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Prognosis | IPSS-R vs IPSS-M
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Sauta E. JCO 41, 2827—2842i2023i.DOI:lO.lZOO/JCO.22.01784



Prognosis | IPSS-R vs IPSS-M: timing of Allo-SCT
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PATIENTS (n=682)
» de novo MDS-del(5q) according to WHO 2017 with mutational analysis

CLINICAL DATA

« Demographics, blood counts, BM blasts %

» Risk IPSS-R: Lower-risk: <3.5 points
stratification Higher-risk: >3.5 points

IPSS-M: Lower-risk: very-low + low + moderate-low
Higher-risk: moderate-high + high + very high

BIOLOGICAL DATA
« G-banding for del(5q) Type 1: q13q31, q13q33, q22q33, q12q33, q14q34
breakpoints Type 2: other

* NGS: ASXL1, CALR, CBL, CEBPA, CSF3R, DNMT3A, ETVé6, EZH2, FLT3, IDH1, IDH2, JAK2, KIT,
KRAS, MPL, NPM1, NRAS, PTPN11, RUNX1, SETBP1, SF3B1, SRSF2, TET2, TP53, U2AF1, WTT,
ZRSR2

Montoro J. ASH 2024. Blood i2024i 144 iSuiiIement 1i: 666.
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TP53 status (n=644)

25%

20%

15% nonHR-TP53
88%
(n=601)
10%
Mutated
71% 3%
(n=444)
0% H B B H B m u =

ar&&& ¢¢@~Q¢$¢ﬁ'~¢f€§

% of cases with mutations Molecular profile (n=626)
(n=626)

Montoro J. ASH 2024. Blood i2024i 144 iSuiiIement li: 666.
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* TP33 status Pl ¥ IR ol
- Non-High Risk TP53 (nonHR-TP53) R i R
TP53-wt  or
TP53-monoallelic with VAF <20%
- High Risk TP53 (HR-TP53)
TP53-multihit or ao{ o
TP53-monoallelic with VAF >20% LR NN
Montoro M) et al. Blood, 2024
RISK SCORE

1) LASSO minimum lambda test with Leukemia-free Survival as an event of interest
2) Multivariate Cox proportional hazard model = Rounding hazard ratios for scoring

Montoro J. ASH 2024. Blood i2024i 144 iSuiiIement 1i: 666.
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LASSO-Cox analysis

High-risk IPSS-del(5q)

Variable Points 26%
(n=111)

Sex, male

Hemoglobin <€ 10 g/dL Low-risk IPSS-del(5q)

74%
(n=320)

Platelet < 100 x10%/L

> 2 additional mutations

SF3B1 mutations 0-3 points Standard-risk

RN NN R

HR-TP53 status >3 points High-risk

Montoro J. ASH 2024. Blood i2024i 144 iSuiiIement li: 666.



£a Clinica
:C7h) Universidad ‘ ‘ Eanger
¥/ de Navarra enter

Prognosis | IPSS-del5q

Lower-risk
Lower-risk (74.4%)

Lower-risk (85.2%)
(90.6%)

'.
3.8% Higher-risk

(9.4%) Higher-risk (25.6%)
(14.8%) TRLA

Higher-risk

IPSS-R IPSS-M IPSS-del(5q)

Montoro J. ASH 2024. Blood i2024i 144 iSuiilement 1i: 666.



Prognosis | Clonal Hematopoiesis Risk Score (CHRS)

Results

Goal: Determine predictors of
myeloid neaplasm [MRN) risk in
individuals with clonal

Mutations in splicing factors
(SRSF2, SF3B1, ZRSRZ), AML-like

5.9% of participants met genes (IDH1, IDH2, FLT3, RUNXI),

Among the individuals

hematopoiesis (CH) or clonal criteria for having CH or with CH/CCUS, there were JAK2, and TP53-related mutations
cytopenia of undetermined CCus 2.4% incident MN events were classified as high-risk MN
e edictors
significance ([CCUS) P
Methods: T
S T e Clonal Hematopoiesis Risk Score Values > 08 1 ® nocHiprecus e sk
analysis of healthy Prognostic 0.5 1 15 2 2.5 % oe :-:::mdﬂst late risk
participants (N = 193,743) Variable § | * Hienrisk —
2. Analyze genetic Single DNMT3a Present  Absent ® 04 ,.f
. E o
mitations, Iahnrat‘nnr High-risk mutation Absent Present g =
values, and myeloid £ 02 4 /—-"J_ mbersediate risk
Mutation # 1 =2
neoplasm outcomes and 'E _._r—’r' +
T
use combined statistical VAF <0.2 =0.2 g 00 4 . . . . . . %‘ sl ::":w
weights to define CHRS RDW «15 >15 o 2 4 6 B 10 12 cous
i. Validate in clonal MCy 100 100 ¥ears
hematopoiesis CH/CCUS . : = Time (yr) 0 2 a 3 E 10 12
patient cohort Cytopenia CHIF CCU5 High risk 123 109 90 12 &0 43 15
Age (yr) <65 =65 Int. risk 1,196 1,174 1,125 1080 1016 961 336
WAF = VWariant Allele Frequency; ROW = Red Cell Distribution Width; p,, . Loy Fisk 10,018 9,958 9,871 0,699 0,540 0,34 3772
MCV = Mean Corpuscular Volume - TDU'IS AUEI lla bIE Mo CH/CCUS 182406 181674 180407 17B734 176174 174455 72254
B -

Weaks LD, et al. NEIM Ewid. 2023:2(5) 0:01:10.1056/EVIDoa2 200310 http://www.chrsapp.com,/




Prognosis | Clonal cytopenia risk score (CCRS)

A

Adverse factor HR (95% CI) P value Assigned
score
Splicing mutations 2.13(1.10-4.10) 02 2
PLT<100x10°/L 249 (1.38-4.50) 003 2.5
Mutation numberz=2 2.57 (1.28-5.15) 008 3
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High risk

0.2 4

Cumulative incidence
o
F N
1

C

1 1 L L !
High risk (=5) 36 (10.7) 18 37.2%(19.8-54.7) 0 12 24 36 48
Intermediate risk . ' ; Months

(2.5<5) 139 (38.9) 16 14.1% (7.9-22.2) At Risk

1 182 14 100 &9 a

Low risk {<2.5) 182 (51) 13 6.4% (3-11.4) 2 139 a7 53 11 21

3 36 24 15 10 7
Events

1 0 3 9 12 13

2 0 9 14 16 16

3 0 6 " 15 16




Prognosis | HR-CCUS = MDS?

1. The primary analysis combined patients from MDS
NHS cohort and Moffitt cohort pathologically
confirmed CCUS (n=409) vs. LR-MDS (n=273)

2. CCUS and LR-MDS were compared in terms of
 Demographics
 Cytopenia

* Progression-free survival (PFS): time to
disease progression or death

e Overall survival (OS): time to death

(§ Cancer
Center

Study cohorts
A

AN =Hnicd
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9. 9.

C: MDS NHS O O Moffitt :)

CCUS LR-MDS CCUS LR-MDS
n=261 n=273 n=148 n=3217

S

* Demographics
+ Cytopenia
+ PFS

+ 0S
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LR-MDS vs CCUS, by CHRS and CCRS risk category

« High-Risk CCUS were more similar to LR-MDS in terms of median (IQR)
hemoglobin, platelets and absolute neutrophil count (ANC)

CCUS, CHRS Risk Category CCUS, CCRS Risk Category
Inter- Inter-
LR-MDS Low mediate High Low mediate High
Hemoglobin g/dL 10.5 12.3 11.6 10.4 11.8 11.5 11.9°
& g (9.0-11.6) (10.9-13.4) (9.6-13.2)  (9.5-12.5) (9.8-13.1) (10.0-13.0) (9.9-13.3)
Platelets x 10° 138 145 132 138 167 116 99"
(96-232) (105-207) (97-184) (89-203) (131-231) (67-159) (68-154)
2.0 2.6 2.6 2.2 3.1 2.4 2.0

ANC x 10°

(1.2-3.0) (1.8-4.1)  (1.6-3.9)  (1.4-3.8) (1.7-4.2)  (1.7-3.8)  (1.1-3.6)
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 PFS: LR-MDS vs CCUS by CHRS and CCRS risk category

Progression-Free Survival

100 4 ' 100
f- 04 ?...-D-' a0l 4
w ©
= =
W :
£ L ‘|I|-H+-- -n-u-l
g -1 I'E ?D b L m_ k I L 'l Lkl L 'l
5 = ' ettt
= s LR-MD5 .g &0 —— LR-MD5
1] 3l o
@ CHRS CCUS , o CCRS CCUS
2 &yl = Low-Risk =2 | i
[ =gt _ 8 504 owi-Risk
o Intérmediate-Risk = . .
) ) o Intermediate-Risk
High-Risk ] ’
404 _ == High-Risk :
- ¥ T ¥ ¥ T T T d 40 4
0 1 2 i, | = ! T T T T T T T
Yoara 0 i 2 3 4 5 6
Years
CHRS CCUS vs LR-MDS CCRS CCUS vs LR-MDS
CCUS Risk Category HR P-value CCUS Risk Category HR P-value
Low-Risk 0.36 (0.21-0.61) <0.001 Low-Risk 0.49 (0.32-0.75) <0.001
Intermediate-Risk 0.62 (0.44-0.89) 0.01 Intermediate-Risk 0.58 (0.39-0.88) 0.009
High-Risk 1.12 (0.72-1.73) 0.611 High-Risk 0.93 (0.62-1.40) 0.726




Prognosis | HR-CCUS = MDS?

 PFS: LR-MDS vs CCUS by CHRS and CCRS risk category

Progression-Free Survival

Progression-free survival (%)

N

= LR-WD5
CHRS CCUIS
— Low-Risk 4
Inteérmediate-Risk
High-Risk
L L L) P _O - 6 l T T
i 1 2 3 4 <
Years
CHRS CCUS vs LR-MDS
CCUS Risk Category HR P-value
Low-Risk 0.36 (0.21-0.61) <0.001
Intermediate-Risk 0.62 (0.44-0.89) 0.01
High-Risk 1.12 (0.72-1.73) 0.611

Progression-free survival (%)

100 1

G0 4

&0 4

7o

AL

S0 1

LI

—
——— LR-MD5 '
CCRS CCUS .
Low-Risk
Intermediate-Risk P:O i 73
= High-Rizk :
0 2 3 4 5 :
Years
CCRS CCUS vs LR-MDS
CCUS Risk Category HR P-value
Low-Risk 0.49 (0.32-0.75) <0.001
Intermediate-Risk 0.58 (0.39-0.88) 0.009

High-Risk

0.93 (0.62-1.40) 0.726
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Prognosis | HR-CCUS = MDS?

« OS: Stratified OS by hemoglobin level

100 4
90 -
3? 80 - Characteristic HR P-value
g 701 CCUS Risk category
ol 60 -
E o Low vs LR-MDS 0.47 (0.28-0.77) 0.003
3 50-
_5 40 - S Yo —t g oy Intermediate vs LR-MDS  0.60 (0.39-0.93) 0.024
£ TS -
© 30{ =—=—-—He<10 P=0.86 — High vs LR-MDS 0.74 (0.46-1.21) 0.237
o —— Hg 210
a 207 CCUS, CCRS High Risk
10 4 - Hg <10
0l ——Hgz210
0 1 2 3 4 5 6
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« OS: Stratified OS by hemoglobin level

100 4
90
3? 80 - Characteristic HR P-value
2 707 CCUS Risk category
=
- 60 -
E o Low vs LR-MDS 0.47 (0.28-0.77) 0.003
3 50
_5 40 - S Yool g Intermediate vs LR-MDS  0.60 (0.39-0.93) 0.024
€ RS - —
S 304 =——-He<10 P=0.86 - High vs LR-MDS 0.74 (0.46-1.21) 0.237
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Bajo Riesgo (IPSS bajo o int-1) Alto Riesgo (IPSS int-2 o alto)
Independencia Transfusional FIT
I 1
’ ‘ | |
Observacion +— Si No =—+ Sindrome 5q- S No
. L | |
Si No Quimioterapia Hipometilantes
} | >~ D hisoplsaicq _HiPOMetilantes Quimioterapia
Lenalidomida Quelacién < goars - Ensayos Clinicos :
[ EPO +/- GSF < 5% blast } [
Trombopoyeticos Res I
puesta
L L]
S Mo Si No 1
! meeesessssjeccscscse- . M
Luspatercept | enalidomida Ensayos Clinicos Hipometilantes [ Ensayo Clinico ]
H &
. : I
2 L4 Recaida o I
- refractarios I
Trasplante alogenico = SEEIEEE R -

Dr. Alfonso’s personal opinion
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Treatment | Low-Risk MDS - ESA

* > 100 clinical trials. 5 randomized.

* Responses 30-60%
E. Al patents
| & Responders

220 4 ‘

| {0 Non
80 =2 BN (O Non responders |

18.0 4 =1}
160 4
140 4
120 4
100 4
804
6.0 4

| ] l
Std. EPO+ EPO o] [T
Dose G-CSF  High 404 || L

6.0 -

Erythroid response
N
o

Changes in LASA Score (mm)

Energy level Daily Activiies  Overall wel-Being

High doses of epoetin alfa {(weekly dose 60-80ku) and darbopoetin alfa (weekly dose between 150-300 pg) =
higher number of responses
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Treatment | Low-Risk MDS - ESA e | (5 G
GFM-EPO-PRETAR Phase lll
ESA

Key patient

Eligibility criteria: Early arm

Non RBC-TD | >

lower risk MDS Va

patients with " Hb between 9-10.5 g/dL Primary endpoint

baseline Hb /

comprised between .

9 and 10.5g/dL, Time to RBC

and at least i

1g/dL higher than transfusion

the Hb threshold

chosen to start RBC dependence**

transfusions

EudraCT: 2016-000327-10

+  ClinicalTrials.gov nb: NCTO3223961  *France marketing approval for low-risk MDS with Hbe 10g/dl

at Hb threshold for RBC
transfusion
(between 8-9 g/dL)

**RBC transfusion dependence is defined by reguirement of at least 2
RBC transfusions within an interval of less than 8 weeks, given for Hb
<9g/dL

Sophie Park, ASH 2024, abs 349
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Treatment | Low-Risk MDS - ESA ) Untersia

GFM-EPO-PRETAR Phase Il

1,0

0.8 Early arm

06
Late arm

04

=
P

0.0

0 10 20 30 40 50 60 P=0.3

Sophie Park, ASH 2024, abs 349
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GFM-EPO-PRETAR Phase Il

1.0
08
- | Early arm
__ N (median bor30.6 mo)
80 54.I% [:|6
st 04
@ Late arm
. 02 (median DOR 12.7 mo) -l
20 P=0.02
; P=0.03 0.0 ‘_| |
0 10 20 20 40 50 60
'ORR (IWG 2018) Duration of response to ESA (months) \

Sophie Park, ASH 2024, abs 349




Treatment | Low-Risk MDS

COMMANDS: Phase lll, Luspa vs EPO in untreated MDS - 1st line

Key eligibility criteria

> 18 years of age

« IPSS-R very low-, low, or intermediate-
risk MDS (with or without RS) by WHO
2016, with < 5% blasts in bone marrow2

» Required RBC transfusions (2-6 pRBC
units/8 weeks for a minimum of 8 weeks
immediately prior to randomization)

» Endogenous sEPO < 500 U/L

» ESA-naive

Patients stratified by:

« Baseline sEPO level

» Baseline RBC transfusion burden
» RS status

Randomized

1:1

Luspatercept (N = 178)

1.0 mg/kg s.c. Q3W
titration up to 1.75 mg/kg

Epoetin alfa (N = 178)°

450 IU/kg s.c. QW
titration up to 1050 1U/kg

Response assessment at
day 169 and every
24 weeks thereafter

End treatment
Due to lack of clinical benefitc
or disease progression
per IWG criteria

Post-treatment
safety follow-up

» Monitoring for other
malignancies, HR-MDS
or AML progression,
subsequent therapies,
survival

» For 5 years from first
dose or 3 years from
last dose, whichever is
later




Treatment | Low-Risk MDS

COMMANDS: Phase lll, Luspa vs EPO in untreated MDS - 1st line

Composite primary
endpoint (weeks 1-24)  * Of 301 pts included in the efficacy analysis, 86 (58.5%) patients receiving

+  RBC-Ti for = 12 weeks luspatercept and 48 (31.2%) epoetin alfa achieved the primary endpoint

WITH CONCURRENT — Achievement of the primaryendpoint favored luspatercept or was similar to epoetinalfa for
mean hemoglobin
increase = 1.5 g/dL

100 4 B Luspatercept mEpoetin alfa
80 4 P < 0.0001
3
-y 58,5
£ 60 4
=
L,
et
s 40
20 4
[] |
00 U/ 100 4 U 41U ated T B
ITT population 00 /1 B weeks B vieeks
Baseline sEPO level Baseline RBC SFI1B1 mutation RS status

transfusion burden status




Treatment | Low-Risk MDS

COMMANDS: Phase lll, Luspa vs EPO in untreated MDS - 1st line

100

Patients (%)

88883838

20
10

7V Universidad

‘@ Clinica ‘
2%/ de Navarra

58.3% (81/139) of > 12-week luspatercept Bl Luspatercept [l Epoetin alfa

responders maintained response for = 1 years
l 39.6% (55/139) of = 12-week luspatercept

responders maintained response for = 1.5 years
P < 0.0001

OR (95% Cl): 2.8 (1.7-4.5) l
76,4%
P = 0.0003
55,8% OR (95% ClI): 2.2 (1.4-3.5)
P < 0.0001
44,5% OR (95% Cl): 2.8 (1.6-4.8)
27,6% 30,25
13,8%
™ 139/182 101/181 81/182 50/181 55/182 m
RBC TI RBCTI RBC TI
2 12 weeks z 1 year > 1.5 year
(week 1-EOT) (week 1-EQT) (week 1-EOT)

Data cutoff: September 22, 20023,
EQOT, end of treatment; OR, adds ratio.

*Not reimbursed
Garcia Manero G, ASH 2024




Treatment | Low-Risk MDS: del5q

4 )

SMD-001 (PI-II; 2005)

* Includes all FAB
subtypes (n=43)

* Erythroid responses

in del (5q9)= 83%
N J

4 )

SMD-003 (PIl; 2006)

e Low-risk + transf-
dependent (n=148)

*Erythroid responses =

o J

4 )

SMD-004 (Plll; 2011)

* Low-risk + transf-
dependent (n=205)

* Placebo controlled.
RBC-TI > 26 weeks =
42-56% (5mg-10mg)

o J

— Untreated

09 { — Lenalidomide-treated

08

Cumulative

Patients at risk, n

incidence of AML progression
(=]
@

Time from diagnosis (years)

Untreated 125 79 58 39 24 18 9
Lenalidomide-treated 53 97 119 128 120 98
1.0 1
— Untreated
0.9 — Lenalidomide-treated
08
07
2z
q 06
E
a 05
3
c 04
3
7]
0.3
02
Log-rank P=0.755
017+ Censored
0
0 1 2 3 4 5 6
Patients at risk, n Time from diagnosis (years)
Unfreated 125 87 66 48 3 24 14
Lenalidomide-treated 53 101 125 136 127 101

Lenalidomide: doesn’t increase the risk of AML, but increases OS
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Treatment | Low-Risk MDS: del5q — SINTRA-REV

Patient Population

MDS diagnosis (WHO 2008)
IPSS-Low or Intermediate-1

No RBC transfusion
reguirements

Placebo 5 mg/day on days 1 to 28 of
every 28-day cycle

RANDOMIZATION
End of treatment

Anemia (Hb<12 g/dL)

del(5q) MDS solely and/or + n =20
other abnormality
(| ) | )
|| I
Treatment Phase Follow up
108 weeks 108 weeks
1st patient: Feb 2010 62nd patient: Feb 2018
120 months

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




Treatment | Low-Risk MDS: del5q — SINTRA-REV
Efficacy (ITT, N=61)

Low doses of Len delayed and decreased transfusion dependency
e TDin 23 patients (38.3%): 10 in Len (25%) vs 13 in placebo (65%)
* Len decreased in 69.8% the risk of TD: HR 0.302 (0.132-0.692), p=0.005

100 —— Lenalidomide group
—— Placebo group*
80
_'9 _
c ¥ —H
E
g c
538
Flls
£
a v 904
p=0-0027
0 | | | | | | |
0 20 40 60 80 100 120 140
Number at risk Time since start of treatment (months)
(number censored)
Lenalidomide group 40 (7) 23(11) 19 (21) 9 (25) 5(27) 3(28) 2(30) 0(0)
Placebo group 20 (1) 9(4) 3(6) 1(6) 1(7) 0(0) 0(0) 0(0)
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Treatment | Low-Risk MDS: del5q — SINTRA-REV

Secondary Objectives: Outcome

Similar median overall survival (no deaths related)

* Len 15 pts (37.5%)

* Placebo 8 pts (38.1%)

AML in 11 patients (p=ns) LEN me OS 8.4y

* Len 6 pts (15%)
* me 52 mo
« 2/6 (33.3%) TP53 mut

» Placebo 5 pts (23.8%) -
* me 55 mo E
« 1/5(20%) TP53 mut

PLACEBO me OS 7.4y

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



£a Clinica
'&\\u | Universidad ‘ (J Eanger
‘%) de Navarra enter

Treatment | Low-Risk MDS - EPO R/R

Medalist: Phase lll, Luspa vs Pbo in ESA refractory or intolerant in RS-MDS

Luspatercept 1.0 mg/kg (s.c.) every 21
days. n= 153
Patient Population Randomize Dose titrated up to a maximum of 1.75 mg/kg
* MDS-RS (WHO): = 15% RS or 2 5% with 5F3B1 mutation &

+ < 5% blasts in bone marrow

e Placebo (s.c.) every 21 days
* No del{5q) MD5
q n=76
* |P55-R Very Low-, Low-, or Intermediate-risk
* Prior ESA response
— Refractory, intolerant
— ESA naive: EPO > 200 U/L Disease & Response Assessment week 24 & every 6
R I EE L P months Treatment discontinued for lack of elinieal
2 2 units/8 weeks benefit or disease progression per IWG criteria; no

crossover allowed

* No prior treatment with disease-modifying agents (e.g.
iMIDs, HMAs)

Subjects followed 2 3 years post final dose for AML
progression, subsequent MDS treatment and overall
survival

Diata cunterlT: May B, D018 Includes last subject rendomiced + 48 weeks,
EPC, erythrogaieting WA, hypometbylating agent; iMID, immunamodalstory drug; WG, nterrational Working Group; 5.c, subodanecushy: SFRE1, splicieg factar 3B wsbunit 1;
WHO, Wiord Health Organication

Fenaux, Pierre, et al. New England Journal of Medicine, vol. 382, no. 2, 2020, pp. 140-51
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Treatment | Low-Risk MDS - EPO R/R

Medalist: Phase lll, Luspa vs Pbo in ESA refractory or intolerant in RS-MDS

B Luspatercept (N=153) [l Placebo (N=76)

454 P<0.001
404 P<0.001

P<0.001

Percentage of Patients

=8 Wk =12 Wk =12 Wk =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% Cl])
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]) 5 (7 [2-15])

Fenaux, Pierre, et al. New England Journal of Medicine, vol. 382, no. 2, 2020, pp. 140-51
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Treatment | Low-Risk MDS - EPO R/R

IMERGE: Phase lll, Imetelstat vs EPO in untreated MDS, refractory or intolerant to EPO

¢4

Phase 3
Double blind, randomized Imetelstat . .
118 clinical sites in 17 countries 1.5mg/kg every 4 weeks Primary Endpoint:
(n=118) 8-week RBC Transfusion
Independence (TI)**
Patient Population ( ITT n=178): R Stratification: i :
IPSS Low- or Intermediate 1- Risk MDS [l + Transfusion burden (4 -6 vs. >6 units) Eez e.“,’c" ary
« IPSSrisk category (Low vs. Intermediate-1 napoints:
Relapsed/Refractory™ to ESA or EPO N gory ( N . P K RBC TI*
=500 m U)‘ITII D Supportive care, including RBC and platelet 24-wee
0 transfusions, myeloid growth factors (e.g., G-CSF), and . Duration of Tl
Transfusion dependent: >4 units RBCs [ iron chelation therapy administered as needed on study
per investigator discretion *  Hematologic
every 8 weeks over 16-week pre-study [l I t
. mprovement-

Non-deletion 5q z Ery[ihroid (HI-E)

No prior treatment with lenalidomide [ —

or HMAs
* Received at least 8 weeks of ESA treatment (epoetin alfa 240,000 U, Safety population (treated) n=177 ™ Proportion of patients without any RBC
epoetin beta 230,000 U or darbepoetin alfa 150 mcg or equivalent per transfusion for at least eight consecutive weeks
week) without Hgb rise z1.5 g/dL or decreased RBC transfusion Imetelstat n=118 since entry to the trial (8-week T1); proportion of
requirement = 4 units/8 weeks or transfusion dependence or reduction _ atients without any RBC transfusion for at least
in Hgb by =1.5 g/dL after hematologic improvement from = 8 weeks of Placebo n=59 54 consecutive weeis since entry to the trial (24-
ESA treatment. week T)

EPO = erythropoietin; ESA = erythropoietin stimulating agents; G-CSF = granulocyte colony stimulating factor; Hgb = hemoglobin; IP55 = International Prognostic Scoring System; ITT =intent to treat;
\ Qe ro N RBC = red bloed cell; HI-E = hematologic improvement-erythroid; HMAs = hypomethylating agents; MES = myelodysplastic syndromes 10
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IMERGE: Phase lll, Imetelstat vs EPO in untreated MDS, refractory or intolerant to EPO
50 - = Imetelstat (N = 118) Placebo (N = 60)
40 -
£ 30
E 20
5 15,0
10 -
6,7 - .
0 : . .
8-week Tl 16-week Tl 24-week Tl 1-year Tl

Transfusion Independence
Patients With Response, n (% [95% CI])
Imetelstat 47 (39.8 [30.9-49.3]) 37 (31.4 [23.1-40.5]) 33 (28.0 [20.1=-37.0]) 16 (13.6 [B.0=21.1])

9(15.0 [7.1-26.6]) 4 (6.7 [1.9-16.2]) 2 (3.3 [0.4-11.5]) 1 (1.7 [0.0-8.9])




Treatment | Low-Risk MDS - EPO R/R

IMERGE: Phase lll, Imetelstat vs EPO in untreated MDS, refractory or intolerant to EPO

Imetelstat Placebo
(n=118) (n=60)

8-week Tl, n (%) 47 (39.8) 9 (15.0) <0.001

95% Cl (30.9, 49.3) (7.1,26.6)

VAF reduction was significantly

100% s greater in pats treated with
% 90% LL_l_' _mmm Imetelstat than p|acebo
¢ 50% . Median Tl duration (weeks)* 51.6 13.3 0.2 <0.001
::'o oo | 95%Cl 269,839  8.0,24.9
. * SF3B1 p<0.001 (related with TI dur)
E 50% -+ “Teomeme * TET2 p=0032
§ 40% + i_L."“ * =
: —_ DNMT3A p=0.019
g™ e ASXL1 p=ns
g 20% - *
E 109 |===e== Imetelstat +
- Placebo
0% . .

T T T T T T T T T T T T 1
0 8 16 24 32 40 48 56 64 T2 80 88 96 104 112 120 128 136 144
Weeks of Tl duration
Number of patients

Imetelstat 47 47 37 33 27 26 20 16 13 11 11 8 6 5 3 3 1 1 0

Placebo 9 9 4 2 1 1 1 1 1 1 1 1 1 1 0




Treatment | Low-Risk MDS - EPO R/R

IMERGE: Phase lll, Imetelstat vs EPO in untreated MDS, refractory or intolerant to EPO

Imetelstat, Placebo, % Difference
-20 -10 0 10 20 30 40 50 &0 n {Ufu} n [0‘,{6} [Bsofoc”
Overall : ® { 47/118 (39.8) 9/60 (15.0) 24.8 (9.9, 36.9) <0.001
WHO category”
RS+ | - ' 33/73 (45.2) 7/37(18.9) 26.3(5.9,42.2) 0.016
RS- - = ' 14/44 (31.8) 2/23(8.7) 23.1(-1.3, 40.6) 0.038
Prior RBC transfusion burden
per IWG 2006
4 -6 units [ 8 weeks : = : 28/62 (45.2) 7/33 (21.2) 23.9(1.9,41.4) 0.027
>6 units / 8 weeks - . ' 19/56 (33.9) 2/27 (7.4) 26.5 (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 ' = i 15/38 (39.5) 1/21(4.8) 34.7(8.8,52.4) 0.004
-20 -10 4] 10 20 30 40 50 &0
R ——
Favors
Imetelstat
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Supportive care (including transfusion and iron chelation)

Symptomatic =~ - it > Symptomatic Anemia
Thrombocythemia ¢ ¢
TD NTD
| |
,» l l l |
TPO-RA del(5q) non del(5q) non del(5q) del(5q)
RS/SF3B1 Non RS/SF3B1 ESA +/- GCSF
EPO < 200 EPO 2 200 ESA/Luspatercept* l
Nl l l Failure ‘
ESA Luspatercept ‘ Failure '
P  Z \ 4
v l l ¢ Hypoplastic Len 5 mg
Len ‘ Failure ’ l Failure l Imetelstat l
i ATG/CsA
Imetelstat
Consider
if possible
A 4 y V} \4
Failure } ~~~~~ I Failure Failure Failure
[ [ |
A 4
Len**
HMA**
Allogeneic HCT * Luspatercept can be considered as alternative based on COMMANDS trial
Glinical Trial ** Len/HMA = Lenalidomide/HMA not approved for this indication in the EU




<

£a Clinica

AT Tl C
Treatment D | (G G
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*****

Bajo Riesgo (IPSS bajo o int-1) Alto Riesgo (IPSS int-2 o alto)
Independencia Transfusional FIT
I 1
’ ‘ | |
Observacion +— Si No =—+ Sindrome 5q- S No
. L | |
Si No Quimioterapia Hipometilantes
} | >~ D hisoplsaicq _HiPOMetilantes Quimioterapia
Lenalidomida Quelacién < goars - Ensayos Clinicos :
[ EPO +/- GSF < 5% blast } [
Trombopoyeticos Res I
puesta
L L]
S Mo Si No 1
! meeesessssjeccscscse- . M
Luspatercept | enalidomida Ensayos Clinicos Hipometilantes [ Ensayo Clinico ]
H &
. : I
2 L4 Recaida o I
- refractarios I
Trasplante alogenico = SEEIEEE R -

Dr. Alfonso’s personal opinion
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Treatment | High Risk - MDS

Define high risk as:

IPSS-M: moderate high, high, and very high
IPSS-R: high or very high

Consider also: progressive

cytopenia, BM fibrosis, and treatment failure in
lower risk MDS

“Transplant-eligible® “Non-transplant-eligible®
Consider: Consider:
patient- and transplant- patient- and transplant-
specific factors specific factors

Bridging with

chemotherapy

or HMA only in rapidly Allogeneic SCT with MAC HMA plus

progressing disease or RIC according to supportive care

patient-specific factors or clinical trial

Failure of transplant Failure of HMA
(relapse) * Reevaluate option of
* HMA plus DLI allogeneic SCT
¢ Clinical trials e Clinical trials
® Evaluation of 2nd allograft ® Best supportive care



Treatment | High-Risk MDS - HMA

ORR

AZACITIDINE
50 -
40 - 37 35
v 31
2 30 - 29
5
® 20 -
X
10 -
2/day ay 7 2/day
O S¢ I I S¢ ]
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P Cancer
Center

DECITABINE
50 -
40 -
35
34 3
30 -

i 18
20 5
10 -

g/m2/ /m2/ 20mg/m2/ g/m2/ 15Mme/m2/
0 - X3 Iv 31V d@YX5 scl/iv Siv iv
10mg/m2/ 1 T 1

day x10iv




Treatment | High-Risk MDS — Chemo

Vyxeos

COHORTEA

Pacientes en primera linea de
tratamiento

Criterios de inclusion

* Riesgo intermedio-2 o superior no tratado
de sindrome mielodisplasico o leucemia
mielomonociticos crénicos. (incluidas las
formas proliferativas con WBC =213x10° .

células por L)

+ 18 a 70 afos, sin contraindicaciones para
quimioterapia intensiva, menos del 20%

de blastos en la médulay ECOG deOal

COHORTE B

Pacientes tratados previamente con
HMA sin resultado

Criterios de exclusion

Infeccién activa y no controlada, VIH, infeccion o cancer relacionado con el VIH, clinicamente
activo, infeccién por hepatitis B o C, alergia o hipersensibilidad a cualquier componente del
CPX-351, secundario actualmente activo. malignidad (aparte del cancer de piel no melanomay
carcinoma in situ del cuello uterino).

Antecedentes de enfermedad de Wilson u otro trastorno relacionado con el cobre, tratamiento
con factores de crecimiento en los 30 dias previos a la inclusion, tratamiento con esteroides
sistémicos que no habian sido estabilizados al equivalente de 10 mg/dia o menos de
prednisona durante 4 semanas antes del inicio de los farmacos del estudio, clinico.

Evidencia de leucemia del SNC y embarazo o lactancia materna durante la duracién del
estudio.

Peterlin P. Lancet Haematol. 2023 Jul;10(7):e521-e529.
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Vyxeos msD PR
CIMLFS  [JmCR+HI
CICRi [E@mCR
Patients (N=31) - CR
Age (years) 62 (56 to 66) 1004
Gender
Male 21(68%) 3% 3%
Female 10 (32%) ] = 3% )
At baseline
Myelodysplastic syndrome subtype 754 e 16
EB-2 26 (84%)
CMML-2 5(16%)
Bone marrow blasts 13% (11to 15) F 13
Peripheral blasts 1% (0-00 to 2-25) g
PSS 5 50
Intermediate 2 26 (84%) E DRR B7% a5 ORR 87%
High 5(16%)
ECOG
0 22 (71%) 25
1 9(29%)
Comorbidities by patient™ 2:0(1-0to3-7)
Time between diagnosis and induction 55 (28 to 154)
(days)
Previous treatment
- a i
A S ELN 2017 WG 2006 B
Lenalidomide 1(3%)
None 27 (87%)
betorcmrolment e 2 + Se observoé tasa de respuesta general en el 87 % (IC 95 %: 70-96) de 31 pacientes.
After induction treatment
Recovery of CD13/CD16 neutraphil 15/19 (79%) . . . . .
matuation patiem * 16 (52%) de 31 pacientes tuvieron RC, 4 (13%) tuvieron RCi, 7 (22%) MLFS y 4 (13%) permanecieron en
FCM progenitors decrease -65-2 (-95-6 to -27-9)
nmVAF decreaset -97-8(-91-6 to -99-0) e nferm ed a‘d eStab I e .
VAF <2%% 18/29 (62%)
<0-1% 8 8% . . . . . e . - .
e me » 30 de 31 pacientes (97%) incluidos se consideraron inicialmente elegibles para un TCMH alogénico y 29
(94%) se sometieron al procedimiento.

Peterlin P. Lancet Haematol. 2023 Jul;10(7):e521-e529.




Treatment | High-Risk MDS — Chemo

Vyxeos

Mumberatrisk 31(0) 31(0) 31(0) 27(0) 23{0) 22(0) 21(0) 21(0) 18(3) 11({9) 5(15) 2({18) 0(20)
{numbser censored)

Event-freesurvival {%)

100 =

25

0

I_l.
}

.

L+

]

T
4

T
b

T
]

T T T T Li T T 1
10 12 14 16 18 20 22 24

Creerall survival (%)

-
L35

]

Cancer

£ Clinica C’m
i Universidad
o dellmava:rra v o Center

+HH—H-H—

0

T T
2 4

T T T T T T T T T 1
& B 10 12 14 16 18 20 22 24

Maonths

Mumberatrisk 31(0) 31(0) T1(0) 30(0) 2B(0) 25(0) 25(0) 23(0) 21(3) 13(10) 6(17) 2(21) 0(23)

{number censored)

* La mediana de seguimiento fue de 16,1 meses (RIQ 8,3-18,1)

* No se alcanz6 la mediana de EFS, con una EFS estimada a 12 meses de 67,7 % (IC 95 %: 53,1-86,4)

« Tampoco se alcanzoé la mediana de SG, que fue del 80,6 % (IC del 95 %: 67,9-95,8) a los 12 meses.

Peterlin P. Lancet Haematol. 2023 Jul;10(7):e521-e529.
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Ven+ Azacitidine for Patients With Treatment-Naive, Higher-risk Myelodysplastic Syndromes

Median age, years (range) 68 (26-87)
Male, n (%) 74 (69.2)
ECOG performance score, n (%)?
0 56 (52.8)
) 43 (40.6)
2 7 (6.8)
Baseline BM blast category, n (%)
5% 11 (10.3)
=5210% 32 (29.9)
=10% 64 (59.8)

Baseline BM blast count, median (range), %
IPSS-R prognostic score, n (%)

Low 1(0.9)
Intermediate 14 (13.1)
High 40 (37.4)
Very high 52 (48.6)
IPS5-R cytogenetic risk, n{%)
Very goodigood® 39 (36.4)
Intermediate 35 (32.7)
Poorivery poor” 33 (30.8)
Most common mutations, n/N (%)
ASXL1 29/84 (34.5)
TP53 20/84 (23.8)
SRSF2 19/84 (22.6)
RUNXT 18/84 (21.4)

11.0 {1.0-18.5)

— Ven 100-400 mg doses in combination
with Aza 75mg/m? x 7 days were
evaluated in 124 patients

— Ven 400 mg dose for 14 days in each
28-day cycle was confirmed as RP2D

— 107 patients received the RP2D
Ven 400 for 14 days + Aza

— 34 (31.8%) patients were deemed
eligible for SCT by treating investigators
at study entry

Garcia J, ASH 2023, San Diego, California
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Ven+ Azacitidine for Patients With Treatment-Naive, Higher-risk Myelodysplastic Syndromes

>80% of Patients Who Received Ven + Aza Responded ¢ Median number of treatment

100 - cycles with Ven 400 + Aza: 4.0
90 | 1.9% (range, 1-57)
80 - ~ * Median time to CR: 2.8 months
i 70 - MCR +HI: (range, 1.0-16.1)
20 ] Sro% + Median duration of CR: 16.6 months
50 - (95% CI, 10.0-NR)
5 a0 MORR?; NE
o 80.4% PD « MDS to AML transformation:
30 - gg in 13 (12.3%) patients (95% ClI, 6.7—20.1)
20 1 MCR - Median time to AML transformation was
10 - CR 5.95 months (range, 0.72—-29.31)
0

Responses
Garcia J, ASH 2023, San Diego, California
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Treatment | High-Risk MDS — Chemo ) Umera
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100 -
12-month, % (95% ClI) 71.2 (61.4-78.9)
80— 24-month, % (95% CI) 51.3 (41.2-60.5)
Median, months (95% ClI) 26 (18.1-51.5)
S 60-
©
- O
2 :
S 40— " |
()
2071 Ven +Aza
+ Censored
0 | | | | | | | | | | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months

Patients at Risk
107 97 90 82 73 68 60 57 51 48 35 22 19 19 18 11 10 9 3 0

Garcia J, ASH 2023, San Diego, California



PUESTA AL DIA

HEMATOIOGWA
A& Clinica
S, - ‘I H CONOCER PARA TU
****** 7/ de Navarra - PRACTICA CLINICA]
- X EDCON

Explorando las ultimas estrategias en el
manejo de los Sindromes Mielodisplasicos

Ana Alfonso-Piérola
Clinica Universidad de Navarra, Pamplona
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