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Prognosis I IPSS-R vs IPSS-M

Sauta E. JCO 41, 2827-2842(2023).DOI:10.1200/JCO.22.01784



Prognosis I IPSS-R vs IPSS-M: timing of Allo-SCT

Cristina Tentroi et al Journal of Clinical Oncology 2024 May 9



Prognosis I IPSS-del5q

Montoro J. ASH 2024. Blood (2024) 144 (Supplement 1): 666.



Prognosis I IPSS-del5q

Montoro J. ASH 2024. Blood (2024) 144 (Supplement 1): 666.



Prognosis I IPSS-del5q

Montoro J. ASH 2024. Blood (2024) 144 (Supplement 1): 666.



Prognosis I IPSS-del5q

Montoro J. ASH 2024. Blood (2024) 144 (Supplement 1): 666.



Prognosis I IPSS-del5q

Montoro J. ASH 2024. Blood (2024) 144 (Supplement 1): 666.

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



Prognosis I Clonal Hematopoiesis Risk Score (CHRS)

Weeks LD, et al. NEJM Evid. 2023;2(5) DOI:10.1056/EVIDoa2200310



Prognosis I Clonal cytopenia risk score (CCRS)

Xie Z. Blood. 2024 Jul 20;144(19):2033–2044. doi: 10.1182/blood.2024024756



Prognosis I HR-CCUS = MDS?

Weeks LD, et al. NEJM Evid. 2023;2(5) DOI:10.1056/EVIDoa2200310

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

• Overall survival (OS): time to death



Prognosis I HR-CCUS = MDS?

Weeks LD, et al. NEJM Evid. 2023;2(5) DOI:10.1056/EVIDoa2200310

CCUS, CHRS Risk Category CCUS, CCRS Risk Category

LR-MDS Low
Inter-

mediate High Low
Inter-

mediate High

Hemoglobin g/dL
10.5

(9.0-11.6)
12.3

(10.9-13.4)
11.6

(9.6-13.2)
10.4

(9.5-12.5)
11.8

(9.8-13.1)
11.5

(10.0-13.0)
11.9*

(9.9-13.3)

Platelets x 109 138
(96-232)

145
(105-207)

132
(97-184)

138
(89-203)

167
(131-231)

116
(67-159)

99*

(68-154)

ANC x 109 2.0
(1.2-3.0)

2.6
(1.8-4.1)

2.6
(1.6-3.9)

2.2
(1.4-3.8)

3.1
(1.7-4.2)

2.4
(1.7-3.8)

2.0
(1.1-3.6)

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)



Prognosis I HR-CCUS = MDS?

Weeks LD, et al. NEJM Evid. 2023;2(5) DOI:10.1056/EVIDoa2200310

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

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

CHRS 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

CCRS CCUS vs LR-MDS



Prognosis I HR-CCUS = MDS?

Weeks LD, et al. NEJM Evid. 2023;2(5) DOI:10.1056/EVIDoa2200310

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

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

CHRS 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

CCRS CCUS vs LR-MDS

P=0.73
P=0.61



Prognosis I HR-CCUS = MDS?

Weeks LD, et al. NEJM Evid. 2023;2(5) DOI:10.1056/EVIDoa2200310
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P=0.86

• OS: Stratified OS by hemoglobin level



Prognosis I HR-CCUS = MDS?

Weeks LD, et al. NEJM Evid. 2023;2(5) DOI:10.1056/EVIDoa2200310

P=0.86

P=0.86

• OS: Stratified OS by hemoglobin level
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Dr. Alfonso’s personal opinión



Treatment I Low-Risk MDS - ESA

Italian group of SMD.Br J Haematol 1998;103(4):1070-4.

Casadevall N et al. Blood 2004;104(2):321-7.

Greenberg PL et al. Blood 2009; 114 (12): 2393-400.

Balleari E et al. Ann Hematol 2006;85(3):174-80.

Mundle S et al. Cancer 2009;115(4):706-15.

Moyo V et al. Ann Hematol 2008; 87 (7): 527-36.

Hellström-Lindberg et al. BJH 2003;120(6):1037-46.

Stasi et al. Ann Oncol 2005;16:1921–1927

Ross et al, Oncologist 2007; 12:1264



Treatment I Low-Risk MDS - ESA

GFM-EPO-PRETAR Phase III

Sophie Park, ASH 2024, abs 349
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Treatment I Low-Risk MDS

*Not reimbursed
Della Porta et al. EHA 2023, Presentation S102

COMMANDS: Phase III, Luspa vs EPO in untreated MDS – 1st line
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Treatment I Low-Risk MDS

*Not reimbursed
García Manero G, ASH 2024

COMMANDS: Phase III, Luspa vs EPO in untreated MDS – 1st line



Treatment I Low-Risk MDS: del5q

List A, et al. N Engl J Med 2005;352:549–57;List A, et al. N Engl J Med 2006;355:1456–65;Fenaux P, et al. Blood 2011 6;118(14):3765-76].

Lenalidomide: doesn’t increase the risk of AML, but increases OS

SMD-001 (PI-II; 2005)

• Includes all FAB 
subtypes (n=43)

• Erythroid responses 
in del (5q)= 83%

SMD-004 (PIII; 2011)

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

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

SMD-003 (PII; 2006)

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

•Erythroid responses = 
76%



Treatment I Low-Risk MDS: del5q – SINTRA-REV

Diez-Campelo M. Lancet Haematol. 2024 Sep;11(9):e659-e670.

Patient Population

• MDS diagnosis (WHO 2008)

• IPSS-Low or Intermediate-1

• No RBC transfusion 

requirements

• Anemia (Hb<12 g/dL)

• del(5q) MDS solely and/or + 

other abnormality
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Lenalidomide 5 mg/day on days 1 to 28 

of every 28-day cycle

n = 40

Placebo 5 mg/day on days 1 to 28 of 

every 28-day cycle 

n = 20

E
n

d
 o

f 
tr

e
a

tm
e

n
t

Follow up

Treatment Phase

108 weeks
Follow up

108 weeks

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

120 months

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



Treatment I Low-Risk MDS: del5q – SINTRA-REV

Diez-Campelo M. Lancet Haematol. 2024 Sep;11(9):e659-e670.

Efficacy (ITT, N=61)
Low doses of Len delayed and decreased transfusion dependency

• TD in 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



Treatment I Low-Risk MDS: del5q – SINTRA-REV

Diez-Campelo M. Lancet Haematol. 2024 Sep;11(9):e659-e670.

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 6 pts (15%) 

• me 52 mo

• 2/6 (33.3%) TP53 mut

• Placebo 5 pts (23.8%) 

• me 55 mo

• 1/5 (20%) TP53 mut

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

LEN me OS 8.4y

PLACEBO me OS 7.4y

OVERALL SURVIVAL



Treatment I Low-Risk MDS – EPO R/R

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

Fenaux, Pierre, et al. New England Journal of Medicine, vol. 382, no. 2, 2020, pp. 140–51



Treatment I Low-Risk MDS – EPO R/R

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

Fenaux, Pierre, et al. New England Journal of Medicine, vol. 382, no. 2, 2020, pp. 140–51



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

Platzbecker U. Lancet. 2024 Jan 20;403(10423):249-260.

Treatment I Low-Risk MDS – EPO R/R
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Platzbecker U. Lancet. 2024 Jan 20;403(10423):249-260.

Treatment I Low-Risk MDS – EPO R/R



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

Platzbecker U. Lancet. 2024 Jan 20;403(10423):249-260.

VAF reduction was significantly 
greater in pats treated with 

Imetelstat than placebo

• SF3B1 p<0.001 (related with TI dur)
• TET2 p=0.032
• DNMT3A p=0.019
• ASXL1 p=ns

Treatment I Low-Risk MDS – EPO R/R



Treatment I Low-Risk MDS – EPO R/R

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

Platzbecker U. Lancet. 2024 Jan 20;403(10423):249-260.



Treatment I Low-Risk MDS

Merz. Haematologica 2025;110(2):330-338



Treatment

Dr. Alfonso’s personal opinión



Treatment I High Risk – MDS

Kroger. Haematologica. 2025 Feb 1;110(2):339-349. doi: 10.3324/haematol.2023.284946.



Treatment I High-Risk MDS – HMA
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Silverman LR. J Clin Oncol. 2002;20(10):2429-40

Silverman LR. J Clin Oncol. 2006 ;24(24):3895-903.

Fenaux P et al. Lancet Oncol. 2009 Mar;10(3):223-32

Wjiermans Ann Hematol 2005;84:9-17

Kantarjian H et al.  Cancer 2006;106:1794-803

Kantarjian H et al.  Blood 2007;109:52-7

Steensma DP et al.  JCO 2009;24:3842-8

Lubberrt M et al. JCO. 2011;29(15):1987-96. 



Treatment I High-Risk MDS – Chemo

Vyxeos

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

COHORTE A

Pacientes en primera linea de 

tratamiento

• Riesgo intermedio-2 o superior no tratado 

de síndrome mielodisplásico o leucemia 

mielomonocíticos crónicos. (incluidas las 

formas proliferativas con WBC ≥13×10⁹ 

células por L) 

• 18 a 70 años, sin contraindicaciones para 

quimioterapia intensiva, menos del 20% 

de blastos en la médula y ECOG de 0 a 1

COHORTE B

Pacientes tratados previamente con 

HMA sin resultado

• Infección activa y no controlada, VIH, infección o cáncer relacionado con el VIH, clínicamente 

activo, infección por hepatitis B o C, alergia o hipersensibilidad a cualquier componente del 

CPX-351, secundario actualmente activo. malignidad (aparte del cáncer de piel no melanoma y 

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 días previos a la inclusión, tratamiento con esteroides 

sistémicos que no habían sido estabilizados al equivalente de 10 mg/día o menos de 

prednisona durante 4 semanas antes del inicio de los fármacos del estudio, clínico. 

• Evidencia de leucemia del SNC y embarazo o lactancia materna durante la duración del 

estudio.

Criterios de inclusión                                   Criterios de exclusión



Treatment I High-Risk MDS – Chemo

Vyxeos

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

• Se observó tasa de respuesta general en el 87 % (IC 95 %: 70–96) de 31 pacientes.

• 16 (52%) de 31 pacientes tuvieron RC, 4 (13%) tuvieron RCi, 7 (22%) MLFS y 4 (13%) permanecieron en 

enfermedad estable.

• 30 de 31 pacientes (97%) incluidos se consideraron inicialmente elegibles para un TCMH alogénico y 29 

(94%) se sometieron al procedimiento.



Treatment I High-Risk MDS – Chemo

Vyxeos

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

• La mediana de seguimiento fue de 16,1 meses (RIQ 8,3–18,1)

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

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



Treatment I High-Risk MDS – Chemo

Ven+ Azacitidine for Patients With Treatment-Naive, Higher-risk Myelodysplastic Syndromes

García J, ASH  2023, San Diego, California



Treatment I High-Risk MDS – Chemo

Ven+ Azacitidine for Patients With Treatment-Naive, Higher-risk Myelodysplastic Syndromes

García J, ASH  2023, San Diego, California

>80% of Patients Who Received Ven + Aza Responded

29,9%
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80.4%

mCR +HI:

37.0%

• Median number of treatment 

cycles with Ven 400 + Aza: 4.0            

(range, 1–57)

• Median time to CR: 2.8 months           

(range, 1.0–16.1)

• Median duration of CR: 16.6 months      

(95% CI, 10.0–NR)

• MDS to AML transformation: 

in 13 (12.3%) patients (95% CI, 6.7–20.1)

− Median time to AML transformation was 

5.95 months (range, 0.72–29.31)



Treatment I High-Risk MDS – Chemo

Ven+ Azacitidine for Patients With Treatment-Naive, Higher-risk Myelodysplastic Syndromes

García J, ASH  2023, San Diego, California

OS

12-month, % (95% CI) 71.2 (61.4–78.9)

24-month, % (95% CI) 51.3 (41.2–60.5)

Median, months (95% CI) 26 (18.1–51.5)
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