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Topics

• GVHD

•Background : allografting in 
myeloma and new drugs

•Current studies: proteasome 
inhibitors and allografting 
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Phase 1/2 Study of Carfilzomib for the Prevention of Relapse and Graft-versus-host
Disease in Allogeneic Hematopoietic Cell Transplantation for High-risk Hematologic

Malignancies

Experimental: CarfilzomibPatients will receive standard fludarabine-
based conditioning regimen (fludarabine + busulfan or fludarabine + 
melphalan), followed by an allogeneic hematopoietic cell transplantation, 
with the addition of carfilzomib. Carfilzomib will be administered IV over 
30 minutes, starting at dose level 1 (20 mg/m2 IV) on Day +1, +2, +6 and 
+7.

Methotrexate will be administered at 5 mg/m2 IV per day on day +1, +3, +6 and +11 
as standard graft-versus-host disease prophylaxis.

Tacrolimus will be administered at 0.03 mg/kg continuous infusion over 24 hours, 
starting on day -3 as standard graft-versus-host disease prophylaxis.

ClinicalTrials.gov Identifier: NCT02145403



Multiple Myeloma: EBMT/GITMO-Data
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Timeline showing advances in myeloma treatment
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Kyle,Rajkumar NEJM 2004

Figure 2. An Approach to the Treatment of 

Newly Diagnosed Multiple Myeloma.



New drugs after allografting in myeloma
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OS (after 2004)
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PFS (after 2004)
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Sinergy between

residual donor T cells

and “new drugs”



Bruno B NEJM 2007
Giaccone et al. Blood 2011

Sinergy between residual donor T cells and “new drugs”



Post-relapse Survival Rates after Tandem 
Auto-HSCT vs. Auto/Allo-HSCT in Multiple 

Myeloma

Minneapolis, October 2014

Endpoint: Compare clinical outcomes (overall survival, event free survival 
and time-to next therapy)in patients at first relapse after autologous 

transplantation or allogeneic transplantation when the transplant procedure 
was employed as first line treatment. All intensities of conditionings and 

stem cell source are included

A Krishnan, MD (City of Hope National Medical Center)
P Hari, MD, MRCP, MS (Medical College of Wisconsin)

B Bruno, MD, PhD (University of Torino)
N Tank, MD (City of Hope National Medical Center)



Allogeneic Hematopoietic Stem Cell Transplantation With Ixazomib for High 
Risk Multiple Myeloma (BMT CTN 1302)

•It is hypothesized that Ixazomib maintenance therapy will result in
improved PFS in patients with high-risk multiple myeloma
following Allogeneic Hematopoietic Stem Cell Transplantation (HSCT)
compared to placebo.

•Description: the study is designed as a Phase II, multi-center double-blind
trial that randomizes patients with high risk Multiple Myeloma to Ixazomib
maintenance or placebo 60-120 days after allogeneic HSCT. The primary
objective of this randomized trial is to compare progression free survival
from randomization as a time to event endpoint between patients
randomized to Ixazomib maintenance or placebo.

•Secondary objectives are to describe for each treatment arm: rates of grade
II-IV and III-IV Graft-Versus-Host-Disease (GVHD), chronic GVHD, best
disease response rates, disease progression, transplant related mortality,
overall survival, rates of Grade ≥ 3 toxicity according to the Common
Terminology Criteria for Adverse Events (CTCAE) Version 4.0, incidence of
infections, and health-related quality of life.

ClinicalTrials.gov Identifier: NCT02440464



EMN / EBMT joint venture

EMN sequential phase I / phase II trial on RIC allogeneic 
transplantation: an optimized program for high risk relapsed patients: 

EMN-alloRIC2010 EudraCT: 2010-018594-37

(PI J. Perez Simon, Hospital Universitario Virgen del Rocio, Sevilla, Spain)



Study population: 45 patients

Phase II trial:  
Only myeloma patients
Age:  18 <  65 years. Suitable related or unrelated donor

High risk first relapse defined as: 
First early relapse after ASCT (< 24 months)
First late relapses in case the patient does not achieve CR after second ASCT
Patients with poor cytogenetics in first relapse

European Myeloma Network trial: Candidates



High risk relapsed myeloma patients: EMN-alloRIC2010 
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Conclusions

 Young high risk patients and/or patients at first “early” relapse may benefit from 
an “early” allograft in combination with new drugs 

 Proteasome Inhibitors have mechanisms of action that may help prevent GVHD

 Sinergy between Proteasome Inhibitors and T cells has been demonstrated 



Thank you for your attention ! 


