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ABSTRACT

Case Report

Case Report : Hermansky Pudlak
Syndrome (Presenting as late onset
heavy Menstrual Bleeding)

Inherited bleeding disorders contribute significantly to the incidence and prevalence of Heavy Menstrual Bleeding (HMB), and contrary to
popular belief can present any time during the reproductive years of a woman’s life. The following case exemplifies this and is being pre-
sented as part of a rare syndrome. The incidence of this syndrome in the general population ranges from 1:500,000 to 1:1000, 000. Besides
being rare the presentation was quite uncommon as majority of these cases present with pulmonary fibrosis.
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CASE REPORT

A 42-year-old nulliparous woman presented to our OBG OPD with
chief complaints of a prolonged and excessive bleeding during
menses, with passage of clots which she had seen since past 7
months. She gave a history of easy bruising, but of no other major
episode of bleeding . She did not have any previous history of surgery
or trauma. She gave a history of dyspnoea upon exertion which was
there since the past 2 months. There was no other history of chronic
illnesses. Her parents has a consanguineous marriage and both her
siblings had occulocutaneous albinism. Her Physical examination
revealed oculocutaneous albinism [Table/Fig-1] and nystagmus.
There were maculopapular erythematous lesions all over sun-
exposed areas [Table/Fig-2]. Her Chest examination did not reveal
any finding. Rest of the her systemic examination was normal. An
Ophthalmic examination revealed a visual acuity of 6\60.

Haemoglobin was 7.4 mg/dL. The platelet count was normal (285
x 103/uL). The bleeding time was prolonged (>15 minutes; normal
2-9 minutes). The APTT was mildly prolonged, 38.7s (normal,
25.2-36.0). Serum anti—cardiolipin levels were increased for IgA
(17.8 APL; normal < 13). IgG and IgM levels were normal. Serum
IgE was elevated 546.91U/ml (normal up to 100 IU/ml) Chest X-ray
revealed Prominent bronchovascular marking and little reticular
opacity bilaterally in the lower zones. No hilar or mediastinal lesion
was seen. Cardiac silhouette was within normal limits [Table/Fig-3].

High Resolution CT of the lungs revealed diffuse areas of sub pleural
reticulation bilaterally, with no specific predilection for any zone.
Patchy areas of ground glass attenuation were noted throughout
both the lungs. No evidence of traction bronchiectasis or subpleural
cyst formation was seen. These features were suggestive of early
(Grade1) pulmonary fibrosis [Table/Fig-4].

[Table/Fig-1]: Photograph of case with oculocutaneous albinism
[Table/Fig-2]: Photograph of arm with maculo-papular erythematous patches

[Table/Fig-3]: Chest X-Ray showing prominent broncho-vascular markings (black arrows) and bilateral reticular opacity (white arrows) in both lower
zones
[Table/Fig-4]: CT Lung showing features suggestive of Grade 1 Pulmonary Fibrosis(black arrows)
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Spirometry was within normal limits, which was seen as FEV1/
FVC% Pred >95 and FVC % Pred >80.

Echocardiography showed normal valves and chambers with
normal LV systolic and diastolic functions.

An abdominopelvic ultrasound revealed a normal uterus and adnexa,
with an endometrial thickness of 7mm.

She was given blood transfusion and was started on oral
contraceptive pills for the management of heavy menstrual bleeding.
She was given the option of antifibrinolytics and Desmopressin use
during her menstrual cycle. She was counselled as regards the
benefits of insertion of a progesterone containing device for the
management of heavy menstrual bleeding. As she was nulliparous
and anxious to have a child, she was also counselled as regards the
possibility of her having a child with albinism and HPS.

The patient was advised regular follow up to check for her lung functions
and was asked to avoid any factors which would enhance pulmonary
fibrosis e.g. smoking. As by far, pulmonary fibrosis has been found to
be the most important cause of morbidity and mortality in HPS.

DISCUSSION

Hermansky-Pudlak syndrome (HPS) was first documented in 1959
by two Czechoslovakian physicians, who described two albino
adults who were in their fourth decades, who had with severe
bleeding and prolonged bleeding times [1]. It is an autosomal
recessive disorder which is characterized by prolonged bleeding
with occulocutaneous albinism, pulmonary fibrosis and, platelet
dysfunction and in some cases as by granulomatous colitis. It is
extremely rare in the general population. Across the globe, the
incidence of HPS is between 1 in 500,000 to 1 in 1,000,000. This is
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a conservative estimation as the disorder is frequently undiagnosed
[2]. The prevalence of HPS is highest in the north-western quarter
of the island of Puerto Rico, which affects approximately 1 in
1,800 persons, and approximately 1 in 22 persons are carriers of
the gene [3].The diagnosis of Hermansky-Pudlak syndrome (HPS)
is established by clinical findings of oculocutaneous albinism, in
combination with a bleeding diathesis of variable severity [4].

Patients with HPS usually present in early childhood with easy
bruising of soft tissues, epistaxis and prolonged bleeding after a
dental extraction or surgery [3]. Women may present with a medically
significant menstrual bleeding. Oculocutaneous albinism is a defining
aspect of thise disorder, but it varies widely in the degree of hypo
pigmentation as well as in correlation between retinal pigmentation
and hair/skin pigmentation [3,4].

Pulmonary fibrosis is a serious complication of this syndrome, which
usually presents in the fourth or fifth decade of life and it contributes
to significant morbidity [5]. The only known treatment for pulmonary
fibrosis is lung transplantation, though an antifiorotic agent,
Perifenidione, has been shown to slow the progression [6,7].

Besides the above, a bleeding granulomatous colitis which
resemblesing Crohn’s disease may also be a complication of the
HPS [4]. The colitis in some cases may be so severe and it may
as to require colectomy. Although the colon is primarily involved
in HPS, any part of the alimentary tract, including the gingiva, can
be affected [8]. Cardiomyopathy and renal failure have also been
reported in HPS [9].

Menorrhagia, as a manifestation of HPS, has been recorded in
literature and should be suspected in patients with oculocutaneous
albinism and bleeding disorders [10,11]. Certain cases have proved
to be refractory to the above mentioned therapies and they have
had to be controlled by using recombinant factor Vlla (rFVlla) [10].
Other cases have responded well to Levonorgestrel containing
intrauterine devices [12].

Inherited bleeding disorders are found in a substantial proportion
of women with menorrhagia and a normal pelvis examinations.
[13]. These might not manifest at menarche. They presentation
may manifest later on in life. While encountering such cases are
encountered, rare genetic disorders should be also kept in mind,
especially when other clinical (like oculo—cutaneous albinism) or
diagnostic criteria are satisfied, as in the above case.
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CONCLUSION

The presentation of this case as late onset heavy menstrual bleeding
was the unique feature. The Hermansky-Pudlak syndrome has
an incidence of only 1 in 500,000 across the globe. When it does
present, it is much earlier in life and with symptoms arising due to
pulmonary fibrosis or bleeding disorders. This case however, did not
report heavy menstrual bleeding, since menarche rather came as late
onset heavy menstrual bleeding, which is more commmon in acquired
bleeding disorders rather than in inherited ones.
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