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HSCT was first attempted in 1968 from an HLA-identical sibling. The patient survived but was not 
completely cured due to loss of myeloid engraftment. In the following years, the complete cure of WAS 
by HSCT from matched related (Parkman 1978) or unrelated donors (Lenarsky 1993) was 
demonstrated. 

Multiple attempts were made to cure those patients lacking a matched family donor by using 
mismatched related (haploidentical) donors (Rumelhart 1990, Brochstein 1991, Fischer 1991), but 
success was hampered by either GVHD, graft rejection or excessive immunosuppression leading to 
infection. 

The first large multicenter retrospective survey (Filipovich 2001) demonstrated good survival after 
HSCT from matched related donors and in young patients from unrelated donors, but not in patients 
transplanted form haploidentical donors. 

 

(Filipovich et al, Blood 2001) 

Subsequent case series demonstrated improvement of outcomes with the advent of high-resolution 
HLA typing and highlighted the importance of complete donor chimerism for full disease correction 
(Moratto 2011), while improved techniques for HLA-haploidentical transplantation allowed for much 
improved survival and cure rates for these donors as well (Balashov 2018). 



 

(Moratto et al, Blood, 2011) 

Recently, two large series from the USA (Burroughs 2020) and Europe (Albert 2022) exhibited survival 
rates of approximately 90% regardless of donor type, confirmed age as a risk factor for adverse 
outcome, and highlighted the necessity of full myeloablative conditioning to avoid secondary 
procedures. 

 

(Albert, Blood 2022)     (Burroughs, Blood 2020) 

At present, HSCT remains the only curative therapy for WAS. Overall survival is excellent regardless of 
donor type, and age has become less important. HSCT remains a complicated procedure with 
associated morbidity and mortality. The pros and cons of transplant should be carefully discussed (and 
reevaluated in regular intervals) with any WAS family regardless of mutation, age or donor situation. 
Full intensity, myeloablative conditioning offers the best prospect to achieve complete disease 
correction. Lower toxicity regimens like i.e. Treo/Flu may be preferable for patients with pre HSCT 
organ damage or for older patients. Future improvements for HSCT will most likely come from less-
toxic yet myeloablative, stem cell directed antibody-drug-conjugate based conditioning regimens. 


