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Introduction: In haploidentical allogeneic hematopoietic stem cell transplant (haplo-HSCT), 
calcineurin inhibitors (CNIs) and mycophenolate mofetil (MMF) are started after post-transplant 
cyclophosphamide (PTCy) to avoid blocking PTCy induced tolerance. The impact of earlier 
administration of CNIs and MMF on cytokine release syndrome (CRS) and transplant outcomes is not 
well studied.  
 
Methods: Medical records of patients with hematological malignancies who underwent haplo-HSCT 
and received CI and MMF before PTCy were reviewed. Disease risk was evaluated according to the 
refined disease risk Index. CRS was graded according the ASTCT grading system. The cumulative 
incidences of acute and chronic graft versus host disease (AGVHD and CGVHD) and relapse, were 
assessed via Gray test. Overall survival (OS) and disease-free survival (DFS) were estimated using the 
Kaplan-Meier method. 
 
Results: 41 patients were included; median age was 41 (range:19-63) years. Disease risk was high in 
24(59%).  25(61%) received myeloablative conditioning (MAC). Stem cells were collected from 
peripheral blood in 40 (97.5%). Median follow-up time was 21 months. One patient (2.4%) 
developed graft failure. Median time to neutrophil and platelet engraftment was 16 and 17 days 
respectively. 22 (54%) developed CRS, grade (1) in 20 (95.1%) and (2) in 1 (4.9%). Cumulative 
incidence of grade II-IV, grade IV AGVHD and moderate to severe CGVHD were 34.1%, 7.3% and 
14.6% respectively. 3-year OS rate was 67%. DFS rates at 100 days and 3 years were 90.3% and 
53.4% respectively. 3-year cumulative incidence of relapse was 26.6%. Median time to relapse 217 
(range: 42-654) days. 3-year NRM was 22%. Development of CRS was associated increased risk for 
AGVHD (72.7% vs 31.6%, p=0.011). 
 
Conclusion: Our results suggest that earlier administration of CNIs and MMF in haplo-HSCT may 

reduce the incidence and severity of CRS without increasing the risk of relapse or GVHD. Also, CRS 

significantly correlated with AGVHD. 

 


