeks, n (%) 51(254) 41(26.8)
<4 units/8 weeks, n (%) 20(10.0) 46 (30.1)
<4 units/8 weeks, n (%) 53(26.1)

5-7 units/8 weeks, n (%) 57(28.1) NR
> 8 units/8 weeks, n (%) 91(44.8)
Pre-transfusion Hb, median (range), g/dL 7.9(5.5-9.6) 7.6 (6-10)
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Primary Endpoint Secondary Endpoints

FiSiM Study MEDALIST FiSiM Study MEDALIST
(n=201) (n=153) (n = 201) (n = 153)
RBC-TI 2 8 weeks during Weeks 1-24, n (% 61303 5 (37.9) RBC-TI 2 8 weeks during weeks 1-48, n (%) 79 (39.3) il
Baseline transfusion requirements RBC-TI 2 12 weeks during weeks 1-24, n (%) 38 (18.9) 43 (28.1)
26 units/8 weeks, n (%) = 27(208) 6/66 (9.0) RBC-TI 2 12 weeks during weeks 1-48, n (%) 59 (29.4) 51 (33.3)
4-5 units/8 weeks, n (%) 19(37.3) 15/41(36.6) .
Erythroid Response
<4 units/8 weeks, n (%) 15(75.0) 37146 (80.4)
FiSiM Study MEDALIST
> 8 units/8 weeks, n (%) 15(16.5) (n =201) (n = 153)
5.7 units/8 weeks, n (%) 19(333) NR Weeks 1-24
< 4 s veeks, 1 () 27509 Reduction 24 RBC U/8wk (baseline burden 24 U/8wks) 66/181 (36.4) 52/107 (48.6)
Hb i 1.5 g/dl (burden <4 U/8wk 5/20 (25.0 29/46 (63.0
Tl duration, median, weeks e Y 30.6 inorease 21.5 g/dl (burden ks #0) (B
Weeks 1-48
Number of patients with multiple Tl responses _ _
Reduction 24 RBC U/8wk (baseline burden 24 U/8wks) 71/181 (39.2) 58/107 (54.2)
2 responses f (18'0) 2 (15'0) Hb increase 21.5 g/dl (baseline burden <4 U/8wks) <: 10/20 (50.0) 32/46 (69.6)
23 responses = 12(19) 13 (8.5)

Median follow-up was 377 days
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Duration of Transfusion Independence
Stratified by Baseline Transfusion Burden
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Treatment Exposure Response Rate according to IWG 2018 Criteria in FiSiM cohort

— Treatment duration, median (range), weeks 42.1 === |Low Transfusion Burden
Completed 2 24 weeks of treatment, n (%) 143 (71.1) HI-E (16 weeks TI) during weeks 1-24, n(%) 8 (40.0)
Completed 2 48 weeks of treatment, n (%) 83 (41.3) HI-E (16 weeks TI) during weeks 1-48, n(%) 10 (50.0)
Number of doses received, median (range) 14 (2-25)
Maximum dose escalation, n (%) — High Transfusion Burden
1.0 mg/k 13 (6.5 _ _
. 33mg//i - ((11 :) Major response (16 weeks Tl) during weeks 1-24, n(%) 22 (12.2)
.33 m . . .
&/%& Major response (16 weeks Tl) during weeks 1-48, n(%) 32 (17.2)
:> 1.75 mg/kg 165 (82.1) Mi (%) 76 (42.0)
inor response, n .
m— Patients discontinued from treatment, n (%) 87 (43.3) P °
AML ° Platelets R % 5/17 (29.4
Lack of benefit 56 atelets \ esponse, n( o)o /17 (29.4)
Patient withdrawal 4 Neutrophil Response, n(%) 3/18 (16.6)
Death 13 Safety Outcomes
Other 11
:> AML Evolution, n (%) 5(2.5)
Iron Overload Outcomes Time to AML, median in months 5.2
Patients with 2 1 SAEs, n (%) 35 (17.4)
Patients previously on Iron Chelation Therapy, n (%) 15 (7.5) SAE - Bone Fractures 4
Patients currently on Iron Chelation Therapy, n (%) 121 (60.2) SAE - Cardiac 11
SAE - Renal 1
Mean change in ferritin concentration across C2-C6 (95% C.I.)  -205 pg/L (-454;42) SAE - Infections 10
— SAE - COVID19 4
Mean change in ferritin concentration across C7-C12 (95% C.l.) -518 ug/L ((-801;-235) =) | Death on treatment, n (%) 13 (6.5)
Death overall, n (%) 20(9.9)
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Dose at First Response by Baseline Transfusion Burden Summary

1 k 1,33 k 1,75 k 70,4% ) . . .
" 1me/ke ® me/ke = me/ke ® |n the 2022 real life, patients with MDS-RS are characterized by

older age and increased transfusion burden with respect to
MEDALIST population

63,2%

® | uspatercept is effective for the treatment of transfusion-dependent
anemia in MDS-RS in a real-life setting.

39,4%

30,3% 30,3%

® The benefit extended beyond the achievement of Tl and produced a
significant reduction in the number of RBC transfusions.

21,1%

18,5%
15,8%
I - I

<4 RBC U/8 weeks 5-7 RBC U/8 weeks >8 RBC U/8 weeks ® |n patients with high transfusion burden, high dose of luspatercept
(1.75 mg/kg) is expected to be required to induce a clinical benefit

® Higher baseline transfusion burden was associated with a reduced
probability to achiever TI; in these patients, the reduction of
transfused RBC units appears a more reliable treatment target.
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Imetelstat Achieved Prolonged, Continuous Transfusion Independence in Patients With Imetelstat. F'rSt"n'Clas.s Telolmfra.se 'nh'?tor y
Heavlly Transfused Non-Del(5q) Lower-Risk Myelodysplastic Syndromes " Imettss drectand compettheinhibioat 008 k?ﬁ,i'jﬁ;f,i'n’{‘;‘i',x';‘fdpgﬁﬁ’g‘;'ﬁig;r clls,
Relapsed/Refractory to Erythropoiesis Stimulating Agents Within the ot
[Merge Phase 2 Study

Apoptosis of
Telomerase malignant cells
(nTERT) Malignant Malignant
RNATemplate ‘ ‘ hematopoietic ~ progenitor
(hTR) stem cells cell
Uwe Platzbecker, MD,! Rami Komrokji, MD, Pierre Fenaux, MD, PhD,’ Mikkael A. Sekeres,* Michael Robert Savona,

Yazan F. Madanat, MD,® Koen Van Eygen, MD, Azra Raza, MD,2 Ulrich Germing, MD, Laurie Sherman, BSN,  Tymara Berry, MD,°
Souria Dougherty, MBA,Sheetal Shah, PhD, Libo Sun, PhD,® Ying Wan, MD, PhD, " Fei Huang, Ph, " Annat Ikin, PO,

Faye Feller M, Amer Zeidan, MHS, " and Valeria Santini®

B— @ —

TelomeraseY{upregulation

Hiiia Imetelstat ».
Wniversity Clinic Leipzig, Leipzig, Germany; 2Moffitt Cancer Center, Tampa, FL, USA; *HopitalSaint-Louis, Université Paris Diderot, Paris, France; *Sylvester Cancer Center, University Telomere Imetelstat inhibits telomerase Recovery of RBCs,
of Miami, Miami, FL, USA; *Vanderbilt University Medical Center, Nashvile, TN, USA; ®University of Texas Southwestern Medical Center, Dallas T¥, USA; "Algemeen Ziekenfuis activity WBCs, platelets
Groeninge, Kortrik, Belgium; ®Columbia University Medical Center, New York, NY, USA: *inik fir Hamatologie, Onkologie, and Klnischelmmunologie, Universitatskinik Diisseldorf, enabled
Heinrich-Heine-Universitat, Disseldorf, Germany; “Geron Corporation, Parsippany, NI, USA; “ale School of Medicing, New Haven, CT, US; “2MDS Unit, AOU Careggi-University of
Florence, Florence, ltaly

hTERT, human telomerase reverse transcriptase; hTR, catalytic component; RBC, red blood cell; WBC, white blood cell

1.Asai A, etal. Cancer Res. 2003;63(14):3931-3939; 2. Herbert BS, et al. Oncogene. 2005;24(33):5262-5268; 3. Mosoyan G, et al. Leukemia. 2017;31(11):2458-2467; 4. Wang X at al. Blood Adv. 2018;25;2(18):2378-2388.
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IMerge (MDS3001; NCT02598661) Phase 2/3 Study Design Meaningful and Durable TI With Imetelstat Treatment

) * 0f 57 patients treated in the phase 2 study, 38 patients were non-del(5q) and lenalidomide/HMA naive
[ Part 112 \ : oh 3Part(21 2o . Pati ith LR-MDS2 (target patient population)™?
Phase 2. singl : a'se , fandomized, atients with LR- ~ Longer duration of Tl was seen in the target population (median, 88 weeks) vs all 57 treated patients (median, 65 weeks)
ase 2, Single-arm, ! double-blind, placebo-controlled — PSS low or intermediate-1

open-label I N=170 Efficacy parameters Target population

Overall N=57 I\ Enrollment complete; Top line results early Jan 2023 — Relapsed/refractoryto ESA or N=38?
|

SEPO >500 mU/mL
— Target population of | s \ / 8-week Tl n (%) 16 (42)
: | _ ; .
norde(3q)/len/HMA-naive | ko Transfusmn dependent: Median duration of TI, weeks 88.0
N=38 | | Imetelstat (n~115) >4 units RBC/8 weeks over the 195% I 31-1409)
\ Enrolment Complete / . 16-week prestudy period

! ; \ y, . 24-week TI, n (%) 12(32)
, | ~ Non-del5(q), len/HMA-naive
| 2 . _ , = TI2Lyearn (%) 11(29)

Imetelstat : E Placebo (1°55| * Primary endpoint: 28-week RBCTI

— 7.5 me/kg IV gw : ’ * Key secondary endpoints: safety, * The analysis in this presentation describes the characteristics and clinical benefits of the 11 patients within the target patient
: ! Sratficaton: vansfuson burden <61 5 unt) s20-week Tl rate. HI-E. 05, PFS population who had continuous Tl for 21 year while on imetelstat after 57 months of follow-up

! 1P iskgroup (low s ntermedite-1) and time to progression to AML * The 29% of patients who achieved sustained TI 21 year? represent:

, - . R - 69% of the 28-week Tl responders
Treatment continues until disease progression, unacceptable toxicity, or withdrawal of consent 92% of the 224-week Ti d
Pre-medication: diphenhydramine, hydrocortisone 100-200mg (or equivalent) - o° 0 the 224-wee reSpon. ers
Supportive care: transfusions, myeloid growth factors per local guidelines - 37%(10 of 27) of MDS-RS+ patients treated

“Based on the Kaplan Meier method. HMA, hypomethylating agent; MDS, myelodysplastic syndromes; RS+, ring sideroblast-positive; TI, transfusion independence.

AML, acute myeloid leukemia; ESA, erythropoiesis-stimulating agent; HI-E, hematologic improvement-erythroid; HMA, hypomethylating agent; IPSS, International Prognostic Scoring System; IV, intravenous; len, lenalidomide; LR, lower-risk; ) 8
1. Steensma DP, et al. J Clin Oncol. 2021;39(1):48-56.2. Platzbecker U, et al. Presented at: ASH Annual Meeting 2020; Abstract 658.

MDS, myelodysplastic syndromes; S, overall survival; PFS, progression-free survival; q4w, every 4 weeks; RBC, red blood cell; SEPO, serum erythropoietin; I, transfusion independence.
1. Steensma DP, et al. J Clin Oncol. 2021;39(1):48-56. 2. Platzbecker U, et al. Presented at: ASH Annual Meeting 2020; Abstract 3113.
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Baseline Characteristics of >1-Year Tl Imetelstat-Treated Patients Compared to the Disposition and Treatment Exposure for Imetelstat-Treated Patients With Tl 21 Year
Overall Target Population

< L. Patients with Tl 21 year Target population
Baseline characteristic (n=11) (N=38) . .
Patients with Tl 21 year (n=11)
>2 years since initial diagnosis, n (%) 10(90.9) 28 (73.7)
IPSS category, n (%) X X
a -
o Suss) 2632 Median time on study,? months (range) 57.3(19.0-57.8)
Intermediate-1 risk 6(54.5) 14 (36.8)
) | wosRs, 0 (% 10(90.9) 27(714) m— Median treatment duration, weeks (range) 126.1(70.1-168.1)
Normal karyotype, n (%) 7 (63.6) 28 (73.7)
Mutations at baseline, n (%) Median treatment cycles, n (range) 27.0(18-40)
ﬁ SF3B1 11 (100) 27 (71.1)
Other 4(364) 13(34.29 Median relative dose intensity,°% (range) 98.9(85.5-102.4)
Prior ESA, n (%) 11 (100) 34 (89.5)
d Prior luspatercept, n (%) 2(18.2) 6(15.8)
N N N Data cutoff: October 13, 2022.
Median prior RBC transfusion burden (over 6.0 (4-14) 8.0 (4-14) *Defined as the interval between study day 1 and the date of death (censored) or last day on the trial; based on the Kaplan-Meier method. ®Defined as the total actual dose/total planned dose.
8 weeks) prior to study treatment, units (range) : ’ I, transfusion independence.
*Thirty-four patients had Karyotyping rstis. Baseline mutaion samples were collected in 31 patients, 28 0ut of 31 (90, detected. ESA, is-stimulati 1pss,

Durable TI Accompanied by Substantial Increase in Hgb in Tl 21-Year Responders

LR-MDS Patients Treated With Imetelstat Achieved Sustained, Continuous Tl >1 Year Median Tl duration: 92.4 weeks® <=

i b g
(95% Cl, 69.57-140.86) Mean Change in Hgb > 3 g/dl

5
. —o— Patients with Tl 21 year
3 o _________________________________ O O O Duration of TI*
&
L 4
£ 100 =
R i 3
A g2 ER
Eoleee -+ + -~ = -+ - ;. 5 801 Y
g £ 704 T
g | - . - - cceceeee 4 :
A 601 v 2
£ |emem o - N - - S F &
2
c < 504 H
v 3 =
£ | £ 101 S,
°
o £ 301 g
] 2 4
Z [ e Bl 7128 and <24 weeks B 0
S TI 224 weeks and <1 year 107
£ o 04 —o— Patientswith TI 1 year
2 B T1>1 year 4
£ 4 RBCTransfusion T AL A L L L L L A L L
.| 2000 OO0 GGARELACOOGCOOOEOO00OOLOOOGEHHHHGE0S,
0 & Is 2% 3> 9 9 S5 6g 2> 8 85 990,0545,00.5.09 152616 N N R N N X X A X X NN NN N AP RPN NN APAOROACAASINCKL
' . . . . 0% % %0 % % 81 %2 % % % f0,00510 Qs 52 0 % R B R R S R R AR R Rk
0 50 100 150 200 Duration (Weeks) Visit (Cycle, Day)
Patients at Risk Patients at Risk
Duration (Weeks) n 111111111111111119 6 5 4 3 3 3 2 2 11 1 0 n 114 22313469 9101010111010111111111111119109 9 98 6 6 554444422222 11

¢ Median onset of 8-week Tl was 9.29 weeks (range, 3.3-40.7)

Data cutoff: October 13, 2022.
Based on the Kaplan Meier method. °The mean changes from the minimum hgb of the values in the 8 weeks prior to the first dose date are shown and values that within 14 days of RBC transfusions were excluded. This plot does not include
‘the values from unscheduled visits.

Data cutoff: October 13, 2022 Hgb, hemoglobin; RBC, red blood cell; Tl transfusion independence.

LR, lower-risk; MDS, myelodysplastic syndromes; RBC, red blood cell; TI, transfusion independence.
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Robust PFS and Survival of Imetelstat-Treated Patients With Tl 21 Year

05 Reduction in SF3B VAF in Imetelstat-Treated Patients With TI 21 Year Correlated

Median PFS: 34.2 months | 100 | 'Median 0S: 56.1 months
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Conclusions

ndata available

B «  |metelstat demonstrated 1 year sustained, continuous Tl in 29% of patients with transfusion
dependent, non-del(5q) LR-MDS relapsed/refractory to ESAs and lenalidomide/HMA naive

— Attainment of 24-week Tl was indicative of the likelihood to achieve Tl 21 year yertimeto

. Strong evidence of disease-modifying activity for imetelstat mechanism of action:
— Durable Tl with median duration of Tl of 92.4 weeks and robust increase in Hgb by >3 g/dL
— Notable survival post-ESA (median OS, 56 months) b :

]

— Meaningful reduction in mutational burden that correlated with longer Tl and shorter time to onset of Tl
m=) * Safety findings were consistent with those of the overall target population and previous reports

* Enrollmentis complete for the phase 3 part of IMerge, a randomized (2:1), double-blind, '
placebo-controlled trial to compare efficacy of imetelstat versus placebo in transfusion dependent,
ESA-relapsed/refractory, non-del(5q), lenalidomide/HMA-naive LR-MDS

— Results from the primary analysis are expected in early January 2023

ESA, erythropoiesis-stimulating agent; Hgb, hemoglobin; HMA, hypomethylating agent; LR, lower risk; MDS, myelodysplastic syndromes; OS, overall survival; Tl, transfusion independence. 0 Rl 0

 WEERS \LUIISISLEIIL Wi @ gEL pupTatiunyg , , ,
Longest ransfuson-fre Interval(Weeks) Timeto Longest Tansfusion-free Interval(Weeks)
—  Events were manageable with dose holds (n= 10/11) and reduction (n=7/11) as specified in the protocol with limited clinical
consequences Data utof: October 13,2020

. . . . T, transfusion indepencence; VAF,vaiant alele frequency.
— Imetelstat-related cytopenias are on-target effects based on the selective reduction of malignant cells through telomerase
inhibition?
Data cutoff: October 13, 2022.
ALT, alanine ami AST, aspartats i ; TEAE, B adverse event; Tl,
eensma DP ot 2o p Opcol 2021:20(10.42. 06 -2 LMascarenha etal Proconte - ot
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Press release, January, 4th, 2023

+ Trial met primary 8-week transfusion independence (TI) endpoint and key secondary 24-week Tl endpoint
with highly statistically significant and clinically meaningful improvements

* Median Tl duration approaching one year for imetelstat 8-week Tl responders and 1.5 years for imetelstat 24-
week Tl responders

+ Statistically significant and clinically meaningful efficacy results achieved across key MDS subtypes, including
ring sideroblast (RS+/RS-) status, high and very high transfusion burden and Low and Intermediate-1 IPSS risk
(ategories

* Safety results consistent with prior imetelstat clinical experience with no new safety signals

* (linical and molecular evidence support the potential for MDS disease modification

* Request for rolling submission of U.S. New Drug Application (NDA) granted and 2023 plans on target for
regulatory submissions in the U.S. and EU

+ Conference call with Geron management scheduled at 8 a.m. ET this morning

Milano, 2-3-4 Febbraio 2023

Imetelstat Placebo P-value*
(n=118) (n=60)
8-week T1, n (%) 47(39.8) 9(15.0) <0,001
95% confidence interval (30.9,49.3) (7.1,26.6)
D4-week TI, n (%) 33(28.0) 2(3.3) <0,001
| 95% confidence interval (20.1,37.0) (04,115
8-Week Tl Imetelstat, n (%) Placebo, n (%) Difference (95% Cl) P-value*
Overall 47/118 (39.8) 9/60 (15.0) 248(9.9,36.9) <0.007
WHO category
RS+ 33/73 (45.2) 7/37(18.9) 26.3(5.9,42.2) 0.016
RS- 14744 (31.8) 223 (8.7) 23.1(-1.3,40.6) 0.038
Transfusion burden
4-6 units 28/62 (45.2) 7133 (212) 23.9(1.9,414) 0.027
>6 units 19/56 (33.9) 227 (7.4) 265(4.7,41.8) 0.023
IPSS risk category
Low 32/80 (40.0) 8/39(20.5) 19.5(0.1,35.2) 0.034
Intermediate-1 15/38 (39.5) 1721(4.8) 34.7 (8.8, 524) 0.004
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ASTX727-03: Phase 1 Study Evaluafing Ora Deciabine/Cedazuriding  Itroduction (£]: HMASin Lower-Risk MDS Introduction (2): Oral Decitabine/Cedazuriding
(ASTX?Z?) Low-Dose (LD) In Lower-Risk Myelodysplastic Syndromes Hypomethylating agents (HMA) are standard therapies in higher risk MDS but use ¢~ Oral decitabinejcedazuridine (ASTX727)

(LRMDS) Patients inlower-isk disease (Int-1/LR) isless clear ~ demmm - fived-dose (FDC) combination of 35 mg decitabine (DEC) and the cytidine deaminase
v A prior study ofow-dose decitabine (20 mg/m v, azacitdine 75 mg/mix 3 281 (CDA) inhibitor cedazuridine (100 mg, C) produces equivalent PK AUC exposure
suggested clnical beneft? leading toinclusion in NCCN Clinica Practce Guidelnes n compared to IV decitabine!

On behalfof the ASTT27-03 Investigators Team
Gullermo Garcia-Manero" imo Bachiashi®,Harshad Amin’, Efe Traer', Daniel A Pollyes®, DavidSallman, Avef AWl Lary Oncology (NCCN Guidelines®) s —
(e, Jsis B, Elabeth A Gt Samay Mohant Y Snot Aram Ognesan Harl eer Abdulheam Yaoups * - Arecent andomized tudy of an orelformulationofaactdine (CC486)showedno ASCERTAIN: Prase 3 tudyld o the approva oforlDEC-C
difference in survival (median 05 173 vs. 16.2 months| compared toplacebo €=~ LRMDS subjects who received the standard dose (SD) of ASTX727 for 5 daysand

1The Unverstyof Texas D Anderson Cancer Centr, Houston, T Universtyof Alabam atBimingham Comprehensive Cancer Cente,Birmingham, AL *BocaRaton Cancer - (C-486 exposure and schedule are different than parenteral azacitidine demonstrated clinical benefit?

Research, Boca Raton, L OregonHealthand Scence Universty Portand, OR; Uriversity o Clorado Canc Center, D, C0: Moffit Cancer Cente, Tam, FL "eayo Clin

Rochester, Rochester,MN:“ndiana Universty Health,Idianapols,I:*Sarah Cannon Research Insitte, Neshile, T “RoswelPark Comprehensiv Cancer Center New York, - Suvivel impaaed by early Infectious deaths in irst 56 days (16 [15%] in CC-486vs 6

N et Cnce Center,Nshle, T, “Aste Pharmaceuicl,n, Pleasnton, CA “The Unversty fKnse lnclCance Reserch Center [5.5%) placebo)? . StUdy ASTATZT-03 (NCT03502668) &
+ Optinizngdosing egimen for LR MDSs ctcal to blance cincal esponse with sk of ~ ~ Pnase 1 investigaed multpe dosin regimens of oal DECC in R MDS
mye|05uppressi0n bt Yook 2055 O 5 O - Withthe ObJECtiVE of obtaining Clinical reSPOnses while avoiding myelotoxicity in
Alstract 461 presented t the ASH Annual Meetig o i oatents Who are expected o receve Iong-ter treatment s
New e, A 10- 5,002 20T PTZTALT s 2
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Phase 1 Study Design
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Patient Demographics/ Disease Characteristics n. 47 ¢

A DEC5 mg / CED 100 mg 7
Lower-Risk MDS Al Daily x10 (5-day on, 2-day off, 5-day on)
(IPSS Low,‘nt‘l risk) Stage A
A2 DEC10 mg / CED 100 mg ll
Cytopenia Requiring Treatment 1:1{1 ‘ Daily x10 (5-day on, 2-day off, 5-day on)
* RBC transfusion dependence Randomization
p N=6in each A3 DEC15 mg/ CED 100 mg
of >=2 U or Hgb of < 8.5 g/dL, Daily x10 (5-day on, 2-day off, 5-day on) .
S Determine
in 2 timepoints b
or B1 DEC10 mg/ CED 100 mg RP2D
* ANCof 0.5x10%/Lin2 Dailyx5
timepoints, B DEC10 mg / CED 100 mg
or 111 Dailyx 7
* Platelet count of <50x10%/Lin  Randomization
2 timepoint N=10in each B3 DEC20 mg / CED 100 mg
Dailyx 5
Major Entry Criteria: Primary Endpoint
+ Cytopenia requiring treatment + Safety as determined by incidence of drug-related Grade >3 AEs or DLTs
* ECOGPSO0-2 Secondary Endpoint
+ Adequate organ function +  Hematologic Improvement (Hl) based on modified 2016 IWG criteria
* Prior treatment with HMA is allowed +  Transfusion Independence
* Exclude CMML + Overall Survival (OS), Leukemia Free Survival (LFS)
IPSS— International Prognostic Scoring System; RBC - red blood cell; ANC - absolute neutrophil count; RP2D - recommended phase 2 dose; ECOG - Eastern Cooperative Oncology Group;
PS—performance status; CMML - chronic myelomonocytic leukemia; AEs - adverse events; DLTs — dose-limiting toxicities; IWG - International Working Group
DLT frequency for each regimen
Cohort | Al A2 A3 B1 B2 B3
. 5mg 10mg 15mg 10mg 10mg 20mg
Regimen 10-day 10-day 10-day 5-day 7-day 5-day
DLT /Evaluable
subject # 3/10 a/a - 3/11 7/10 7/11

= All DLTs were related to_grade 4 neutropenia (last longer than 10 days in Cycle 1)
= Cohort A3 was closed with no enrollment due to the high incidence of DLT observed in
cohort A2

= The DLT incidences were proportional to the dose intensity (total DEC dose per cycle) and
number of days of study drug administration

76

Characteristics Total Treated N=47 Baseline Hematology Parameter | Median (Range)

Age in years (median, range) 76 (51-88) Bone marrow blasts (%) 2.0(08)
Sex: Male/Female 30(65%) / 17(35%) Hemoglobin (g/L) 81(62-145)
Median weight, kg (range)/Median BSA, m2 80 (52-136) /19 (L5~ 2.5) Platelets (10°/L) 123.8 (5-509)
(range) ANC (10%/1) 1.9(0-7)
MDS, IPSS classification Low-risk / Int-1 15 (32%) / 32 (68%) RBC transfusion dependent (TD) 21 (45%)
Cytogenetics Good | 33(70%) Platelets TD 6%
Intermediate 8(17%)
Poor 4(9%) * RBCTD: 21 (45%), N= 34 (71%) with
Prior treatment for MDS 27 (57%) Hgb <90 g/ L
ECOG PS 0/1/2 10(21%) /34 (72%) /3(6%) °* Platelet TD: 3 (6%), N= 17 (35%) with
Platelet < 75 X 10°/L

Low and Int-1 IPSS risk category were 32% and 68%,
respectively; 29 (60%) had an IPSSR score of 3.5 or less

Prior treatment for MDS was primarily ESA 16 (34%) and 13
(28%) each were treated with lenalidomide or parenteral HMAs

Results: Pharmacokinetics (PK) Profile of
Decitabine Exposure

Daily Decitabine |Cycle Cumulative % FDC Cycle Total Cycle ,AUC, ,;, % FDC Total Cycle AUC, ,,,
Dose (mg) Dose (mg) Cumulative Dose (ng*hr/mL) (5 Days)
235 27%

10 x 5 days 29%
B2 10 x 7 days 70 40% 269 31%
B3 20 x 5 days 100 57% 431 50%
Standard o
dose (SD)! 35 x 5 days 175 100% 856 100%

1 ASTX727-02 phase 3 fixed-dose combination primary analysis (paired population): plasma decitabine results for AUC equivalence assessment; oral geometric least squares means

Total cycle AUC, ,,, is proportional to the total dose of decitabine per cycle

i. e. Cohort B1’s cycle cumulative dose is 50 mg, which is 29% of the cycle cumulative dose of the SD of 35
mg over 5 days, and total cycle AUC ,,, is 27% of the total cycle AUCg_,,, of the SD of 35 mg over 5 days
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Efficacy ReSU_”SI Hematologic Improvement (Hl) Safety Results: Treatment-Emergent Adverse Events
and Transfusion Independence (TI) in >20% of Patients (Independent of Attribution)

|| PphaselstageA Phase 1 Stage B I CohortA1 | CohortA2 | CohortBl | CohortB2 | CohortB3 | Total Safety profile consistent with that
5mg 10-day | 10mg 10-day | 10mg 5-day | 10mg 7-day | 20mg 5-Day | Total N=10 N4 N=11 N=11 N=11 of standard (approved) DEC-C
N=10 N=4 N=11 N=11 N=11 Subjects with any AE 10 (100) 4(100) 11(100) 11(100) 1 (100 47(100) dosing
Total HI endpoint evaluable subjects All cohorts showed B G 1033
. Fatigue . . .
HL 0 (%) 2(200) 2500)  4(364) 373  373) 14(298) early emerging —— 6(60.0)  2(50.0)  4(364)  5(455)  4(36.4) 21(44.) lglo S|gn|f|c;nt sa}:‘ety dlffeLenhces
; i e 3(30.0 3(75.0 5(45.5 5(45.5 3(27.3)  19(404 etween the cohorts, with the
HI-E endpoint evaluable subjects, n 9 3 1 10 9 42 evidence of clinical Neutroohi count d y (300) 7s0) s us:3) 73] o4 exception of increasé of AE
o fang el G CEIEEsELl | - g 2(50.0 2(18.2 5(45.5 8(72.7) 18(383
HI-E, n (%) 1(111)  1(333)  4(364) 2000 2(22) 1o(3g | activity (achieving — 1o 500 U2 s@ss) sen) 1Bed frequency of decreased
_ . HI and transfusion 1(100)  2(500)  5(455)  3(27.3)  5(455) 16(340) . .
HI-P endpoint evaluable subjects, n 5 3 4 4 6 22 Constiation neutroph|l counts observed in
ind d p 22000 1(50)  3(273)  6(545)  4(364) 16(34.0) : T
HI-P, n (%) 10000 1833  2000) 2000) 2(33 s@se | independence) . regiments with higher DEC doses
' Diarrhoea 1(1100)  1(250)  3(273)  3(273)  5(55) 13(27.7) er cycle (A2, B2, & B3)
HI-N endpoint evaluable subjects, n 3 2 2 1 4 12 . . o g | o | o | per cy ) BZ,
s :;N' nb(%)l b Foiy : § e el 20000 30500 3(@3) 1A 3@73) 2055« | No clinically significant incidence
at baseline, n : ) )
4 ! 7 ° 4 2L Hematolgical nprovement basedon Pyresa 3(300)  1(250)  4(364)  2(182)  1(90) 11(234) of Gl events at all the investigated
PTG 0l 1(25.0) 0 4(71)  1(200)  1(25.0) 7(333) WG 2006MDS response crieri Platelet count decreased 2(200) 0 3073)  3(273)  3(27.3) 11(234) doses were attributed to oral DEC-
. HI-E=erythroid response; : - - - :
PlateletTD at baseline, n 0 1 1 0 1 3 HI-N=neutrophil response; Oedema periphera 20000 1(250)  4(364) 1) 3(27.3) 11(234) C
HI-P=platelet response,
Post-Treatment PlateletTl, n (%) 0 0 0 0 1(100.0)  1(33.3)  10: Transfusion Dependence LIETTEEE 0 2(500)  4(364)  2(182)  2(182) 10(213)
76 76
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Results: Pharr  Conclusions

2% ILINE-1 methyation relative to baseline

Investigation of oral administration of various low-dose DEC-C regimens in IPSS

%LINE-1 Demethyl
Low/Int-1 risk MDS showed:

. ==)> — Safety profile consistent with standard dose of DEC-C
‘:_ * Treatment-emergent events were typically related to myelosuppression
* Lower doses and shorter dosing regimens have fewer occurrences of neutropenia
3- * No clinically significant Gl adverse effects
==> — All dosing cohorts demonstrated clinical activity
* Endpoints evaluated: HI and transfusion independence, 31 months survival

ﬂ * Lower doses of decitabine administered orally appear to maintain clinical activity
with lower levels of LINE-1 demethylation but less neutropenia

* Dose schedule 10 mg DEC/100 mg CED daily X 5 days (Cohort B1) was selected as

the RP2D based on clinical efficacy and safety profile

T T T T T
Baseline  CID§  CIDI5>  CID22 (2Dl C

* RP2D regimen is being currently compared to 35 mg DEC/100 mg CED for 3 days in

a 28-day cycle in the ongoing Phase 2 study [NCT03502668]
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Free

Curves of Leukemia-Free Survival

Product-Limit Survival Estimate

+ Censored

T
3010 124 16 18 20 2 4 26 28 30 3 34 3% B 40 4
Leukemia-Free Survival Months

months 95% Cl (14, 32 months)
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Low Risk MDS (LR-MDS) with del(5)

» LR-MDS patients with del(5q):
* Presented with anemia 68%, 42% transfusion dependency (TD)'

* Median time to TD in anemic non-TD LR-MDS is 1.7y?3

64th ASH Annual Meeting

The Sintra-Rev trial is a phase 3, double-blind, randomized,

lacebo-controlled, multicenter stud
Evaluation of Lenalidomide (LEN) Vs Placebo P g

in Non-Transfusion Dependent LR-MDS del(5q) patients:
Final results of Sintra-REV

Phase lll international multicenter clinical trial

+ MDS diagnosis (WHO 2008) Lenalidomide 5 mgfday on days 1 to 28
of every 28-day cycle

n=40

+ IPSS-Low or Intermediate-1

» Len at 10 mg/d in patients with transfusion requirements:
+ Transfusion Independency (TI): 67%¢ and 61%° <m—
+ Cytogenetic Responses (CyR): 73%* and 50%° <

+ No RBC transfusion
requirements

RANDOMIZATION
(2:1)
End of treatment

Placebo 5 mg/day on days 1 to 28 of
every 28-day cycle
+ del(59) MDS solely and/or + n=20
other abnormality

+ Anemia (Hb<12 g/dL)

* Improve outcome among responders® : 0S and AML evolution

Félix Lopez-Cadenas, Eva Lumbreras, Teresa Gonzalez, Blanca Xicoy, Joaquin Sanchez-Garcia, Rosa Coll, Bohrane Slama, Jose
Angel Hernandez-Rivas, Sylvain Thepot, Teresa Bernal, Agnés Guerci-Bresler, Guillermo Sanz, Joan Bargay, Maria Luz Amigo,
Raquel de Paz Arias, Claude Preudhomme, Aristoteles Giagounidis, Uwe Platzbecker, Stefan Wickenhauser, Katharian S Goetze, Ali
Arar, Jesus M Hernandez-Rivas, Sofia M Toribio Castello, Pierre Fenaux, Consuelo del Caiiizo and Maria Diez-Campelo

Groupe i
g‘ Francophone des D-MUS
Myélodysplasies Deusche MDS-Studengruppe
.

+ Target clonal cells, nevertheless, did not eliminate malignant stem cells’

Treatment Phase Follow up
108 weeks 108 weeks

1st patient: Feb 2010 62nd patient: Feb 2018

Could early Lenalidomide at low doses

M. Diez-Campelo, MD, PhD
mdiezcampelo@usal.es

Hematologia
SAIAMANCA

prolong time until TD and improve outcome?

1. Germing, Leukemia 2012
2. Rojas, Leuk Res 2014 4, List, NEJM 2006 6. List et al. Leukemia 2014
pez.Cadenac 4 o R o i NF M 2010

MDS Disease Assessment after 12 weeks and every 6 months thereafter
Discontinue treatment if no clinical benefit andlor disease progression (TD) and/or unacceptable toxicity
No crossover allowed
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Sintra-Rev Clinical Trial Sintra-Rev Clinical Trial Sintra-Rev Clinical Trial

Patient Characteristics (N=61) = Primary objective: Efficacy (ITT, N=61) Secondary Objectives: Quality of responses

Len(%) Placebo (%) Len(median) Placebo(me) WM Low doses of Len delayed and decreased transfusion dependency W Low doses of Len reached Erythroid and Cytogenetic responses
N=40 N=21 N=40 N=21

0 H : (AT T 0 ; 0
F——— TR " v TD in 23 patients (38.3%): 10 in Len (25%) vs 13 in placeho (65%)

pO001

Age (median) 722 9 *ANC, x10°L 21 22 v Len decreased in 69.8% the risk of TD: HR 0.302 (0.132-0.692), p=0.005 v Erythroid Response! <=
WHO 2008 *Plat, X 109L 238 m

. . v Len (ITT Evaluable) 28/36 (77.8%)
RARS ] 1(4.8) PB blasts. " Time to Transfusion Dependency
RCUD 2(5) 0 asts, [

v Median Hb at EOT 12.4 g/dL (+2.7 gldL)
RCMD 10(25 5(23.8 9 !

RAEB-1 2{5)) 1((4.8)) B,M blam,’ ‘ ¥ S ¢ Placebo 0 (1%) o ien
MDSwithdeliSa)  26(65) 14 (66.) Time to SintraRev 2.6 mo e 718% 0%
WHO 2017 *Similar values at day 1 of Cycle 1 | LEN median KR
MDS-EB-1 9 ( 49% ) 1 ( 4.8%) No differences between both arms

MDS-dell5q)  38(95.4%) 20(95.2%)

IPSS

v Cytogenetic Response! <

PO

Cum Survival

/ Len(ITT Evaluable) 32/34 (94.1%):

Low 29(72.5%) 14(66.7%) v §1.5% Complete (28/32)
Int1 11(27.5%) 7(33.3%)

7 12.5% Partal (432)
Del(5q) abnormality

v
lsolated 35 (85.5%) 19 (90.4%) Placebo 0 (0%)
sotherabn*  5(125%)  2(9.6%)
" ; " months Len Placebo
*Additional cytogenetic abnormalities: +8, ¢1;13), -Y, -7, add(2) & del(11q), -Y

94% 0%
No significant differences between Len and Placebo arm

Median follow up 5.05y (0.3-11): 5.2 vs 4.85, p=ns 'IWG MDS 2006 criteria
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Sintra-Rev Clinical Trial Sintra-Rev Clinical Trial

Secondary objectives: Safety analysis (N=59)

Low doses of Len are safe and well tolerated

612 612 G3-4 G3-4
Len Placebo Len Placebo

Sintra-Rev Clinical Trial

Secondary objectives: Safety analysis Secondary objectives: outcome

Low doses of Len induced not clinically relevant neutropenia e Low doses of Len did not increase AML evolution s

Non-Hematological

Hematological G2 G2 G3-4 G3-4

Len  Placebo Len Placebo

Anemia 3(7.9%) 0 1(2.6%) 0

Leucopenia 4(10.6%) 0 0 0
v i i = Y
Thrombocytopemia [5(131%) 0 | 2(53%) 0 AML in 11 patients (p=ns) |8 )

v Similar median overall survival (no deaths related)

+ Len 15 pts (37.5%)

+ Placebo § pts (38.1%)

Gastrointestinal 18 (46.8%) 1(4.8%)

Vascular (PE/DVT) 2(9.6%) 11(2.6%)
Asthenia 4(10.5%) 2(9.6%)

Appetite 2(5.3%) 1(4.8%) 7 EEN:me 0584y

Somnolence
Pruritus

Rash
Hypothyroidism

21 solid tumor

4(106%)

11 (28.6%)

1(26%)

1(48%)
1(48%)
3(14.3%)

1 (2.6%)

4(10%) 1 (7%

19 SAE (18L/1P) were documented: Vestibular Syndrome, Lung adenocarcinoma + Brain Metastasis, Respiratory failure (2), Cardiac insufficiency (3), Pulmonary Embolism, Neutropenic Fever, Pneumonia,

ia, Carpal Arthritis, N dati i infection, COPD (2) Blurred vision, Hypertensive crisis,

4 related to Len.

Neutropenia

Febrile Neutropenia

Pancytopenia

Polycythemia

6(15.8%) 3 (14.3%)

0
1 (2.6%)
1 (2.6%)

19 SAE (18L/1P) were documented: Vestibular Syndrome, Lung adenocarcinoma + Brain Metastasis, Respiratory failure (2), Cardiac insufficiency (3), Pulmonary Embolism, Neutropenic Fever, Pneumonia,
Polyarthralgia, Carpal Arthritis, No consolidating respiratory infection, COPD (2) Blurred vision, Hypertensive crisis.
4 relatedto Len.

* Len6 pts (15%)
* meS2mo

+ 206(33.3%) TP53 mut
* Placebo 5 pts (23.8%)

+ me 55 mo

« 115 (20%) TP53 mut

Median follow up 5.05y (0.3-11): 5.2 vs 4.85, p=ns
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Sintra-Rev Clinical Trial Sintra-Rev Clinical Trial

Secondary objectives: clonal safety (NGS) Secondary objectives: clonal safety (NGS)

Sintra-Rev Clinical Trial

, End of Long term , End of Long term
Basel 12
Baseline \I‘ w12 \I‘ treatment U aseline II‘ w II‘ b

eatment FU
: - » Early treatment with Lenalidomide at low doses (5m
v Median VAF confirmed molecular responses in Len arm < Low doses of Len did not promote clonal evolution s Tl (Smg)

+Len pts decrease VAF/clonal size , . .
, » Prolongs the time to and decreased the risk of transfusion dependenc
: : . v TP53 mut (N=6) at baseline also responded to Len SISO P Y
+ Placebo pts remained stable and increased over time

+ 26 ER, median duration of response similar than TP53 wt . . .
407 J 0
+ 45 CyR, median duration of response similar than TP53 » Reached erythr0|d responses In 71.8% of patients

+ TP53 clonal size decrease in 5/6 patients during treatment > Achieved cvt i 0 944% of oatients (87 5% ted
206 (33.3%) AML at 62 mo (SF3B1 co-mut) and 74 mo after inclusion chieved cytogenefic responses in 34.1% of patients (87.5% completed)

median VAF (%)
no w
b b

<

/ TP53 mut (N=5) at baseline in Placebo arm » Acceptable safety profile, hematological toxicities not clinically relevant
* VAF remain stable in 45 and increased in 1/5 . . . .
+ 115 (20%) AML at 49 mo after inclusion (SF3B1 co-muf » Did not promote clonal evolution, even in TP53 mut patients

P

ASH-Frank Toohey Abstract Achievement Award for Myelodysplastic Syndromes J‘"‘ a W ASH-Frank Toohey Abstract Achievement Award for Myelodysplastic Syndromes §
Toribio-Castell6 S, Lopez-Cadenas F, et al. ASH 2022 Poster 4377 - Session 636

Toribio-Castelld S, Lopez-Cadenas F, et al. ASH 2022 Poster 4377 - Session 636
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Safety of Deferiprone in Patients with Myelodysplastic Syndromes:
Results from the Deferiprone US Safety Registry
and a Compassionate Use Program

A Zeidan', C Fradette?, A Rozova?, N Toiber Temin?, F Tricta?
Yale University, New Haven, CT, USA 2Chiesi Canada Corporation, Toronto, ON, Canada

Limited RCT Data on ICT in MDS NCCN Guidelines for ICT in MDS Deferiprone and MDS

* Conducting randomized controlled trials (RCTs) on Iron chelation Therapy *Daily iron chelation therapy (ICT) with deferoxamine or deferasirox t[:]efleripronfe (DIFQ is aIT cc;lral IcT apzro\t/ﬁd for transfusiona iron overload in
(ICT) in MDS have been challenging should be considered if >20 to 30 blood transfusions have been alassernia, Slile cel sease, anc OTeranemmias
. . . . . received <: * No contraindication or dosing adjustment based on renal function
The Only RCT conducted made the case for iron chelation use in patients * Requires close patient monitoring and laboratory testing, associated with severe neutropenia
with MDS + Particularly for patients who have lower-risk MDS or are potential transplant (absolute neutrophil count <1.5x10%L) in 1% to 2% of pooled clinical tral patients
— Aphase Il randomized double-blind study found a 36.4% reduction in the hazard candidates * Previous studifes of DFP in patients‘with thalassemia, sickle cell disease, and other anemias indicate
ratio of an event with deferasirox compared to placebo (HR: 0.636; 95% CI: 0.42, . . N . afa"Orableeﬁfcacya"d safety pofle -
09) <=3 TELESTO *Iniron overloaded patients (serum ferritin >2500 ng/mL), chelation Safety and Efficacy of DFP had not heen established in MDS ey
. . . . . therapy should aim to decrease levels to <1000 na/mL * There s a limitation of use statement in the DFP label for MDS. MDS is associated with increased
*A meta'an?|y3|s of 9 PrOSpeC“Ve ‘and r?trOSpeICt'VG obsgrvatlonal studies  gmmm Py d fsk of ngutropenia, including severe neutropenialagranulocytosis, an AE associated with DFP
found that iron chelation therapy in patients with lower-risk MDS had a + Patients with decreased kidney function (creatine clearance €= s such, MDS was previously excluded n DFP controlld il s resling i imteddaa
1. Angelucci, E., et al. Annals Int Med. 2020, 172(8):513-522. 2. Zeidan AM., et al. Annals of Hematology. 2019,98:339-350. AE adverse event; DFP, deferprone; CT, iton chelaton therapy; DS, myelodysplastcsyndromes,

NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Myelodysplastic Syndromes V.1.2023. © National Comprehensive Cancer Network, Inc. 2023. Al rights.
reserved. Accessed November 15, 2022.
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Objectives and Methods Results: Deferiprone US Safety Registry Results: Deferiprone US Safety Registry

To evaluate the safety profile of DFP in patients with MDS who are Patient Demographics and Medical History - Reggon for discontinuation”
participating in either the compassionate use program or safety , - Svting ot Y
o The US §afety registry included 115 ol + None ofthe fatloutcomes vere cedoromiion J1 3 (3%)
ﬂ adults with a mean age of 78 years, =ty assessed asrelted fouse of DFP s . (4%)
the majority were men (61.79 »
Deferiprone US Safety Registry Compassionate Use Program (LA04) " o VARTELLE * Dealh 25k vas v of e mos PR s 54
' ' ' +Pafient expostre fo DFP ranged from 0 conmon reasons for dismissal from the Hosie e f2 (10%)
Established to meet FDA post-marketing The compassionate use program (LA04) . o o Mean age, years (SD) 77(90) regity
requirements following DFP approvalinthe  included patients in the US and Canada to 8 years, with the majority receiving — 1 (149
LA n. 115 Data collected:|  n. 15 DFP > 6 months (51.3%) Ven, n () (617) + Inmany cases the cause of deathor S o
gata c(;)lle%tezdoz11 s May 23,1996, to August 27, Medical history circumstances surrounding death were (164
ecember 5, 2011, to August 31, : Physicen direion 0
g DFP, deferiprone; D, standard deviation; US, United States. nOt rep Oned desplte f0||0W-UpaﬁemptS e 26 (234)
Both Programs DFP Exposure, mean years, 11(14) Death | ‘ ' '30 (25%)
+ Patients were chronically transfused and were identified through transfusion burden, ferritin level, or iron Fange 9 0 0 2 ¥ 40
overload imaging studies. DFP administered at doses ranging from 75 - 99 mg/kg/day B . Nunber o atits
+Acentral pharmacy handled data collection. Data was patient reported and there were no planned site visits Receting OFP > mons, n () 5 613 e ‘ o S
and no lab data reported. . , OELSJrz:::a‘t;ons :«:r:m avssslrgan;:iol:%ccoen:teraol‘zl;arargjg s:n:v;nn?'y"ml conespond to number of comresponding events in safety database due to coing conventions and tming of
Recelving DFP > 12 months, n (%) 34 (206) ¢
+ AllAES were assessed and reported to the central pharmacy, irrespective of causal relationship, in all patients DR, deerprone MDS, myelodysolasticsyndromes,

with MDS who received DFP, including any cases of agranulocytosis, neutropenia, and infection



~ r :" A‘.f'.li / 1 r‘J 7Y Y /)
Novita dal Meeting della Societa Americana di Ematologia d d!lsl - Q C/J = ECJ j—\f” 6” Celflel
cl Ernleiioloe)iz]
Milano, 2-3-4 Febbraio 2023

* g Neavitzl ezl \lgeirie)
@&, @ POST-NEW ORLEANS 2022

s - o=
Resuls: Com Conclusions
1 collection, limitations in
+ The compassionate use i L i ) . Jncontrolled studies
orogram included 15 adus * This data indicate that the safety profile of DFP in patients
. . .. . . sIf rted dat
WONDS ard e e of with MDS appeared similar to thalassemia, sickle cell repores £e
ears; e majority were . .
i) disease, and other anemias S
* Mean patient exposure to DFP — No unexpected or new AEs reported Alues were collected (ie,
was 1 year : : : .
oo f“' s * There was no clear increase in the risk of reported  these ynes of RWE
+ 18 total patient- . . . . . ! .
FPopre neutropenia in patients with MDS based on this safety opulation with minimal
a n a | yS i S on chelation therapy; MDS, myelodysplastic syndromes.

DFP, deferiprone.

— US Safety Registry: 4 (3.5%) patients reported severe
neutropenia/agranulocytosis, 2 resolved, 1
unreported outcome, and 1 ongoing

DFP, deferiprone; ICT, iron chelation therapy; MDS, myelodysplastic syndromes; RCT, randomized controlled trial; RWE, real-world evidence.



