MEETI](B THE CHALLENGES IN THE MANAGEMENT OF

SICKLE CELL DISEASE

STUDY UPDATES #1

Howard J, Ataga Kl, Brown RC, et al. Voxelotor in adolescents and adults with sickle cell disease (HOPE): long-term follow-up results of an

international, randomised, double-blind, placebo-controlled, phase 3 trial. Lancet Haematol. 2021:8(5):e323.

o 72-week follow-up of the HOPE trial showed durable improvements in the hemoglobin level
*  Adjusted mean change in hemoglobin level from baseline to week 72

0  Voxelotor 900 mg/day : 0.5 g/dL
o  Voxelotor 1500 mg/day: 1.0 g/dL
0  Placebo: 0.0 g/dL

*  Percent of subjects who achieved >3 g/dL change in hemoglobin level from baseline to week 72

0 Voxelotor 900 mg/daya: 9.8%
o Voxelotor 1500 mg/day: 20.0%
o  Placebo: 0%

*  Annualized rate of anemia episodes

0  Voxelotor 900 mg/daya: 0.04 episodes/year
0 Voxelotor 1500 mg/day: 0.05 episodes/year
o  Placebo: 0.15 episodes/year

Shah P, Suriany S, Kato R, et al. Tricuspid regurgitant jet velocity and myocardial tissue Doppler parameters predict mortality in a cohort of
patients with sickle cell disease spanning from pediatric to adult age groups — revisiting this controversial concept after 16 years of additional

evidence. Am J Hematol. 2021;96(1):31-39.

*  9-year follow-up showed that tricuspid regurgitant jet velocity and systolic and diastolic function are strong markers of cardiovascular
disease severity and predict mortality in patients of all ages with sickle cell disease

* Nontransfused and chronically transfused patients with sickle cell anemia and with/without cardiovascular disease were recruited
*  After median follow-up of 7.7 years, the mortality rate was 19% (median age 35 years)

* 0.1 m/second increase in tricuspid regurgitant jet velocity increased mortality risk 3%

* 1 cm/second increase in systolic tissue velocity increased mortality 91%

* 1cm/second decrease in diastolic tissue velocity increased mortality 43%

Yu J, Black V. Lamba J, Horn B. Potential risk factors associated with graft failure of haploidentical hematopoietic stem cell transplantation in
children with sickle cell disease. J Pediatr Hematol Oncol. 2021:43(4):e583-e586.

* Report of 3 cases of nonmyeloablative haploidentical hematopoietic stem cell transplant graft failure in 3 children with sickle cell disease

*  Factors contributing to graft failure

Overadjusted chemotherapy dosage using formulas based on ideal body weight

Increased drug clearance because of age and use of steroids as premedication for antithymocyte globulin
Low donor cell availability

Frequent viral reactivations

Antihuman leukocyte antigen donor-specific antibodies

O O O O o

*  Conclusions

o  Optimize nonmyeloablative regimens
o0  Perform haploidentical transplants for sickle cell disease on clinical trials
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