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ÖZET

İnterstisyel akciğer hastalığının nadir bir nedeni: Hermansky-Pudlak sendromu

Hermansky-Pudlak sendromu kanama diyatezi, okülokütanöz albinizm ve dokularda lizozomal “ceroid” lipofuskin pig-
ment depolanması ile karakterize nadir bir hastalıktır. Hastalığa pulmoner fibrozis de eşlik edebilmektedir. Kırk sekiz yaşın-
da Hermansky-Pudlak sendromu tanısı ile izlenen erkek hasta, nefes darlığı şikayeti nedeniyle başvurdu. Toraks bilgisa-
yarlı tomografide her iki akciğer alt lob bazal segmentlerde daha belirgin olmak üzere yaygın interlobüler septal kalınlaş-
malar saptandı. Olguda pirfenidon tedavisi planlanmasına rağmen, klinik bozulma gelişti ve hasta solunum yetmezliği ne-
deniyle kaybedildi. Sonuç olarak bu yazıda, oldukça nadir ve mortal bir hastalık olan Hermansky-Pudlak sendromunun
akciğer tutulumuna bağlı pulmoner fibrozisli bir hasta sunulmaktadır.

Anahtar Kelimeler: Hermansky-Pudlak sendromu, interstisyel akciğer hastalığı.
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Hermansky-Pudlak syndrome is a rare disease characterized by bleeding diathesis, oculocutaneous albinism and lysoso-
mal ceroid lipofuscin pigment deposits. Pulmonary fibrosis may also accompany with the disease. A 48-year-old male pa-
tient with a diagnosis of  Hermansky-Pudlak syndrome admitted with dyspnea. A thorax computed tomography revealed
bilateral diffuse interlobular septal thickness which was more prominent in the basal segments of lower lobes. Although
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Hermansky-Pudlak syndrome (HPS), first described in
1959, is characterized by a classic triad of oculocuta-
neous albinism, a platelet storage pool deficiency and
lysosomal accumulation of ceroid lipofuscin (1). Cero-
id lipofuscin, in particular, contributes much to the
morbitidy associated with the disease, as ceroid depo-
sition affects many organ systems and is especially
problematic in the lungs where it is often associated
with pulmonary fibrosis (2). 

HPS is an autosomal recessive disease. Although
worldwide it is extremely rare, HPS is most common in
northwest Puerto Rico, where its frequency is 1 in 1800
(3). Inheritance of one of the eight known HPS genes
produces one of eight described subtypes of HPS,
HPS1 through HPS8, with HPS1 and HPS4 showing the
greatest degree of pulmonary involvement (4,5). 

CASE REPORT

A 48-year-old male patient who was diagnosed as
HPS according to the history of repeated gastrointes-
tinal tract bleeding, typical fenotypic findings, ble-
eding diathesis caused by impaired thrombocyte
functions which was confirmed by electron micros-
copy of platelets demonstrating absent dense bodies,
was admitted to our clinic with five months history of
gradually increasing dyspnea. The patient was other-
wise asymptomatic. He had 10 pack-year of smoking
history and no occupational exposure to known orga-
nic or inorganic agents. He was receiving proton
pump inhibitor for two years and taking not any other
medication. There was no family history of HPS. 

On physical examination oculocutaneous albinism,
strabismus, nystagmus, clubbing and bilateral inspira-
tory rales were detected. The temperature was normal,
the blood pressure 100/60 mmHg, the pulse 112 beats
per minute and the respiratory rate 28 breaths per mi-
nute. Laboratory studies revealed a normal complete
blood count and serum biochemistry. The prothrombin
time, partial-thromboplastin time and international
normalized ratio were in normal range, however, the
bleeding time was prolonged (14 minutes; normal: 2-9
minutes). Chest radiograph showed bilateral reticulo-
nodular infiltration with middle and lower zones predo-
minance (Figure 1). A thorax computed tomography
(CT) revealed bilateral diffuse interlobular septal thick-

ness and traction bronchiectasis which were more pro-
minent in the basal segments of lower lobes and also a
honeycomb pattern (Figure 2). The oxygen saturation
was 66% while the patient was breathing ambient air
and arterial blood gas analyses revealed severe hypo-
xemia with a PaO2 value of 36.7 mmHg. Accordingly,
oxygen therapy was initiated. Since supplemental oxy-
gen by nasal cannula failed to increase the oxygen sa-
turation above 90%, oxygen was given by a face mask
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pirfenidone therapy was planned, clinical deteroriation developed and patient died because of respiratory failure. In conc-
lusion; this report describes a patient with pulmonary fibrosis caused by lung involvement of Hermansky-Pudlak syn-
drome which is an extremely rare and mortal disease.

Key Words: Hermansky-Pudlak syndrome, interstitial lung disease.

Figure 1. Bilateral reticulonodular infiltration with middle and
lower zones predominance at chest radiograph.

Figure 2. Bilateral diffuse interlobular septal thickness and
traction bronchiectasis at thorax CT.



with reservoir bag. During follow-up, although pirfeni-
done therapy was planned, clinical deteroriation deve-
loped and the patient died at the 14th day of hospitali-
zation because of the respiratory failure.

DISCUSSION

HPS is a type of oculocutaneous albinism associated
with a bleeding diathesis and pulmonary fibrosis. Alt-
hough its frequency is 1 in 1800 in northwest Puerto Ri-
co, worldwide it is an extremely rare disorder with a
prevalence of 1 in 500.000 to 1 in 1.000.000 (6,7). 

The syndrome comprises eight known autosomal re-
cessive disorders (HPS1 to HPS8) (5). HPS1 is the
most common subtype. The genes are lacking in the
HPS code for proteins that function in organelle bioge-
nesis and transport of lysosomes and lysosome-related
organelles. 

The findings in HPS are related to a dysfunction in bi-
osenthesis of membrane-bound organelles: melano-
somes in oculocutaneous albinism, platelet dense bo-
dies in bleeding dysfunction and lysosomes in ceroid
lipofuscin deposition. The dysfunction of melanoso-
mes causes oculocutaneous albinism including hypo-
pigmentation of the skin, hair and reduced iris and re-
tinal pigment. The other ocular manifestations inclu-
de visual impairment, horizontal nystagmus and stra-
bismus (8). The bleeding diathesis may result in easy
bruising, epistaxis, menorhagia, postpartum hemorr-
hage, gingival bleeding, colonic bleeding and prolon-
ged bleeding after dental extraction or surgery. In pre-
sented case, the bleeding diathesis was emerged as
intermittent gastrointestinal system bleeding and
epistaxis. 

Pulmonary fibrosis is the most serious complication
and main reason of death of patients with HPS (9,10).
It usually presents in the 3rd or 4th decades of life and
accounts for premature death in 50% of HPS patients,
generally by the 5th decade. The incidence and severity
of fibrosis is greatest in patients with HPS1 and HPS4. 

Pathogenesis underlying the pulmonary fibrosis is unc-
lear. It has been suggested that continual deposition of
ceroid lipofuscin distrupts type II alveolar cells and le-
ads to chronic inflammation and progressive fibrosis
(2). The dysfunction of lamellar bodies of type II alve-
olar cells is probably also a contributing factor (11).

The radiologic appearance of pulmonary fibrosis in
HPS is comparable to that of idiopathic pulmonary fib-
rosis and the predominant radiologic pattern is intersti-
tial patterns or infiltrates that usually involve both lungs
symmetrically as in our case. 

The general outcome for patients with HPS varies de-
pend on the disease severity. The ocular component of
HPS results legal blindness. The skin changes may pre-
dispose to cancer such as basal cell and squamous cell
cancer and sunscreen and avoidance of sunlight are
important measures for decreasing the risk. Although
the bleeding diathesis is a major concern during sur-
gery or dental extraction, it rarely results in fatal comp-
lications. Desmopressin may be used prophylactically.
Recombinated activated factor VII (VIIa) has also been
reported in successfully shortening the bleeding time.
Avoidance of aspirin products is essential. 

As mentioned above, pulmonary fibrosis is the main
cause of mortality in HPS. Lung transplantation is the
only known treatment for pulmonary fibrosis and it has
been performed successfully in only one patient to da-
te (12). Steroid therapy is not an effective treatment
(2). Pirfenidone, a pyridine molecule with anti-inflam-
matory and antifibrotic activites is a promising agent in
the treatment and it has been shown to slow the prog-
ression of fibrosis but only in patients who have signifi-
cant residual lung function (9). In our case, although
pirfenidone therapy was planned, due to absence of
this agent in our country it could not be given and the
patient died at the 14th day of hospitalization. 

In conclusion, herein we presented a case with pulmo-
nary fibrosis caused by the lung involvement of HPS
which is an extremely rare and mortal disease. 
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