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OZET

Nadir gériilen birliktelik: Castleman hastaligi ve pemfigus vulgaris

Castleman hastaligi, etyolojisi tam olarak aydinlatilamayan, tim vlicutta bulunabilmekle beraber siklikla toraksta yerle-
sen reaktif lenf nodu hiperplazisidir. Genellikle geng eriskinlerde gériliir ve asemptomatik seyreder. Siklikla én ve orta me-
diastende lokalizedir. Pemfigus vulgaris, patogenezinde immiin mekanizmalarin rol oynadigt billéz bir deri hastaligidir. En
stk agiz ve orofarenks etkilenir. Epidermal intraselliler yaptlara karst gelisen IgG antikorlarin varligi teshiste gereklidir. Cast-
leman hastaligt ile oral pemfigus vulgaris birlikteliginin nadir olmast nedeniyle, 28 yasinda kadin olguyu literattir esligin-
de tartismak istedilk.

Anahtar Kelimeler: Castleman hastaligi, anjiyofolliktiler lenfoid hiperplazi, pemfigus vulgaris, oral tilser.
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A rare association: Castleman’s disease and pemphigus vulgaris
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Castleman disease is a reactive lymph node hyperplasia of unknown origin that often involving the thorax although it may
involve all parts of the body. It is usually seen in young adults and presents an asymptomatic course. It is usually located
to anterior and middle mediastinum. Pemphigus vulgaris is a bullous skin disease in which immune mechanisms take pla-
ce in the pathogenesis. Mouth and oropharynx are the most commonly involved structures. IgG antibodies against the epi-
dermal intracellular structures are essential in the diagnosis. We have wanted to discuss a 28 years old female with the li-
terature review since the association between pemphigus vulgaris and Castleman’s disease is rare.
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Castleman’s disease is a rare reactive lymphoid
hyperplasia. Its synonyms are giant lymph node
hyperplasia, angiofollicular lymph node hyperp-
lasia and lymph node hamartoma. A number of
terms used to describe this condition indicate
the uncertainities in its etiology and pathogene-
sis (1).

Pemphigus vulgaris (PV) is a rare disease and
there have been a few reported cases of associ-
ation between PV and Castleman’s disease (2).
PV is a bullous skin disease in which immune
mechanisms take place in the pathogenesis.
The most common and invariably involved loca-
tions are the mouth and oropharynx. IgG antibo-
dies against the epidermal intracellular structu-
res support its immunogenic basis (3).

We have wanted to discuss a subject with both
oral PV and Castleman’s disease under the light
of the literature review.

CASE REPORT

A 28 years old woman presented to outpatient
clinic of dermatology department with small wo-
unds lasting for 2.5 months and progressively
worsening nutrition due to her oral wounds. On
her physical examination, the hairy skin and the
hair were normal in appearance, eroded areas
which were very extensive on the oral mucosa
and tongue with white-yellow membranes on
them and an eroded area on the body with a di-
ameter of 3 to 4 mm were found. Tongue biopsy
revealed ulceration and neovascularization. Int-
racellular IgG accumulation at 1/10 titration was
found on the indirect immunofluorescence (IIF)
test. The patient was diagnosed as oral PV with
these findings and she was given a treatment
consisting of methylprednisolone (Prednol, 100
mg) and azathiopirine (Imuran, twice daily). The
patient referred to our hospital upon observation
of homogenous lesion of 3 cm diameter with re-
gular contours on the left hilar region on the pos-
tero-anterior (PA) chest graphic was admitted to
our hospital (Figure 1). Her medical and family
story was not remarkable. No abnormal finding
was found on the physical examination apart
from her dermatological problems. Her routine
laboratory investigations were as follows: eryth-
rocyte sedimentation rate: 50 mm/hour; WBC:

Figure 1. A homogenous lesion 3 cm in diameter
with regular margins on the left hilar region on the
postero-anterior (PA) chest graphic.

5900 cells/mm3; hemoglobin: 13.6 g/dL, hema-
tocrit: 35.2%; platelet count: 229.000 per/mmb3;
glucose: 79 mg/dL; urea: 25 mg/dL; creatinine:
0.7 mg/dL; aspartate aminotransferase (AST): 21
IU/L, alanine aminotransferase (ALT): 45 IU/L; to-
tal protein: 7.40 g/dL; albumin: 4.6 g/dL; globulin:
2.8 g/dL; hepatitis-B surface antigen (HBsAg):
negative; anti-hepatitis C virus antibody (anti-
HCV): negative; anti-HIV: negative. Solid mass
lesion 5 x 4 x 3 cm in size with paravertebral lo-
cation on the posterolateral aspect of aorta at
the level of arcus aorta on the left side was ob-
served on the contrast enhanced computerized
tomography (CT) scans (Figure 2). The lesion
was extending to the infrahilar region. The solid
lesion was containing 2 calcific foci. Fiberoptic
bronchoscopy revealed hyperemia and fragile
mucosa on both bronchial systems. Results of
pathological examination of the catheter and la-
vage procedures were reported to be consistent
with chronic inflammation. A mass lesion 5 x 2
cm in size with paravertebral location not inva-
ding the surrounding tissues and which was in
close proximity to the aorta was observed on the
posterior segment of upper lobe of the left lung
on the thoracic magnetic resonance imaging
(MRI) scan (Figure 3). Differential diagnosis was
made for exclusion of aneurism by the means of
aortography because of being in close proximity
and having regular borders of the lesion and di-
sappearance of the fat tissues between the lesi-
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Figure 2. CT scanning showing the solid mass lesi-
on of 5 x 4 x 3 cm with paravertebral location, on the
posterolateral aspect of the aorta at the level of ar-
cus aorta on the left side, which extends into infra-
hilar level.
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Figure 3. Thoracic MRI scanning showing mass lesi-
on of 5 x 2 cm in the close proximity of the aorta
without any invasion into the surrounding tissues
that located paravertebrally on the posterior seg-
ment of upper lobe of the left lung.

on and the aorta. Aneurismatic filling was not
observed in the arcus and descending aorta on
the angiography. Paravertebral mass on the up-
per zone of the left lung was observed to be

hypervascular (Figure 4). The patient under-
went transthoracic fine-needle aspiration
(TFNA) under the guidance of CT. Microscopic
findings were considered as carcinoma metasta-
sis and thyroid investigation was advised for de-
termination of the primary source. T3, T4 and
TSH levels were all within normal limits. Thyro-
id radionuclide scanning revealed bilateral
slightly diffuse hyperplasia. Distribution of the
activity was normal.

It was decided to perform diagnostic thoracotomy
upon these findings and the patient underwent left
upper lobectomy. Postoperatively, the patient was
diagnosed as angiofollicular hyperplasia of hyali-
ne vascular type (Castleman’s disease) (Figure
5). On the immunohistochemical examination,
vimentin was (+), factor VIl was positive on the
perivascular tissues and cytokeratin was negati-
ve. Oral pemphigus of the patient improved ra-
pidly upon resection of the Castleman’s tumor.
Imuran treatment was discontinued on six months
after the diagnosis of pemphigus. Prednol dose
was tapered. No antibody of IgG type was found
on the repeat-IIF examination 2.5 years after the
initial diagnosis and the treatment was disconti-
nued. The patient is currently within the postope-
rative 5th year and is free-from complaints. Her
follow-ups are going on (Figure 6).

Figure 4. The aortography showing that the paraver-
tebral mass on the upper zone of the left lung to be
hypervascular.
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Figure 5. Histological characteristics of hyaline-vas-
cular type. It is characterized by small atrophic or
“burnt-out” germinal centers. The germinal centers
are surrounded by expanded mantle zones with con-
centric rings of small lymphocytes and follicular cen-
ter cells that impart an “onion-skin” appearance.
HE, x100.

Figure 6. Normal thoracic CT scanning taken in the
5th postoperative year.

DISCUSSION

Castleman’s disease may involve a variety of
extranodal tissues including the lungs although
it is often localized to the middle mediastinum.
Although its etiology has not been completely
understood, a chronic inflammatory reaction
against an unknown antigen has been implica-
ted in its pathogenesis (4). It is in the form of a
gray-red solitary mass in the mediastinum and
the lungs with regular margins and soft surfaces.
Histologically, it is divided into three types as

hyaline-vascular, plasma cell and mixed type.
The most common type is the hyaline-vascular
type and this type is responsible for all of the
pulmonary cases of Castleman’s disease (1).
They are usually detected incidentally on the ro-
utine pulmonary graphics in the majority of the
patients (4,5). Among the commonly observed
symptoms are cough, dyspnea and recurrent in-
fections and these symptoms are usually due to
compression in the tracheo-bronchial system (6).

Plasma cell type is responsible for 10% of the
cases with Castleman’s disease. This type of the
disease is characterized by hyperplastic germi-
nal center and interfollicular plasma cells. It usu-
ally involves the lymph nodes, but not the lungs
(1). Abdomen is involved in about 56% of the
cases and two thirds of the patients have fatigue,
fever and weight loss (4). Almost all of the pati-
ents have such hematological abnormalities as
anemia, increased erythrocyte sedimentation
rate, polyclonal hyperglobulinemia, leukocyto-
sis, trombocytosis or hypoalbuminemia.

Mixed type of Castleman’s disease shows the fe-
atures of both hyaline-vascular type and plasma
cell type and is usually multicentric (1).

Clinically, Castleman’s disease shows localized
or multicentric involvement. Localized type of
the disease is usually in the form of mediastinal
mass and is seen in young and middle age gro-
ups without any sex predilection. Its treatment is
surgical resection with complete remission. It
has been suggested that radiotherapy is also
useful for the localize forms (7). Multicentric
type is usually accompanied by the symptoms
and usually involves the peripheral lymph no-
des. Histologically, it is usually in the form of
plasma cell or mixed type and may be associ-
ated with myasthenia gravis, malignant lympho-
ma, Kaposi sarcoma and paraneoplastic pem-
phigus (8-11). Recently, several studies have
been reported on association between multi-
centric Castleman’s disease and human herpes
virus-8 (HHV-8) (10-12). Symptoms of the mul-
ticentric type may be reduced with systemic
chemotherapy and/or steroid treatment. Re-
cently, interferon-a (IFN-a) use has been sug-
gested in the treatment (13,14).
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TFNA biopsy is usually not diagnostic in Castle-
man’s disease. It is very likely to confuse it his-
tologically with other lymphoproliferative dise-
ases such as thymoma or lymphoma (15).
Cytological examination of TFNA performed un-
der the guidance of CT was confused with thyro-
id carcinoma in our case.

PV is a rare but serious disease characterized by
auto-antibody production against the specific
adhesion molecules in the skin and mucosa and
clinically by bullae (16). Its usually begins 30 to
50 years of age. IgG deposition among the epi-
dermal cells usually in association with C3 de-
position is present. A continuous deposition is
seen around the keratinocytes along the entire
epidermis. Demonstrating the auto-antibodies
by direct or IIF methods is diagnostic (17). IgG
deposition was found in our patient by IIF met-
hod but no C3 deposition was observed. The
aim of the treatment in the patients with pem-
phigus is lowering the levels of circulatory se-
rum auto-antibodies since serum levels of the
antibodies are indicative of the disease activity
(17, 18). Recently, combination of steroids and
azathiopurine has begun to be the standard tre-
atment of PV (18,19). In our patient, serum level
of auto-antibodies became zero 2.5 years after
the initiation of the treatment.

There have been a few reports in the literature
on the association of PV with Castleman’s dise-
ase. Castleman’s disease has been suggested to
alter the immune system and might lead to de-
velopment of such an autoimmune disease as
PV (4). Observing simultaneously two rare con-
ditions, Castleman’s disease and PV in a subject
as well as resolution of the symptoms of PV fol-
lowing the resection of Castleman’s tumor cle-
arly indicate that this association is not just a
chance.

REFERENCES

1. Pietra GG, Salhany KE. Lymphoproliferative and hema-
tologic diseases involving the lung. In: Fishman AP (ed).
Fishman’s Pulmonary Diseases and Disorders. New
York: McGraw-Hill, 1998: 1861-79.

2. (ili A, Ngan BY, Lester R. Castleman’s disease associ-
ated with pemphigus vulgaris. J Am Acad Dermatol
1991; 25: 955-9.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

Jegasothy BV. Pulmonary cutaneous disorders. In: Fish-
man AP (ed). Fishman'’s Pulmonary Diseases and Disor-
ders. New York: McGraw-Hill, 1998: 394-416.

Frizzera G. Castleman’s disease and related disorders.
Semin Diagn Pathol 1988; 5: 346-64.

{lman C, Akyer E, Ttirker H ve ark. Nadir gortilen lenf no-
du hastaligi: Castleman hastaligt. Solunum 2002; 4: 255-8.

Goldberg MA, Deluca S. Castleman’s disease. Am Fam
Physician 1989; 40: 151-3.

Chronowski GM, Ha CS, Wilder RB, et al. Treatment of
unicentric and multicentric Castleman disease and the
role of radiotherapy. Cancer 2001; 92: 670-6.

Day JR, Bew D, Ali M, et al. Castleman’s disease associated
with myastenia gravis. Ann Thorac Surg 2003; 75: 1648-50.

Larroche C, Cacoub P, Soulier J, et al. Castleman’s disease
and lymphoma: report of eight cases in HIV-negative pati-
ents and literature review. Am J Hematol 2002; 69: 119-26.

Saif MW. Castleman disease in an HlV-infected patient
with Kaposi sarcoma. AIDS Read 2001; 11: 572-6.

Chorzelski T, Hashimoto T, Maciejewska B, et al. Parane-
oplastic pemphigus associated with Castleman tumor,
myastenia gravis, and bronchiolitis obliterans. J Am
Acad Dermatol 1999; 41: 393-400.

Aoki Y, Tosato G. Pathogenesis and manifestations of hu-
man herpesvirus-8 associated disorders. Semin Hematol
2003; 40: 143-53.

Maloisel F, Anders E, Campos F, et al. Is there a place for
interferon alpha treatment strategy of multicentric Cast-
leman’s disease? Rev Med Interne 2000; 21: 435-8.

Nord JA, Karter D. Low dose interferon-alpha therapy for
HlV-associated multicentric Castleman’s disease. Int J
STD AIDS 2003; 14: 61-2.

Meyer L, Gibbons D, Ashfaq R, et al. Fine-needle aspira-
tion findings in Castleman'’s disease. Diagn Cytopathol
1999; 21: 57-60.

Nousari HC, Anhalt GJ. Pemphigus and bullous pemphi-
goid. Lancet 1999; 354: 667-72.

Richard OB, William JD, Timoty BG. Chronic blistering
dermatoses. Andrew'’s Diseases of the Skin: Clinical Der-
matology. Philadelphia: WB Saunders, 2000: 574-605.

Memisoglu R, Uzun S. Immdinobiilloz dermatozlarda te-
davi. Glrgey E (editér). 13. Prof. Dr. A. Ltfi Tat Sempoz-
yumu Kitabt. Ankara: Nurol Matbaactlik, 1997: 99-116.

Bayram N, Esrefoglu M. Otoimmtin bulléz hastaliklarda
glincel tedavi yaklasimlan. Inéni ( Tip Fak Dergisi
2002; 9: 67-76.

Tuberkiloz ve Toraks Dergisi 2005; 53(2): 172-176

176



