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UK MDS Forum Education Day - Tuesday 9 November 2021

This report is written by Chris Dugmore and Claudia Richards who attended the UK MDS Forum
event virtually. Having attended in person in previous years, and the event being cancelled last year,
the offer of a Covid-secure attendance was very appealing! Sophie Wintrich and Tony Allen, our new
Deputy Chair attended in person. We both managed to figure out how to navigate the “virtual” lifts,
transport ourselves to the “virtual” tables to chat to some of our great haematology consultants
during the breaks (thank you to Drs Chris Dalley from Southampton and Dora Foukaneli from
Addenbrookes). We were also able to put questions to the presenters via a Q&A Chat facility. Sadly,
there were no virtual pastries on arrival or delicious lunch as previously but we both enjoyed the day
and were impressed by the professional presentation of this hybrid event. As ever, we left with our
heads full of acronyms and bunches of letters and numbers representing the vast and ever-growing
array of genetic mutations which are now known to have huge significance for people with MDS. We
hope we have managed to capture the key themes from the day.

FOCUS ON TREATMENTS

1. Allogeneic stem cell transplantation for low risk MDS - how to decide
Speaker: Dr Wendy Ingram, Consultant Haematologist, University Hospital of Wales

Given that there are currently no “lovely new” drugs for patients with lower-risk MDS, improved
diagnostics and risk stratification are therefore key when considering allogenic stem cell
transplantation.

e The IPSS-Ris a rather crude measure of prognosis, currently only checked on diagnosis, not
on a continuing basis, and does not take into account genetic mutations
e “Lower-risk” MDS covers the very low / low / and intermediate IPSS-R risk groups; some of
the latter group progress to acute myeloid leukaemia (AML) more rapidly than others
e The focus of current treatment is on alleviating fatigue caused by anaemia, less so on
preventing infections, bruising and bleeding
e The goal of current therapies is therefore to reduce the symptoms of anaemia and prevent
the risk of transfusion-dependency
e The findings of a US Internet-based patient survey of MDS patients indicated that
o 34% felt their transfusion needs placed a burden on their family
o 65% of transfused patients said that, if it would enable them to stop or reduce
transfusions, they would undergo treatment - even if it temporarily made them
feel worse

Prognostic factors

e A 2020 analysis of the impact of transfusions on survival showed that there is a worse
progression-free survival with a higher transfusion burden.

e It has also been noted that a 25% drop in platelet count in the first 6 months post-
diagnosis is an indication that the MDS is more likely to progress
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e Mutations (currently not taken into account in the IPPS-R, but this is about to be
incorporated in a revised version) are also indicative of outcome - the more mutations there
are, the worse the prognostic outlook. [The only exception to this is the SF3B1 mutation in
MDS-RARS which is the only one which gives an improved outcome].

Patient factors

e Disease-related
o urgent need for clinical trials to guide decision-making in lower risk MDS
o validated tools needed to aid personalised approach to treatment
e Co-morbidities/frailty
e Health-related Quality of Life (HRQol)
e Age? (possibly now not considered so important as in the past)
e Patient expectations - critically important for clinicians to understand patient and family
expectations

Transplant considerations

e Donor availability

e Degree of donor match (Sibling and MUD (Matched Unrelated donors) have the best
outcomes)
e Cytomegalovirus (CMV) status of donor/recipient

Research papers suggest
e patients with higher-risk MDS should be referred for transplant on presentation
e patients with lower-risk MDS should be referred for transplant at progression
e 0of 60 true lower-risk patients, 80% survived for more than 10 years

Prognostic mutations after stem cell transplant
e 5 mutations are associated with poor outcomes and shorter survival: ASXL1, RUNX1, TET2,
DNMT3A and TP53
o TP53is the most significantly negative mutation, irrespective of age and whether
reduced-intensity conditioning (RIC) or myeloablative conditioning (MAC) is used

Recommendations for transplant for lower risk MDS from ELN (European Leukaemia Network) and
EBMT (European Society for Blood and Marrow Transplantation)

e Transfusion dependence 22 units per month

e Significant cytopenias (Platelets <30, Neutrophils <0.3

e \ery poor cytogenetic risk group

e Failure to respond to ESAs (erythroid stimulating agents e.g. EPO) or lenalidomide
e Del(5q) associated with TP53 mutation

e Bone marrow fibrosis

Several papers have been published in 2020/21 on the personalisation of outcomes after stem cell
transplant.

Current needs

e C(linical trials to guide decision-making
e Validated tools for personalisation

e A frailty score in decision-making

e HRQol assessment
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e Management of patient expectations
e Minimisation of the toxicity of conditioning

2. Doublet and triplet therapies for high risk MDS
Speaker: Dr Austin Kulasekararaj, King’s College Hospital, London

Relapse after stem cell transplant in patients with higher-risk MDS (very high / high / intermediate
with other factors) is a major risk.

If mutations are included in the IPSS risk stratification model, there is a significant degree of
reclassification for patients with intermediate risk MDS, some of whom move into a higher-risk
category.

The current treatment algorithm for patients with higher-risk MDS is hypomethylating agents
(HMAs, including azacitidine); however, median overall survival on this treatment is less than 1.5
years.

After the failure of HMA treatment, what are the options?

e Intensive chemotherapy — predominantly used in patients who are eligible for transplant
e Improve the HMA treatment by the addition of another compound, eg Vitamin C

e |[f the patient is resistant to HMAs, check their eligibility for stem cell transplant

e AML therapies — are they suitable in MDS?

Patients for whom HMA treatment fails have a poor prognosis — could doublet or triplet therapies be
the answer? This means adding another one, or two drugs to the HMA treatment

e Both doublet and triplet therapies have an “HMA backbone” — for example, Azacitidine +
Venetoclax.
The response rate to this in patients with AML is >80%, which is considered high (but there is
as yet no data for Phase 3 trials of this doublet in treatment of patients with MDS)
e Studies are currently ongoing into:
o Azacitidine + Magrolimab (Enhance study). -this is promising in AML, and the
response in MDS is even better)
Azacitidine + Sabatolimab
Azacitidine + Sabatolimab + Magrolimab
Azacitidine + Pevonedistat*
Azacitidine + Pevonedistat + Venetoclax
Azacitidine + Eprenatopopt*
Azacitidine + Sabatolimab + Venetoclax
Azacitidine+ Venetoclax+ Magrolimab

© O O O 0 O O

NB:

e *These doublets and several others have failed at Phase 3 trial stage because they did not
meet their primary endpoint
e There is as yet no data on triplet therapies, but trials are ongoing

MDS UK Patient Support Group —Conferences: Summary of UK MDS Forum Education Day 2021



TRIALS UPDATE

1. Telomeres, bone marrow failure and the science behind REPAIR MDS
Speaker: Professor Chris Bunce, University of Birmingham

The genetic information in our cells is held in long strings of DNA.

Telomeres are found at the end of these structures and generally shorten with age but are
prematurely shortened in patients with bone marrow failure syndromes.

Lack of telomere activity affects haematopoiesis and telomere length is therefore considered
a prognostic indicator in MDS.

There is a tight link between telomere function and MDS.

There will be two randomised arms in the REPAIR-MDS trial, allocating one of the following
treatments:

o Danazol (synthetic androgen)
Treatment with this drug has been shown to increase telomere length and improve
blood counts, though these drop again when treatment ends. Over a 12-month
period, a 60% response rate has been achieved.- in a trial with 42 participants.

o VBaP (Sodium Valproate — an anti-epileptic, Bezafibrate — a lipid-lowering drug, and
Medroxyprogesterone acetate — an oral contraceptive)

2. REPAIR MDS
Speaker: Dr Steve Jenkins, University of Warwick

Over 7000 people in the UK are living with MDS; 2000 are newly diagnosed each year
Even lower-risk MDS patients face a 20-35% risk of progressing to acute myeloid leukaemia
(AML) within 5 years of diagnosis.
9 out of 10 patients are aged over 50 when diagnosed.
If treatment with erythropoiesis stimulating agents (ESAs) fails, the only current alternatives
are transfusions and supportive care.
REPAIR-MDS is a Phase Il trial which will be recruiting participants before the end of 2021.
Key Inclusion criteria for the trial are

o an IPSS-R score of 3.5 or less

o failed ESA treatment / refractory to ESA treatment / predicted as unlikely to respond

to ESA treatment

o plus other parameters for haemoglobin, neutrophil and platelet counts
Exclusion criteria: there were many of these, though an interesting one was for people
currently receiving statin medication for secondary prophylaxis of cardiovascular disease.
Steve Jenkins noted that people aged over 70 have a 50% likelihood of being on statins!

The IWG (International Working Group) Response Criteria will be applied in the trial:

Haematological improvement for 16+ weeks
Reduced burden of transfusions
Improved Quality of Life (QoL)
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Trial Design

e Overall recruitment - 120 patients at 20-30 different sites

e Overall duration — 52 weeks

e First 12 weeks (minimum) - Safety Monitoring conducted on 20 patients, 10 in each arm
e Second 12 weeks (min) — Futility Monitoring conducted on 40 patients, 20 in each arm
e Final period 12 weeks (min) — Treatment of 120 patients, 60 in each arm

Once a patient has been identified as potentially eligible to participate, 16-week data (retrospective
or prospective) is required covering Full Blood Counts (FBC) and transfusions.

Treatment with VBaP

e The dose of VBaP is increased 3 times at 2-week intervals (subject to review at a clinic visit)
and is then maintained to the end of the 52" week.

e Treatment with VBaP can be paused and re-started, depending on the results of liver and
kidney tests.

Treatment with Danazol

e The dose of Danazol is increased 3 times at 2-week intervals (subject to review at a clinic visit)
and is then maintained to the end of the 52" week.

At the end of the trial, it may be possible for access to the drugs to be maintained as a local
arrangement.

3. ASTX727 monotherapy in CMML
Speaker: Dr Dan Wiseman, The Christie Hospital, Manchester

e Only 2 drugs currently available to treat patients with CMML which is an MDS/MPN
(Myeloproliferative neoplasm) overlap syndrome
o Hydroxycarbamide
o Azacitidine
e Hydroxycarbamide showed survival advantage over the chemotherapy drug etoposide (in
1997) and is still the only drug to have done so in CMML. It does not, however, significantly
modify the biology of the disease or halt progression to acute leukaemia.
e Very few trials have been specifically targeted at CMML patients. It is difficult to recruit large
numbers of people for clinical trials as the disease is so rare.
e Recent Monocle study only showed one patient to derive a (modest) clinical benefit and was
terminated early because of this and concerns over kidney issues
e Dr Wiseman is the lead on the AMMO#* trial which is being set up to study using a drug called
ASTX727 which is a combination of decitabine (a hypomethylating agent like azacitidine) and
another drug, Cedazuridine. This combination means that the drug can be delivered orally,
instead of by injection under the skin, as is the current method of delivery of azacytidine.
(*AMMO stands for ASTX727 vs Supportive care in MDS/MPN Overlap syndromes)
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o Thisis a Phase 2 trial and aims to recruit 75 patients (in 12 sites over 2 years) from all
MDS/MPN subtypes, starting in Feb/Mar 2022

o Itisarandomised study comparing overall response rates of study drug compared
with best supportive care in a 2:1 ratio

e Note that MDS UK (2 CMML patients and Sophie Wintrich) have already commented on the
Patient Information Sheets for this trial

e The added value for this trial is that there is a PRO (Patient Reported Outcomes) Quality of
Life sub-study, as well as a platform for extended laboratory research into these rare
conditions.
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