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PRACTICE POINTS

« MYH9-related disorder is an autosomal-dominant dis-
order characterized by macrothrombocytopenia and
neutrophil inclusions secondary to defective myosin-9.
Leg hyperpigmentation can occur secondary to
hemosiderin deposition from MYH9-related disorder.

. The workup of suspected MYH9-related disorder
includes exclusion of iron-deficiency anemia, which
can increase bleeding in patients with the disorder.
Lasers and intense pulsed light therapy are modali-
ties to consider for the hyperpigmentation of MYH9-
related disorder.

To the Editor:
MYHO9-related disorder is an autosomal-dominant disor-
der characterized by macrothrombocytopenia and neu-
trophil inclusions secondaty.to defective myosin-9.! We
describe a case of lowerdeg hyperpigmentation secondary
to hemosiderin deposition from MYH9-related disorder.
A 31-year-old woman with a history of MYH9-related
disorder and mixed connective tissue disease presented
to the outpatient dermatology clinic with asymptomatic
brown patches on the lower legs (Figure) of 10 years’
duration. She also had epistaxis, hearing loss, renal dis-
ease, and menorrhagia secondary to MYH9-related disor-
der. The patient had been started on hydroxychloroquine
2 years earlier by rheumatology for mixed connective tis-
sue disorder. A biopsy was not performed, given the risk
of bleeding from thrombocytopenia. Ammonium lactate
lotion was recommended for the leg patches. No further

interventions were undertaken. At 6-month follow-up,
hyperpigmentation on ‘the’ lower legs was stable. The
patient expressed no desire for cosmetic intervention.

Prior to _discovery of a common gene, MYH9-related
disorder was classified as 4 overlapping syndromes:
May-Hegglin ‘anomaly, Epstein syndrome, Fechtner syn-
drome,and Sebastian syndrome.> More than 30 MYH9
mutations have been identified, all of which encode for
myosin-9, a subunit of myosin IIA,* that is a nonmuscle
myosin needed for cell movement, shape, and cytokinesis.
Although most cells use myosin IIA to IIC, certain cells, such
as platelets and neutrophils, use myosin IIA exclusively.

Light brown hyperpigmented patches on the anterior aspect of the
lower legs in a patient with MYH9-related disorder.
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MYH9-RELATED DISORDER

In neutrophils of patients with MYH9-related disor-
der, nonfunctional myosin-9 clumps to form hallmark
inclusion bodies, which are seen on the peripheral blood
smear. Macrothrombocytopenia, another hallmark of
MYH9-related disorder, also can be seen on the periph-
eral smear of all affected patients. Approximately 30%
of patients develop clinical manifestations of the
disorder (eg, bleeding, renal failure, hearing loss, pre-
senile cataracts). Bleeding tendency usually is mild;
epistaxis and menorrhagia are the most common hema-
tologic manifestations.*

We attribute the lower leg hyperpigmentation in our
patient to a severe phenotype of MYH9-related disorder.
In addition to hyperpigmentation, our patient had men-
orrhagia requiring treatment with tranexamic acid, renal
failure, and hearing loss, further pointing to a more severe
phenotype. Furthermore, it is likely that our patient’s
hyperpigmentation was made worse by hydroxychloro-
quine and a coexisting diagnosis of mixed connective tis-
sue disease, which led to a propensity for increased vessel
fragility in the setting of thrombocytopenia.

The workup of suspected MYH9-related disorder
includes exclusion of iron-deficiency anemia, which can
increase bleeding in patients with the disorder. The pres-
ence of small red blood cells (RBCs) in microcytic anemia
and large platelets of MYH9-related disorder can lead to
a situation in which platelets travel near the center of the
lumen of blood vessels, while RBCs travel to the periph-
ery. This decrease in the platelet-endothelium interaction
increases the risk for bleeding. Our patient’s hémoglobin
level was within reference range, without evidence of
iron-deficiency anemia. Correction of iron=deficiency ane-
mia, if applicable, can prevent bleeding brotight on by the
mechanism of decreased platelet-endothelium interaction
and avoid unnecessary antiplatelet' medication because of
misdiagnosis based on an erroneous platelet count.

The workup of MYH9-related disorder also should
include audiography, ophthalmologic examination, and
renal function testing for»hearing loss, cataracts, and
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renal disease, respectively. Referral to genetics also may
be warranted.

It also is of clinical interest that automated cell
counters may underestimate the count of abnormally
large platelets in MYH9-related disorder, counting them
as RBCs or white blood cells. The platelet count in
MYHO9-related disorder may be underestimated by 4-fold
or greater.*”’

Treatment of leg hyperpigmentation can prove chal-
lenging, given the location of dermal hemosiderin. Topical
therapy likely is ineffective. Lasers and intense pulsed
light therapy are treatment modalities to consider for the
hyperpigmentation of MYH9-related disorder. There have
been reports of improved cosmesis(in dermal hemosid-
erin depositional disorders, such'as.venous stasis.* Our
patient was given ammonium lactate lotion to thicken
collagen, possibly preventing future bleeding episodes.
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