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Aplastic anemia (AA) is an acquired bone marrow (BM) failure characterized by marrow hypoplasia, a 
paucity of hematopoietic stem and progenitor cells, and pancytopenia of the peripheral blood, due to 
immune attack on the BM. Once an immune attack against hematopoietic stem cells (HSCs) occurs, 
HSCs that undergo somatic mutations survive the immune attack and continue to produce their 
progenies. Thus, the presence of mature blood cells derived from mutated HSCs in the peripheral 
blood serves as evidence of the immune-mediated destruction of HSCs. Glycosylphosphatidylinositol-
anchored protein-deficient (GPI[-]) blood cells and HLA class I allele-lacking (HLA[-]) leukocytes are 
two major aberrant cells that represent the immune mechanism underlying BM failure. I will briefly 
summarize the importance of identifying immune mechanisms using laboratory markers, such as 
GPI(-) cells and HLA(-) leukocytes in the management of AA patients, and help physicians to choose 
appropriate therapy. 
   Eltrompopag (EPAG), a TPO-RA, has been shown to induce hematologic recovery in about 50% of 
patients with AA refractory to immunosuppressive therapy. Moreover, EPAG was reported to increase 
response rates when added to ATG/CsA in treatment-naive SAA patients compared with a historical 
cohort. Although EPAG has changed the paradigm of AA treatment, novel therapies are still needed to 
rescue EPAG-refractory patients. A recent clinical trial showed that another TPO-RA, ROMI, was 
effective in EPAG-naïve refractory AA patients. The effectiveness of 20 μg/kg ROMI (the maximum 
dose approved for use in AA patients in Japan) in EPAG-refractory cases has not been closely 
examined. Our recent retrospective study showed that high-dose ROMI was highly effective in AA 
patients refractory to EPAG. I will update our recent experience of sequential therapy with EPAG 
followed by ROMI in refractory AA patients. 
 


