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 Why?

 Types

 Considerations

 Updates

 Current trials



 Discovering new treatments 

 Optimising ‘old’ treatments

 New ways to diagnose



 Biobanking/Registry

 Supportive care

 Non-intensive treatment

 Intensive treatment



 Eligibility 

 patient criteria – IPSS, IPSS-R  

 upfront treatment vs treatment failures

 fitness for intensive treatment

 Location (trial sites)



LUSPATERCEPT

Blood 2018 132:1; doi: https://doi.org/10.1182/blood-2018-99-110805



 Treatment with luspatercept resulted in a significantly reduced transfusion burden 
compared with placebo 

 Regulatory submissions planned in the United States and Europe in the first half of 
2019



Blood 2018 132:527; doi: https://doi.org/10.1182/blood-2018-99-112949



Blood 2018 132:1818; doi: https://doi.org/10.1182/blood-2018-99-110356



 MDSBio

 Kaleidoscope – Lenalidomide

 Transfusion dependent patients with IPSS low or int-1 MDS and isolated del (5q)

 followed up on the registry for 3 years or until death/consent withdrawal



 Standard treatment – Azacitidine, low dose cytarabine

 Azacitidine has shown a survival advantage when compared with conventional 
therapies and has also shown activity in IPSS lower-risk patients. However, 
about 40% of patients do not respond and most patients show a loss of response 
within 2 years.

 median OS of 19 months (based on trial data of selected patients) and 13–16 months 
(based on real-life analyses) for most patients with HR-MDS

 Novel agents 

 addition to standard treatment

 monotherapy

 Targeting genetic mutations

Blood Cancer Journal volume 8, Article number: 55 (2018)



 IDH1 mutation

 A phase 1/2 study of FT-2102 as a single agent and in combination with Azacitidine 
or low dose cytarabine. 

 Safety and effectiveness of FT-2102

 Patients with AML or MDS which is relapsed or refractory to standard therapy 
and/or for which standard therapy is contraindicated or which has not adequately 
responded to standard therapy.



 Durvalumab, Tremelimumab (monoclonal antibodies)

 programmed cell death ligand 1 (PD-L1) 

 Phase 1 study to determine the safety and tolerability of MEDI4736 as Monotherapy 
or in Combination with Tremelimumab With or Without Azacitidine 



 Phase 1/2 study (22 patients) suggests that rigosertib has an acceptable side-effect 
profile and may benefit some patients with myelodysplastic syndromes (MDS). 
Researchers found that rigosertib stabilized bone marrow blasts, and improved 
peripheral blood counts in 53% of patients.

 Median survival was 15.7 and 2.0 months for responders and non-responders, 
respectively.

 Various proteins interact with RAS contributing to its cancer causing activity. 
Rigosertib inhibits these interactions

 Phase 3 study investigate the survival of MDS patients receiving intravenous 
Rigosertib after failure of treatment with a Hypomethylating agent (HMA), 
Azacitidine or Decitabine 

LeukRes. 2018 Jan;64:10-16. doi: 10.1016/j.leukres.2017.11.006. Epub 2017 Nov 11



 Immune gene therapy

 This is a phase I study intended to identify the safety and tolerability of an "AML 
Cell Vaccine" given to eligible MDS and AML patients who have achieved a best 
response of complete remission or partial remission following their first or second 
course of standard induction chemotherapy.

 Patients for whom the optimal therapy in CR1 would be to undergo allogeneic bone 
marrow transplantation, but for whom this procedure is either not recommended 
(e.g. due to comorbidities) or not available (e.g. lack of a suitable donor).

 Exclusion: favourable prognostic profile; previously undergone or will be able to 
undergo allogeneic transplantation; previous or current treatment with any form of 
investigational immunotherapy 

 King's College Hospital NHS Trust, London



 Glasdegib disrupts cancer stem cell survival. This has the potential to reduce the 
development of drug resistance and prevent relapse.

 Phase 1 study aimed at determining the safety and effectiveness of Glasdegib in 
combination with Azacitidine

 Previously untreated higher-risk MDS, AML or CMML

 Assessing complete remission rates and adverse events.



 Prevents the activity of a specific enzyme (Nedd8 activating enzyme) and thus may 
result in the inhibition of tumour cell growth and survival. 

 This is a phase 3 study to determine if combining Pevonedistat with Azacitidine 
improves survival when compared with single agent Azacitidine

 Higher risk MDS, CMML, low blast count AML






