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MDS age specific incidence in Belgium 

(2013-2018)

M 7.1/100.000
F 5.6/100.000
Mean age 72 yrs

Incidence
Female                      6.3 / 100000
male 8.7 / 100000

Number 2018           848 

Median age 77 yrs 



Observed and projected incidence for MDS 

(2004-2025) 



No improvement in 5yrs survival 

of MDS in both sexes since 2004 



Which tools do we have 

to guide the treatment ? 



IPSS still widely used for selection of therapy 



R-IPSS <= 3.5 = LR
R-IPSS > 3.5 = HR



IPSS-M Web calculator

(https://mds-risk-model.com)

International Working Group on Prognosis in MDS 

https://mds-risk/




I

ICC 
or 
WHO ? 

Babylonian
language 
Confusion Clash of the Titans ? 

ICC = International Consensus Classification
WHO = World Health Organisation  



• MDS with mutated SF3B1 (MDSSF3B1) 

• MDS with del(5q) [MDS del(5q)]

• MDS, NOS - without dysplasia

• MDS, NOS - with single lineage dysplasia

• MDS, NOS - with multilineage dysplasia

• MDS with excess blasts (MDS-EB)

• MDS/AML

• MDS with mutated TP53 *

• MDS/AML with mutated TP53 **

MDS with defining genetic abnormalities

▪ MDS with low blasts and SF3B1 *

▪ MDS with low blasts and isolated 5q 
deletion (MDS-5q)

▪ MDS with biallelic TP53 inactivation

MDS, morphologically defined

▪ MDS with low blasts (MDS-LB)

▪ MDS, hypoplastic (MDS-h)
▪ MDS with increased blasts (MDS-IB)

‒ MDS-IB1 

‒ MDS-IB2 

▪ MDS with fibrosis (MDS-f)

1. Arber. Blood. 2022;140:1200. 2. Khoury. Leukemia. 2022;36:1703.  

ICC WHO

(cyto)genetic entities  >> specific therapy

* 15 % RS = SF3B1 = MDS-LB with RS



Slide credit: clinicaloptions.com

TP53 in MDS : One Mutation Is Okay—Two Is Not

>1 mutation

WT or 1 
mutation

Bernard. Nat Med. 2020;26:1549.

Overall Survival by Number of TP53 Mutations
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Improve QOL
Improve cytopenia

Delay 
progression 
To AML

Improve
Survival 

Treatment intensity
Supportive 
care

ESA

ATG, CsA

Lenalidomide

Hypomethylating agents 

Intensive chemotherapy

AlloSCT

Oral iron chelators

Low / int 1 risk MDS Int 2 / high risk MDS

TPO receptor 
agonists

Lenalidomide

Luspatercept



Treatment of 
low/int 1 risk MDS 



Transfusion dependence

and iron load in MDS 

• 1 U of RBC contains

~200–250 mg iron

• Patients who are transfused 

with 2 RBC units per month will 

receive ~ 5–6g iron per year

• The body has no physiological 

mechanism for removal of 

excess iron

• Patients can become 

overloaded with iron after 

20-40 transfusions

200–250 mg

iron

Dreyfus F. Blood Rev 2008;22 Suppl 2:S29–34RBC = red blood cell



Probability of non-leukaemic death 

in low risk MDS according to 

transfusion dependency 

Malcovati , JCO, 2005, 23: 7594

Iron overload ?

Toxic radicals ? 

Anemia ? 



MDS Iron chelation guidelines 
(International Consensus/MDS Foundation) 

*  Includes IPSS Low and Int-1

**Duration: as needed to maintain serum ferritin < 1,000 μg/L

Serum ferritin > 1,000 μg/L

Yes

Yes

Yes

Yes

Transfusion-dependent

2 U PC /month for > 1 year

Life expectancy ≥ 1 year?

Start iron chelation therapy**

Lower-risk MDS* Candidate for HSCT?



TELESTO study of deferasirox in 

MDS patients: study design

• Prospective, randomized, multicentre study to investigate the clinical 

benefit of chelation therapy with deferasirox in 630 MDS patients

• Primary study end-point: event-free survival (death, cardiac and 

hepatic non-fatal events)

Deferasirox
10 mg/kg/day (first 2 weeks); 

then 20 mg/kg/day n = 420

Placebo n = 210

1 year          2 years           3 years           4 years           5 yearsScreening 

(1 month)

Randomization (2:1 = deferasirox:placebo)
Angelucci E, et al. Blood. 2009;114:[abstract 4854].



19Angelucci, ASH 2018



How to select patients 

for EPO / ESA treatment ? 

Factor Value Score Value Score

Transfusion 

requirement*
<2 U/month 0 ≥2 U/month 1

Serum EPO* <500 U/L 0 ≥500 U/L 1

*Pretherapeutic levels

Predicted response

Score = 0: 74%

Score = 1: 23%

Score = 2: 7%

Hellström-Lindberg E, et al. Br J Haematol 2003;120:1037–46

Median duration of response 
to ESA : 18-24 months 



EPO ± G-CSF in low/int1-risk MDS: 

OS and AML transformation

Park S, et al. Blood 2008;111:574–82

EPO ± G-CSF

French-EPO

cohort

(n=284)

No EPO ± G-CSF

IPSS/IMRAW 

cohort           

(n=225) p-value

5-year OS 64% 39% <0.001

5-year AML 

transformation
12% 13% 0.21

IMRAW = International MDS Risk Analysis Workshop



Effect of  ESA  on  survival 

▪ EUMDS: prospective registry since 2008

▪ LR-MDS, Hgb <10 g/dL, propensity score matching

▪ n = 426 untreated vs n = 742 treated with ESAs

▪ Median OS: 34.8 mo untreated  vs 44.9 mo treated

▪ ESA before transfusion associated with best outcome

Garelius, EHA 2022. Abstr S168.
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Reimbursement ESA in Belgium:

only Eprex for MDS  

• symptomatic anemia (Hgb =< 10 g/dL)

• low or intermediate-1 risk MDS (IPSS)

• low erytropoetin level (< 200 mU /ml)

• > 18 jaar

• Starting dose: 40.000 U per week (450 U per kg)

• Maximum dose: 80.000 U per week  



Reactive use only. In response to unsolicited questions. Do not copy or duplicate.

Ineffective erytropoiesis in MDS 

www.keepmaturationontrack.be



Reactive use only. In response to unsolicited questions. Do not copy or duplicate.

Specific Smad transcription 

factors positively or 

negatively affect gene 

expression to regulate 

various stages of 

erythropoiesis1,3

Ligand binding and receptor 

phosphorylation activate 

intracellular Smad signaling1,3

Each individual TGF-β ligand 

binds to its respective type I 

and II protein kinase 

receptors on the cell 

surface1,3

The TGF-β superfamily 

includes more than 30 

cytokine ligands, including 

GDF-11, BMP and activin1,2

Cytoplasm

Nucleus

Regulation of erythropoiesis

Smad

signaling

Ineffective erythropoiesis in MDS : biology 

1. Blank U, Karlsson S, et al. Blood 2015;125:3542–50; 2. Hinck AP. FEBS Lett 2012;586:1860–70; 3. Massagué J. Nat Rev Mol Cell Biol 2012;13:616–30

MDS: overproduction of ligands

in BM microenvironment



Reactive use only. In response to unsolicited questions. Do not copy or duplicate.

Inhibition of aberrant Smad2/3 

signaling enhances erythroid 

maturation in late-stage 

erythropoiesis2 

This” ligand trapping” inhibits 

ActRIIB activation and reduces 

Smad2/3 signaling1

1. Attie KM, et al. Am J Hematol 2014;89:766–70; 2. Suragani RN, et al. Nat Med 2014;20:408–14; 3. Suragani RN, et al. Blood 2014;123:3864–72

Cytoplasm

Nucleus Complex

Erythroid maturation

Smad2/3

ActRIIB

TGF-β

superfamily 

ligand

P

ComplexSmad2/3

P

Luspatercept binds to select TGF-β 

superfamily ligands1

Luspatercept

Luspatercept addresses ineffective erythropoiesis



Reactive use only. In response to unsolicited questions. Do not copy or duplicate.

Mode of action of luspatercept on ineffective erythropoiesis in MDS 



Reimbursement of luspatercet (Reblozyl) in 

Belgium since 1/8 /2021

• Transfusion dependent anemia

• R-IPSS category VeryLow-Low-Intermediate

• MDS-RS

• > 18 yrs

• ESA refractory / intolerant  or no candidate for ESA 

• Certified haematologist

• Ehealth

• Stop after 9 injections if no response 



Reactive use only. In response to unsolicited questions. Do not copy or duplicate.

N Engl J Med. 2020;382:140-151

MEDALIST TRIAL 



MEDALIST trial

MDS, 

rIPSS Very low ,Low ,Int risk

RS > = 15% or 

RS > 5% + SF3B1 mutated

EPO resistant or 

High EPO level > 200 

Transfusion burden >= 2 U 
PC per 8 weeks

Luspatercept 1 mg/kg SC 

per 3 weeks 

Increased to

max 1.75 mg /kg 

Placebo 

Primary endpoint : TI  for > 8 weeks (Week 1-24)
Assessment every 6 mths
No cross over 

2

1

N = 140

N = 70



Reactive use only. In response to unsolicited questions. Do not copy or duplicate.

SmPC Reblozyl



Reactive use only. In response to unsolicited questions. Do not copy or duplicate.

Efficacy: Primary endpoint : TI > 8 weeks (week 1-24)

P < 0.001a

(OR 5.07, 95% CI 2.28–11.26)

• Response rates were similar regardless of SF3B1 allelic burden 

and total number of baseline somatic mutations

MEDALIST

No  safety issues
Fenaux P et al.

N Engl J Med. 2020;382:140-151. 



Reactive use only. In response to unsolicited questions. Do not copy or duplicate.

MEDALIST trial
Duration of RBC-TI response in primary endpoint responders

Duration of RBC-TIa (week)
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Censored

Median duration (weeks) (95% CI): 30.6 (20.6–40.6) vs 13.6 (9.1–54.9)

MEDALIST

30.6 weeks 

Fenaux P et al. N Engl J Med. 2020;382:140-151. 

The median duration of the longest single period of RBC-TI (by primary endpoint) was 

30.6 weeks in the luspatercept arm compared with 13.6 weeks in the placebo arm



MEDALIST: Change in Hemoglobin Levels 

Slide credit: clinicaloptions.comFenaux. NEJM. 2020;382:140.

Change in Hemoglobin Level From BaselineChange in Mean Observed Hemoglobin Level 
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(without response)
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Median (range) peak Hb increase in 

luspatercept responders: 2.55 g/dL (1–4.1 g/dL)

http://www.clinicaloptions.com/


Reactive use only. In response to unsolicited questions. Do not copy or duplicate.

Mean change from baseline in RBC units transfused

RBC, red blood cell.

Komrokji RS et al. Presented at ASCO Annual Meeting; May 29-31, 2020; Virtual event. Abstract #7518. 
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Reblozyl is very expensive

• 25 mg 1253 Euro

• 75 mg 3759 Euro 

• G 75 kg 1 mg/kg X 2 75 mg x 2 = 7518  Euro

— 1.33 mg/kg x 2 100 mg x 2 = 10 024 Euro 

— 1.75 mg /kg x 3 125 mg X 3 = 18795 Euro

36337 EURO 

Renault megane

Reblozyl is not very active with high transfusion burden
TI  > 8 weeks

Subanalysis of 1 endpoint

Luspatercept placebo P 

Overall 38 % 13 % 0.0001

Baseline transfusion need

> = 6  U / 8 weeks 9.1 % 3 % 0.27

< 6 U / 8 weeks 60 % 21 % < 0.0001

4-6 U/ 8 weeks 36 % 4 % 0.0046

< 4 U/ 8 weeks  80 % 40 % 0.0013 



Novel treatment options  for anemia

in low risk MDS 

• New kids

– Imetelstat

– Roxadustat

– CC-486 : oraal AZA 

– ASTX 727 / 030: cedazuridine + oraal DAC/AZA

– Spliceosome modulators  



Imetelstat

TELOMERASE

Maintains telomeres = caps of 
chromosomes

Prevents senescence 
Makes cells immortal
Overexpressed in cancer and MDS

Is inhibited by IMETELSTAT
Oligonucleotide with lipid tail binding 
to RNA template  

Mascarenhas , ASH 2020



ESA refractory or EPO > 500

TD :>  4U PC / 8 w  

ClinicalTrials.gov Identifier: NCT02598661



Imetelstat

N 118

Placebo

N 60 

P value

8 weeks transfusion

independency

40% 15% < 0.001

24 weeks trnasfusion

independency

28 % 3.3 % P < 0.001 

DURATION OF TI

8-week TI responders 1 year 13 weeks < 0.001

24 week TI responders 80 weeks 24 weeks < 0.001 

• Median time to onset of TI 8. 3 wks (0.1 -100 wks)

• Median increase in HB in 8 wks TI responders 3.6 g/dl

• Efficacy results achieved across key MDS subtypes,including ring sideroblast

(RS+/RS-) status, high and very high transfusion burden and Low and Int-1

IPSS risk categories

• Side effects : reversible cytopenias gr 3-4 in 60 %, transaminitis

• Disease modifying activity supported by cytogenetic remissions and decrease

allelic burden



Low/ INT1  risk MDS  (IPSS)
Very low/low/INT MDS (rIPSS)

Population TI > 8 wks Duration of 

response 

Luspatercept MDS-RS

TD > 2 U PC/8W 

+ ESA refractory

or EPO > 200  

38% 30 weeks 

Imetelstat TD > 4 U PC / 8W 

+ ESA refractory

or EPO > 500 

40 % 80 weeks

Roxadustat TD 1-4 U PC/ 8W 

+ EPO < 400 

38% ? 



AZA-MDS-003:
Oral Azacitidine vs placebo  in Lower-Risk MDS

▪ Phase III trial of oral azacitidine vs placebo in lower-risk MDS with 
transfusion-dependent anemia and thrombocytopenia (N = 216)

‒ Primary endpoint: RBC-TI ≥56 days

▪ RBC-TI ≥56 days: 30.8% vs 11.1% (P = .0002)

▪ Median duration of TI: 11.1 mo vs 5.0 mo

‒ Most common AE: low-grade GI events

‒ More early deaths in AZA group due to infecton

Garcia-Manero. JCO. 2021;39:1426.



▪ Oral decitabine is rapidly degraded by cytidine deaminase (CDA) upon 
first-pass in  GI tract and liver

▪ Cedazuridine is a novel, potent, and safe inhibitor of cytidine deaminase

▪ When given in combination with decitabine, cedazuridine enables efficient 
oral availability

▪ Garcia-Manero. ASH 2021. Abstr 66

‒ IPSS-R low or interm (N = 69)

‒ 48% RBC-TI , 67% platelet TI 

‒ Myelosuppression: 3 vs 5 days 

ASTX 727 (Oral Decitabine + Cedazuridine)
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Del(5q) is the most common chromosomal 

abnormality found in MDS patients

50% 

chromosomal

abnormalities

(15%)

(5%)

(Primary)



*As of 12/4/06. Symbols in line graph are censored patients who 
remained TI at time of data cutoff or at time of study 
discontinuation.

Median duration of TI: 2.2 years

List AF, et al. 
Presentation at ASH 2006. Abstract 251
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MDS-003: Lenalidomide in patients with del(5q) 
MDS improves erythropoiesis

Transfusion independent 67 %
Major Cytogenetic response     45 %



MDS-004: significant improvements 

in RBC-Transfusion independency in patients 

randomized to lenalidomide versus placebo

*p<0.001 versus placebo

Bars represent 95% CI

mITT population

Protocol defined (TI ≥26 weeks) IWG 2000 ( TI ≥8 weeks)

*

*

*
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Fenaux P, et al. Blood 2011;118:3765–76

Best erytroid and cytogenetic responses are obtained with
Lenalidomide 10 mg starting dose without increased toxicity 



Giagounidis A, et al. Oral presentation at 11th International Symposium on MDS 2011, Edinburgh, UK. Abstract 58

Achievement of CyR was associated 

with significantly longer OS
Risk of AML progression appeared to 

be higher in patients without CyR
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Analysis included a total of 286 lenalidomide-treated patients with del(5q) MDS

Combined analysis of MDS-003 and MDS-004:      

impact of Cytogenetic Response  on clinical outcomes

CyR = cytogenetic response

Lenalidomide alters natural evolution of 5q-MDS 



EU approval June 13th 2013

• Transfusion-dependent anaemia

• Due to low- or intermediate-1-risk MDS

• Associated with an isolated deletion 

5q at cytogenetic analysis

• When other therapeutic options are 

insufficient or inadequate

• EU registration trial: MDS-004



Treatment options low risk MDS 2023

Trial : imetelstat,       

ASTX 727 

Adapted from ESMO guidelines, Fenaux et al, Ann of  Oncol, 2020



Allogeneic SCT in lower risk MDS: indications  

▪ Poor-risk features defined as: 

‒ Poor-risk cytogenetic characteristics 

‒ Persistent blast increase 
(>50% or with >15% BM blasts)

‒ Life-threatening cytopenia 
(ANC <0.3 x 109/L; PLTs <30 x 109/L)

‒ High transfusion intensity 
(≥2 units per mo for 6 mo)

‒ Molecular testing should be seriously 
considered in case of absence of 
poor-risk cytogenetic characteristics 
or persistent blast increase

De Witte. Blood. 2017;129:1753.

(Very) Low Risk
Intermediate Risk

IPSS-R

Poor performance
Nonfit

Nontransplant 
strategies

Good performance
Fit

No poor-risk 
features

Transplant strategies

Poor-risk features

Transplant strategies

Nontransplant 
strategies

Available donor

Failure



Treatment of 
int2 /high risk MDS 



Improve QOL
Improve cytopenia

Delay 
progression 
To AML

Improve
Survival 

Treatment intensity
Supportive 
care

EPO

ATG, CsA

Lenalidomide

Hypomethylating agents
HMA duplets 

Intensive chemotherapy

AlloSCT

Oral iron chelators

Low / int 1 risk MDS Int 2 / high risk MDS

TPO receptor 
agonists

Lenalidomide

Luspatercept



Long-term disease-free survival in 

higher risk MDS patients 

treated with intensive chemotherapy is poor

1. Kantarjian H, et al. Cancer 2006;106:1099–109; 2. Beran M, et al. Int J Hematol 2000;72:139–50
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Survival rate at 5 years = 8%

CR 50-60 %, high relapse rate, high treatment related mortality

Age < 60 or normal karyotype: better 5 yrs OS 
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Expressed

Silencing of regulatory genes

(e.g. tumor suppressor genes)

DNA hypermethylation is reversible

Courtesy of Issa, JP

DNA methyl 

transferase
Hypomethylating

agents

Normal

Cancer

MDS 



Hypomethylating Cytosine Analogs

N O

NH2

N

N O

NH2

N

CH3

N O

NH2

NN

Ribose

N O

NH2

NN

Deoxyribose

5-aza-cytidine 5-aza-2’-deoxycytidine5-methyl-cytosineCytosine

(azacitidine) (decitabine)

Vidaza Dacogen

(Celgene)              (J&J)

FDA /EMA approved FDA approved 

for MDS for MDS 

CH3 CH3



AZA-001: phase III survival study

AZA 75 mg/m2/day SC for 7 days 
every 28 days (n = 179)

Randomization
MDS
Int2-High
(n = 358)

Investigator selection of 
Conventional Care 
Regimens Convential care regimens (n = 179)

• Best supportive care only
• Low-dose cytarabine (20 mg/m2/day for 

14 days every 28–42 days)
• Standard chemotherapy (7 + 3)

Fenaux P, et al. Lancet Oncol. 2009;10:223-32. 

Treatment continued until relapse, unacceptable 
adverse events, disease progression



AZA provides significant clinical benefits

CR, complete response; HI, hematologic improvement; IWG, International 

Working Group; ORR, overall response rate; PR, partial response. Fenaux P, et al. Lancet Oncol. 2009;10:223-32. 
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AZA is the only hypomethylating agent 
that significantly prolongs OS

and is first line therapy in high risk MDS 

Log rank P < 0.0001
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Difference in median OS was 9.5 months

24.5 months

15 months

50.8%

26.2%

CI, confidence interval; HR, hazard ratio; ITT, intent-to-treat. Fenaux P, et al. Lancet Oncol. 2009;10:223-32. 



Vidaza  EU Label 2008

• Vidaza is indicated for:

– Int-2 / High-risk MDS (IPSS)

– CMML with 10–29% marrow blasts without MPD

– WHO-classified AML with 20–30% blasts and 

multilineage dysplasia

– not eligible for HSCT
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HI as best response

List AF, et al. Oral presentation at ASCO 2008, Chicago, IL, USA
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Vidaza : Practical issues 
• Unstable after reconstitution

– Storage at room t°: < 45 min

– Storage at 2-8 ° C: < 8 hours 

– Reconstitution with cool water: < 22 hours 

• Administration during weekend 

• Very well tolerated 

– Myelosuppression and infections in first courses

– Local skin reactions  

• Continue until disease progression 

– Late responses < 6 cycles 

– Hypomethylation is rapidly reversible 



Zeidan et al, Leukemia and Lymphoma, 2016

RAEB
USA Population based study with 
data from SEER  

2001-03  pre HMA era   11 mts
2007-10 post HMA era  14 mts

P = 0.01



MDS and allo-SCT

• AlloSCT is only curative option for MDS

• High relapse rate in advanced MDS 

• Myeloablative allo SCT:

– Was limited to 5-10 % of MDS patients 

– High treatment-related mortality up to 30 %

• Reduced intensity alloSCT 

– Up to 70 yrs 

– Less TRM, but more relapse 



AZA versus  allo SCT ?

Prospective study in Germany: VIDAZA ALLO TRIAL 

HR-MDS 55-70 yrs old

4 -6 x AZA, donor search

continue AZA allo SCT

if no donor if donor



Drop out of pts during AZA induction 34%
Mostly due to disease progression or death  

Kroger N., J Clin Oncol  2021,  39:3318 -3327 

Allo SCT

AZA



Della Porta M et al
Blood  2014, 123(15), 2333

Prediction of outcome
after allo SCT for MDS: 
MDS transplantation 
risk index  



Should MDS with TP53 mutation 

be transplanted ? 

Yoshizato, Blood, 2017 Lindsey RC , NEJMed, 2017





Slide credit: clinicaloptions.com

Survival of HR-MDS After HMA Failure is Dismal
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Survival analysis in GFM and AZA001 

Challenges

• Biological and molecular
heterogeneity of disease

• Poor understanding of mechanisms of 
resistance

• Poor condition of most patients  at time of 
HMA failure

Prébet T et al. JCO 2011;29:3322-3327

http://www.clinicaloptions.com/


How to treat AZA failures ?

How improve AZA frontline results ?  

• Addition to HMA backbone of 

– Venetoclax

– Targeted therapy >< IDH1/2/Flt3 

• IDH1/2  5-10% and Flt3-ITD < 1% of MDS 

– TP53 modulators: eprenetapopt 

– CD47 monoclonal antibody: magrolimab 

• Spliceosome modulators



9.6 mths

14.7 mths

Similar trials in HR MDS 



Experience with  VEN AZA in HR-MDS 
Garcia , ASH 2021    Zeidan Am J Hem 2022

• Front line VEN 400 mg  D1-14

– CR + mCR 84 %

– DOR 12. 4 mths

– TP53 Mut 85 % 

• AZA refractory VEN 100/200/400 mg D1-14 

– CR + mCR 39%

– DOR 8.6 mths

– TP53 Mut 20% 

• TRM < 10 % despite myelosuppression





Anti-CD47/SIRPa immunotherapy

Macrophage immune checkpoint 

inhibition

SIRP = signal regulatory protein alfa 

MAGROLIMAB 



Slide credit: clinicaloptions.com

Phase Ib Magrolimab + AZA in HR-MDS

Outcome
All 

(N = 95)*
TP53 Wild Type

(N = 61)
TP53 Mutant

(N = 25)

CR, % 
32.6 31.1 

40.0

Median DCR, mo 11.1 12.9 
7.6 

CCyR, n/N† (%) 19/65 (29.2) 13/41 (31.7) 6/20 (30)

Sallman. EHA 2022. Abstr S166. 

ENHANCE: A Randomized, Double-blind, Multicenter Study 
Comparing Magrolimab in Combination With Azacitidine
Versus Azacitidine Plus Placebo in Treatment-naïve Patients With 
Higher Risk Myelodysplastic Syndrome

http://www.clinicaloptions.com/


Slide credit: clinicaloptions.com

The Graveyard for HMA-Based Combinations for 
Frontline Treatment of HR-MDS Keeps Expanding

▪ HMA + lenalidomide

▪ HMA + vorinostat

▪ HMA + volasertib

▪ HMA + eltrombopag

▪ HMA + romiplostim

▪ HMA + pracinostat

▪ HMA + durvalumab

▪ HMA + pevonedistat

▪ HMA + eprenetapopt (APR246)

▪ HMA + ???????

http://www.clinicaloptions.com/
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