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an old hypothesis
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Sarkoidoz: Eski bir varsayima yeni kamiiar ararken

Sarkoidoz, non-kazeifiye epitelicid hilcre cranulomlarain
olusumu ile karakterize etyolojisi belirlenamemis bir saynibkdir,
Sayrifin etyolojisinde mycobacterium tirlerininde rol oynayabi-
lecedi fizerinds durulmaktadir. Kiinik ve histopatelojik dzeflikle-
rivie sarkoidoz tanist alan nazolabial sulkusiarda eritemli zeminde yer-
lesmis kilgiik papulalann gzlendifi 19 yaginda bir kadin oigu sunul-
maktadir, Olgunun bivopsi materyalinden yapilan polimeraz zincir reak-
siyonu teknifji #e lezyonlarda mycobacterium tuberculosis DNA's! sap-

tanmigtir.
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Sarkeidoz, Polimeraz zinci reaksiyony, Mycobacte
rium fyberculosis

Anahtar Sézcikier;

=% arcoidosis is-a multisystemic disease of unknown
, etiology, which is characterized by the formation
=# of non-caseating epithelioid cell granuloma. The
predilection sites are lungs, lymph nodes, skin and eyes.
The onset is often between the ages of 30 and 50 years

(1.2).

HUTCHINSON described the skin lesions of the disease
in 1877.1 In 1899, BOECK reported the first unequivo-
cal case of sarcojdosis and called the lesions “multiple
benign sarcoid of the skin” (1,2) because of the clinical
similarity to lupus vulgaris (1). In 1914, SCHAUMANN
recognized the multisystemic course of the disease and
called it “lymphogranulomatosis benigna™ {1,2).

The etiology of sarcoidosis is still unclear. Because of
the similarities in clinical and histopathologic features
between sarcoidosis and tuberculosis, it has been hypot-
hesized that mycobacterium species might be involved
as an etiologic agent. In recent years there were some re-
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Sarcoidosis is 2 multisystemic disease of unknown etiology,
which is characterized by the formatien of non-casealing epit-
helioid cell granuloma. Because gf the similarities in clinical and
histopathological features between sarcoldosls and tubercule-
sis, it has been thought that mycobacterium specles might be
an etiologic agent, We report a 19-year-ald woman, presenting
small papules over erythematous skin on nasolabial folds diag-
nosed as sarcoidosis clinically and histopathologically. Mycobacterium
tuberculosis DNA was detected in the Jesion by polymerase chain reac-

tion technigue.

SUMMARY]

Key words:  Sarcoidosis, PCR, Mycebaclerium tuberculosis

ports about detection of mycobacterial DNA in sarcoidal
granulomas by polymerase chain reaction (PCR) (3.4).
In this article we report & case of sarcoidosis that myco-
bacterium tuberculosis DNA was detected by PCR tech-

nique.

CASE REPORT

A 19-year-old woman presented with a complaint of
small papules on erythematous skin around the nasal
alaes for one year. She had been treated with topical cor-
ticosteroids, but there was not any response. Her medi-
cal history was noncontributory and there was ro fami-
lial history of sarcoidosis and tuberculosis.

Dermatologic examination revealed multiple pinhead si-
zed, red papules on erythematous skin involving nasola-
bial folds and nasal alaes (Fig. 1.). Yellowish-gray lupo-
id infiltration was detected by diascopy. The probe phe-
nomenon was negative. General physical examination

was normal.
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Figure 1. Multipte pinhead sized, red papufes on
erythematous skin involving naselabial folds
and nasaf alaes.

he result of the laboratory tests including X-ray exami-
wion of the lung, erythrocyte sedimentation rate,
yaplete blood cell count, liver function tests, serum
dcium and phosphate levels, urinalysis and electrocar-
ogram were normal. PPD was anergic.

skin biopsy specimen was obtained from a papule at
e right nasal alae. Horny plugs and slight orthokerato-
5 in the epidermis and granulomas containing
mphocytes, histiocytes and Langhans giant cells in the
rmis were seen (Fig.2)s Acid-fast bacilli were not de-
:ted by Rhodamin-Auramin. staining.

-R technigue: '
1

rmalin fixed paraffin embedded skin biopsy sample
15 used for PCR. Seven micrometer sections were cut
d three sections were placed into 1.5 ml Ependorf tu-
. DNA was extracted using standard phenoi—éhlorep~
rm procedure (5% The primers originally designed by
senach et al (6) Wwere used for the amplification. The
iay detects a 123 bpﬁregion from the M. tuberculosis
nplex specific insertion sequence IS 6110. Amplifi-
ion reaction were performed in final volume 50 ul
itaining, 1XPCR reaction buffer (50 mM Tris HCI
1:9.0). 20 mM (NH4)2502. 1%Triton X 100), 1.5
1 MgCl 200 p#M each dNTPs, 20 pmol each primers

:nosys Biotechnologies Ltd, London, UK) 1.25 Uof

1 polymerase {Appligene Inc. CA, USA) and 10 pl
‘A sample. The DNA sample was denatured at 94°C

t 7 . Sayr 1-2 . 1998

for 5 min, and then 35 amplification cycles were perfor-
med as follows: 2 min of annealing at 68°C, 2 minutes
of primer extension at 72°C and 7 minutes of {inal ex-
tension at 72°C were performed with an automated ther-
mal cycler (M.J Research Inc. PTC 100, USA). Controls
with purified M. tuberculosis DNA, without DNA and
human leukocyte DNA were used. After amplification
10 pl of the reaction mixtures were electrophoresed on
ethidium bromide containing 2% agarose gel and visu-
aii;ed by uv translumnination (Fig. 3).

CONCLUSION

Sarcoidosis, a disease of unknown etiology could be in-
terpreted as a chronic immunologic reaction directed
against one or more persistent antigenic stimuli (7).
Mycobacteria, especially M. tuberculosis, have repe-
atedly been considered as a causative agent of sarcoido-
sis because of the clinical and histopathologic similariti-
es between sarcoidosis and certain forms of tuberculosis
(4,7). Detection of mycobacteria in sarcoidosis by mic-
roscopy or by cultural isolation have been generally dif-
ficult (7) and given unsatisfactory results (8).

PCR affords a highly sensitive means of detecting DNA
of various infectious organisms (4) especially mycobac-
teria that require long periods of time for culture (4,9).
The use of PCR in M. wberculosis infections provides a .
rapid diagnosis (4,10} S
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Figure 2. Non-caseating epithelioid ¢®il granuloma in the dermis (Hematoxyiin-
eosin, x200}

Turk J Dermatopathol 7T998; 7:48-51

There were many reports about M. Tuberculosis DNA
amplification using PCR in sarcoidosis (3.4,7,8,[1).
While SABOOR et al. found M. Tuberculosis DNA in
half of their 20 patients with sarcoidosis {11}, RICHTER
et al. reported negative results from their 23 patients
with sarcoidosis and only in one patient s lung tissue
they could detect mycobacterial DNA (3). POPPER et
al. found mycobacterial DNA in 2 cases from 15 cases
of sarcoidosis. They offered that presence of mycebac-
terial DNA, at least the cell-wall-deficient forms, were
responsible agents for some cases of sarcoidosis (8).
GHOSSEIN et al, detected negative results with myco-
bacterial PCR from tissues of patients with sarcoidosis.
They did agree with the view that very few, if any,
mycobacterial organisms exist in granulomatous tissues
from patients with sarcoidosis. They suggested that sar-
coidosis was a delayed hypersensitivity reaction to deg-
raded mycobacterial antigens rather than an active
mycobacterial infection (4).

In this article we report a case of sarcoidosis that myco-
bacterium tuberculosis DNA was detected by PCR tech-
nique. It is controversial that M. Tuberculosis is an eti-
ologic agent in sarcoidosis or not, yet. Mycobacterial
DNA assesment by PCR-technique in large series of sar-
coidosis may be helplul to understand, what is the role
of mycobacteria in the stiopathogenesis of sarcoidosis.

Figuere 3. Amplilication product (123 bp} of M. tubarculo-
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sis by PCR from formalin fixed parafiin embedded skin
biepsy sampe. Lane M: Hae |1 digested (X 174 as & mols-
cular size marker lane 1: negative control (naDNA), lane 3:
positive conlrel (M.tuberculosis from culture), lanes 4.
posilive {case with sarcoidosis), lane 5: positive [case with
tubzrculesis meningitis)
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