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Dear Editor,

Pure red cell aplasia (PRCA) is a major complication after
major ABO-incompatible allogeneic hematopoietic stem cell
transplantation (allo-SCT), and the incidence rate was report-
ed as 7.5% [1-4]. In general, patients with PRCA require
repeated red blood cell (RBC) transfusions, which results in
iron overload and organ dysfunction [5, 6]. Although iron-
chelating therapy with deferasirox is a treatment option for
iron overload, the tolerability and outcome of deferasirox in
patients with PRCA after allo-SCT are unclear. Therefore, we
conducted a retrospective multicenter study to evaluate the
safety and efficacy of deferasirox.

We enrolled 313 patients who underwent major and bidi-
rectional ABO-incompatible allo-SCT from 2008 to 2012,
and 23 patients (7.3%) developed PRCA (Supplementary
Tables S1 and S2). The median follow-up period of surviving
patients with PRCA was 25 months (range 6—65). The overall
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survival of these patients was not significantly lower than that
of the control group (Fig. 1a, P=0.96). Of these, 10 received
deferasirox (Supplementary Table S3). The median initial
dose was 8.0 mg/kg/day, which is lower than the recommend-
ed initial dose (20 mg/kg/day) (Fig. 1b). The median mainte-
nance dose and duration were 11.8 mg/kg/day and 162 days,
respectively. With careful monitoring, all except one could
maintain and escalate the dose of deferasirox after administra-
tion. At the time of the last RBC transfusion, the median
serum ferritin levels in deferasirox-treated patients significant-
ly improved compared with those in untreated patients (1566
vs. 2739 ng/mL; P=0.037, Fig. 1¢). In the deferasirox group,
the value of serum ferritin was significantly decreased with the
treatment (median —768.1 ng/mL; P =0.047, Fig. 1d).

Three patients developed organ dysfunctions due to iron
overload, two had liver dysfunction, and one had multi-
organ dysfunction including liver, heart, and hematopoietic
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disturbance. While two continued deferasirox until improve-
ment of organ dysfunction, the other discontinued because of
adverse events. Six of 10 patients who received deferasirox
developed mild to moderate adverse events: elevation of the
serum creatinine level in 3, mild gastrointestinal symptoms in
two, and grade 3 skin rash in one. Although two patients
discontinued deferasirox treatment due to adverse events, the
others continued with or without dose reduction.

The safety profile of deferasirox was similar to previous
experiences of allo-SCT recipients [7—9]. Skin rash and ele-
vation of serum creatinine levels were major adverse events
occurring with dose dependence [10]. From these findings,
low-dose administration of deferasirox is recommended to
prevent discontinuation due to adverse events.

To the best of our knowledge, this is the first retrospective
study of the use of deferasirox in patients with PRCA after allo-
SCT. Low-dose administration of deferasirox is safe and feasible
in patients with PRCA after allo-SCT. We suggest that the con-
tinuous administration of deferasirox resulted in a negative iron
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balance and the improvement of organ dysfunctions. Most pa-
tients with PRCA after allo-SCT spontaneously resolve and can
discontinue RBC transfusion someday. Thus, even if patients can
only take a lower dose of deferasirox, we anticipate an improve-
ment of iron overload by continuing for an extended period.
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