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of thrombocytopenia [14]. In fact, exclusion of 14 ITP
patients treated with TPORA led to the decrease in the sen-
sitivity of these assays [IPF% (XE) 78.8 %, IPF% (XN)
81.8 %, and RP% 90.9 %] (Table 2). ROC curve for IPF%
(XE), IPF% (XN), and RP% showed area under curve
(AUC) of 0.86, 0.96, and 0.96, respectively, indicating
that IPF% measured by XN-1000 may be comparable with
RP% by flow cytometry.

In summary, the data obtained from our study suggested
that IPF% measured by XN-1000 may be of comparable
value with RP% as a supportive diagnostic test in distin-
guishing between thrombocytopenic disorders due to early
platelet destruction such as ITP and aplastic thrombocyto-
penic disorders such as aplastic anemia. In addition, auto-
mated hematology analyzer is easy to handle and suitable
for daily practice. Limitation of our study is that we exam-
ined patients with definitive diagnosis from single institute.
Multi-center prospective study would be necessary to fur-
ther confirm our data.
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Dear Editor,

MYHY9 disorders are characterized by
macrothrombocytopenia, leukocyte inclusion bodies, and
Alport manifestations including nephropathy, deafness, and
cataract, all of which derive from mutations of the MYH9 gene
encoding nonmuscle myosin heavy chain IIA (NMMHC-IIA)
[1]. The severity of Alport manifestations observed in patients
with MYH9 disorders generally depends on mutation sites of
MYH?9 gene and such a genotype-phenotype relationship has
been constructed and extended by a series of case reports [2,
3]. We report here a patient with MYH9 disorders carrying a
novel MYHY mutation. In addition, we report the platelet size-
specific effect of romiplostim on macrothrombocytopenia
during the treatment for neurosurgery with romiplostim.

A 42-year-old female had long-standing purpura and
thrombocytopenia. There were many giant platelets in her
peripheral blood, and the platelet count, as determined by
phase contrast microscopy, was 25x 10°/L, indicating
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macrothrombocytopenia. This finding led us to sequence anal-
ysis of the MYHY gene, which revealed a novel missense
mutation of ¢.5507A>G (p.Q1836R). Immunofluorescence
of neutrophil NMMHC-IIA showed fine aggregate formation,
although leukocyte inclusion bodies were not visible in a
May-Grunwald-Giemsa-stained blood smear. Audiograms
showed high-frequency hearing loss. Neither proteinuria nor
renal dysfunction was observed. No cataract was detected by
ophthalmological evaluation. She had large cerebral aneu-
rysm, and craniotomy was planned in order to prevent the
rupture of aneurysm. We considered short-term romiplostim
as a means of hemostatic management for neurosurgery [4-7].
After approval of the ethical committee of Ehime University
Hospital, 1 pg/kg romiplostim was started 6 weeks before the
scheduled day of surgery and gradually increased to 5 pg/kg.
Romiplostim increased the platelet count, but there were little
increase in giant platelets and predominant increase in
intermediate- and normal-sized platelets (Fig. 1). When her
platelet count was 84x 10°/L, the surgical procedure was per-
formed without any bleeding complications, and no neurolog-
ical sequelae were left. Romiplostim was tapered and
discontinued after 1 month.

This report has two medical implications. First, we have
added p.Q1836R to the list of MYHY mutation. The Q1836R
residue is located at a long alpha-helical coiled coil region of
the tail domain, which connects two NMMHC-IIA molecules
to form functional myosin filaments [8]. The mutations in this
region cause Alport manifestations variably [2, 3]. The
E1841K, a mutation close to Q1836R, is a hot spot of
MYH9 mutation, and the incidences of nephropathy, deafness,
and cataract were 18, 43, and 23 %, respectively [3]. The
mutations around residues 1836-1841 may predispose to
deafness among Alport manifestations. Second, this study
shows that romiplostim preferentially increased non-giant
platelets. It remains to be determined whether this effect is a
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Fig. 1 Platelet counts during the treatment with romiplostim. Platelet
counts were measured by an optical light scatter analyzer and phase
contrast microscopy. The results measured by the both methods were
essentially identical. Platelets were classified into three groups by their
size: giant (closed bar), intermediate-sized platelets (hatched bar), and
normal-sized platelets (open bar). The giant platelet was defined by a size

general phenomenon for MYH9 disorders because such anal-
ysis has not been reported in MYH9 disorders. A recent study
suggests that the MYHY9 mutations have a dominant negative
effect on shear-induced NMMHC-IIA activation critical for
production of normal-sized platelets [9]. Romiplostim may
affect this mechanism and induce predominant production of
smaller sizes of platelets. Our report would provide useful
information on the patient management with romiplostim
and help better define the molecular pathogenesis of MYH9
disorders.
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Fig. 1 Dynarmnics of the recruitment of platelets {(A) and leukocytes (B) during DVT initiation.
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Fig. 3 Mechanism for venous thrombosis. Monocytes, neutrophils and platelets cooperate to induce blood coagulation in
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