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➢LR-MDS 2018 criteria



Response criteria for clinical trials in Lower Risk MDS

Platzbecker, Blood 2018

Rationale



Response criteria for clinical trials in Lower Risk MDS

Platzbecker, Blood 2018

General topics

➢Experts from EU & USA

➢Procedures used for ELN guidelines

➢Review of literature

➢Different clinical scenarios

➢Consensus: agreement by more than two-thirds of the experts

Hematological Improvement

Erythroid



Response criteria for clinical trials in Lower Risk MDS

Platzbecker, Blood 2018

Hematological Improvement Erythroid 

major problems in IWG2006

➢8w period for screening and response

➢TD criteria, 2 categories:

✓ TID, no transfusion requirements

✓ TD, >4 RBC/8w

✓ patients receiving <4 RBC/8w?



Response criteria for clinical trials in Lower Risk MDS

Platzbecker, Blood 2018

HI-E: Procedures at baseline

➢16 weeks for screening

➢Hb levels every 2w: mean value

➢1 device/lab

➢Hb level <10 g/dL for trial inclusion



Response criteria for clinical trials in Lower Risk MDS

Platzbecker, Blood 2018

HI-E: Procedures at Response evaluation

➢16-24w weeks for evaluation

➢Hb level every 2w for 1st 16w: mean Hb value

➢1 device/lab

➢Responding patients with dose modifications



Response criteria for clinical trials in Lower Risk MDS

Platzbecker, Blood 2018

Response criteria for HI-E

➢NTB (0U/16w)

➢LTB (3-7U/16w)

➢HTB (>8U/16w)

➢1-2 RBCs/16w?



Response criteria for clinical trials in Lower Risk MDS

Platzbecker, Blood 2018

Response criteria for HI-E

➢NTB: Hb ≥1.5 g/dL

➢LTB: TI*

➢HTB: Ma: TI*

mi: ≥50% red TB*

➢Transfusion policy

➢8w during 16-24w

➢ *Independent of Hb increase

➢Clinically meaningful if >16w

➢Duration of TI

➢Magnitude of Hb increase



Response criteria for clinical trials in Lower Risk MDS

Platzbecker, Blood 2018

Response criteria for HI-P

➢Counts and symptoms

➢Any increment need to 

be reported



Response criteria for clinical trials in Lower Risk MDS

Platzbecker, Blood 2018

Response criteria for HI-N

➢Counts and symptoms

➢Any increment need to 

be reported



Response criteria for clinical trials in Lower Risk MDS

Platzbecker, Blood 2018

Response criteria for HI-E: loss response

➢Loosing response

➢But still beneficial for patient

➢Treatment should be maintained



➢HR-MDS 2023 criteria



Zeidan, Blood 2023

Response criteria for clinical trials in Higher Risk MDS



General topics

➢36 international Experts

➢Delphi process

➢Patient centered & relevant for outcomes

➢Fully capture the clinical benefit of novel drugs

➢Serve as valid surrogates for end points

Hb level for CR (≥10g/dL)

Complete Remission categories

Zeidan, Blood 2023

Response criteria for clinical trials in Higher Risk MDS



Response criteria: CR

*CR, mCR, CRL and CRh required ≥5% blast

CR equivalent for HR patients with <5% blast

Zeidan, Blood 2023

*molecular clearance not included

Response criteria for clinical trials in Higher Risk MDS

➢<5% BM blasts

➢Hb ≥ 10 g/dL



Response criteria: CR & subcategories

*CR, mCR, CRL and CRh required ≥5% blast

CR equivalent for HR patients with <5% blast

Zeidan, Blood 2023

*molecular clearance not included

Response criteria for clinical trials in Higher Risk MDS

➢CR equivalent, CR for entities <5% BM blasts

➢Eliminated marrow CR, no OS benefit



Response criteria: CR & subcategories

*CR, mCR, CRL and CRh required ≥5% blast

CR equivalent for HR patients with <5% blast

Zeidan, Blood 2023

*molecular clearance not included

Response criteria for clinical trials in Higher Risk MDS

➢CR limited count recovery: uni or bilineage

(CRL, CRuni, Crbi)



Response criteria: CR & subcategories

*CR, mCR, CRL and CRh required ≥5% blast

CR equivalent for HR patients with <5% blast

Zeidan, Blood 2023

*molecular clearance not included

Response criteria for clinical trials in Higher Risk MDS

➢CR with partial hematology recovery (CRh)



Response criteria: CR & PR

*CR, mCR, CRL and CRh required ≥5% blast

CR equivalent for HR patients with <5% blast

Zeidan, Blood 2023

*molecular clearance not included

Response criteria for clinical trials in Higher Risk MDS



Response criteria: HI, ORR & No response

Zeidan, Blood 2023

Response criteria for clinical trials in Higher Risk MDS

➢ORR= CR (or equivalent) + CRL + CRh + PR + HI



Response criteria: other relevant ”responses”

Zeidan, Blood 2023

Response criteria for clinical trials in Higher Risk MDS



Response criteria: other relevant ”responses”

Zeidan, Blood 2023

*molecular clearance not included

Response criteria for clinical trials in Higher Risk MDS

*



Response criteria: other relevant ”responses”

Zeidan, Blood 2023

Response criteria for clinical trials in Higher Risk MDS

*molecular clearance not included

*

➢Progression Disease (PD)

o Rising of PB blasts

o Worsening cytopenia/tx requirements

o Progression to AML



Response criteria: other relevant ”responses”

Zeidan, Blood 2023

Response criteria for clinical trials in Higher Risk MDS

*molecular clearance not included

*



Response criteria: other relevant ”responses”

Zeidan, Blood 2023

Response criteria for clinical trials in Higher Risk MDS

*molecular clearance not included

*



Response assessment flowchart ≥ 5% blasts

Zeidan, Blood 2023

Response criteria for clinical trials in Higher Risk MDS



Response assessment flowchart <5% blasts

Zeidan, Blood 2023

Response criteria for clinical trials in Higher Risk MDS



Time to event end-points

Zeidan, Blood 2023

Response criteria for clinical trials in Higher Risk MDS



➢Comorbidities in clinical trials?



Measure of comorbidities for clinical trials in MDS

Della Porta, Haematologica 2011

Comorbidities are frequent in MDS patients and impact on outcomes

Sorror comorbidities after review MDS-CI



Measure of comorbidities for clinical trials in MDS

Della Porta, Haematologica 2011

Comorbidities are frequent in MDS patients and impact on outcomes



Measure of comorbidities for clinical trials in MDS

Are comorbidities be measured in clinical trials?

➢Recorded in personal history at baseline

-Generally, not graded

-No information about evolution during clinical trial: AE/TEAS

➢Exclusion criteria focus on specific toxicity profile of the drug

-uncontrolled HT, deep venous thrombosis… (Luspa)

-uncontrolled HT (KER-050)

-LVEF<45%, clinically significant CV disease, neumonitis (aCD123)



Measure of comorbidities for clinical trials in MDS

Are comorbidities relevant in clinical trials?

➢AEs/TEAEs

-impact on severity, incidence

➢Treatment discontinuations/stopped

-Lower efficacy

➢ Impact on outcome

-Death, lower OS

No differential analysis

Categorization

Cardiac disease 



Measure of comorbidities for clinical trials in MDS

Are comorbidities relevant in clinical trials?

Quavid, Cancer 2019

Marnell, J Mol Cell Cardiol. 2021 

CHIP associates with an altered inflammatory state, 

elevating cardiovascular risk

In patients with MDS, the presence of CHIP-associated

mutations is associated with comorbidities



➢QoL and PRO in clinical trials?



Measure of QoL for clinical trials in MDS

Efficcace, HemaSphere 2023

General topics

➢ Impaired HRQoL in MDS at diagnosis

➢ PROs impact on prognosis

➢ New therapies for patients to live longer and better

➢ Important to determine value of novel treatments in

improving patient´s well-being

Generation of rigorous PRO data

Support treatment decision-making



Measure of QoL for clinical trials in MDS

Mo, Blood reviews 2023



Response criteria for clinical trials in Lower Risk MDS

Platzbecker, Blood 2018

➢Overcome pitfalls in some of IWG 2006 criteria

➢Baseline assessments

➢Response evaluation

➢Progression or relapse after HI

➢More accurate results of response evaluation

➢ Integration of PRO (QoL & fatigue) in response evaluation

Summary



Summary

Zeidan, Blood 2023

Response criteria for clinical trials in Higher Risk MDS

➢ Better capture clinically relevant outcomes

➢ Reduce discrepancies with AML response criteria

➢ Improve applicability to novel therapies

➢ Future research focus on:

➢ Standardization and validation of MRD assessment

➢ Molecular responses

➢ Less-than CR responses

➢ Other surrogate end points that predict OS

➢ Other scenarios different than frontline: Allo-SCT



Summary

Zeidan, Blood 2023

Comorbidities, QoL & PROs should be incorporated in clinical trials

➢ Impact on response, outcome

➢ Categorization and graduation recommended

➢ Results based on comorbidities

➢ Standardized QoL and PRO assessments

➢ Confirm the benefit is not only numerical

➢ Patient lives more and better




