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Rezumat

Lichenul scrofulosorum este o formd rard,
paucibacilard, de tuberculozd cutanatd. Diagnosticul este
dificil, aspectul clinic si histopatologic necesitdnd
diferentierea de alte afectiuni mai frecvente cum ar fi
lichenul plan, lichenul nitidus, sarcoidoza, sifilidele
lichenoide si alte dermatoze granulomatoase de origine
infectioasd. Fiind o formd paucibacilard, bacilii tuberculosi
nu sunt de requld identificati pe mediile de culturd sau la
coloratiile speciale, iar tehnicile de identificare rapidd a
ADN-ului micobacterian in tesuturi (PCR) au utilitate
limitatd. Stabilirea diagnosticului de certitudine se bazeazd
pe examenul histopatologic asociat cu confirmarea unei
infectii tuberculoase active interne. Ca in toate formele de
tuberculozd cutanatd, tratamentul lichenului scrofulo-
sorum urmeazd aceleasi principii de tratament ca si
tuberculoza pulmonard, tindnd cont de extinderea infectiei
si de statusul imun al pacientului.

Prezentam cazul unei paciente de 41 de ani
diagnosticatd cu lichen scrofulosorum dupd un istoric de 7
ani de eruptie persistentd, asimptomaticd la nivelul
trunchiului si fetei, cu multiple interpretiri diagnostice si
interventii terapeutice. Cazul prezintd particularitati
clinico-evolutive si este ilustrativ pentru dificultitile de
diagnostic ale acestei forme rare de tuberculozd cutanatd,
precum si pentru necesitatea de a avea in vedere
posibilitatea acestui diagnostic in conditiile in care tara

Summary

Lichen scrofulosorum is a rare, paucibacillary form of
cutaneous tuberculosis. Diagnosis is difficult, requiring a
differentiation on both, clinical and histopathological
appearance, from other common diseases such as lichen
planus, lichen nitidus, sarcoidosis, syphilides, lichenoid
dermatitis and other granulomatous forms of dermatitis
with infectious origin. Being a paucibacillary form, the
acid-fast bacilli are not usually identified on bacterial
cultures or on special stains, therefore rapid mycobacterial
DNA identification (PCR) technique from tissues have
limited utility. The diagnosis is based on histopathological
examination, associated with the confirmation of active
internal TB infection. As in all cutaneous forms of
tuberculosis, lichen scrofulosorum treatment follows
similar principles as pulmonary tuberculosis infection,
while taking into account the infection expansion and the
immune status of the patient.

The case presented is of a 41 year old female patient
diagnosed with lichen scrofulosorum after a 7-year
history of persistent, asymptomatic eruption on trunk
and face. During that time the patient received multiple
diagnostic interpretations and therapeutic interventions.
The case shows clinical course particularities and is
illustrative for the diagnostic difficulties of this rare form
of cutaneous tuberculosis, as well as for the need to take
into account this disease as a possibility, given the fact
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Introducere

Tuberculoza este o boald infecto-contagioasa,
provocatd de diferite tipuri de micobacterii, cel
mai frecvent fiind incriminat Mycobacterium
tuberculosis(1). In 2014 s-au inregistrat 8 milioane
de noi cazuri de tuberculozd, in timp ce infectia
latentd era prezentd la mai mult de o treime din
populatia lumii(2). Incidenta ridicatd, contagio-
zitatea importantd, precum si mortalitatea si
morbiditatea semnificativd, au transformat
tuberculoza intr-o reald problema de sanatate
publica(3).

Tuberculoza cutanatd este o forma rard de
tuberculoza extrapulmonara, reprezentand doar
1-2% din totalul cazurilor(4)(5). Principalii agenti
etiologici ai tuberculozei cutanate sunt
Mycobacterium Tuberculosis, Mycobacterium
bovis si uneori bacilul Calmette-Guerin(1). S-a
observat o frecventd mai mare a afectarii cutanate
la pacientii ce asociazd o infectie cu virusul
imunodeficientei umane si la cei cu tuberculoza
rezistenta la tratament(6).

In Romania, desi numirul de cazuri de
tuberculoza este in scadere, tara noastra continua
sd ocupe primul loc In Europa la cele mai multe
cazuri de infectii micobacteriene cu 83,72 cazuri
la 100 000 de locuitori(7).

Tuberculoza cutanatd are un tablou clinic
polimorf, dependent de locul de inoculare, de
calea de infectare, de statusul imun al pacientului
si nu in ultimul rdnd de virulenta
micobacteriand(1). Tuberculoza cutanatd poate fi
determinata atat prin inocularea directd a
agentului infectios, asa cum se Intampld in
sancrul tuberculos si tuberculoza verucoasa, cét
si prin rdspandirea endogend, pe cale
hematologicd, pe cale limfatica, prin continuitate
sau prin autoinoculare. Rdspandirea pe cale
hematogend sau limfaticad este intalnita in lupus
vulgar, tuberculoza miliard acutd, goma
tuberculoasd. Scrofuloderma si tuberculoza
orificiala sunt determinate prin infectia din

Introduction

Tuberculosis is a contagious infection, caused
by different species of mycobacteria, of which the
most frequent is Mycobacterium tuberculosis (1). In
2014, 8 million new cases of tuberculosis were
reported worldwide, while latent infection was
estimated to be present in more than one third in
the general population (2). The high incidence,
the significant risk of transmission, as well as the
important morbidity and mortality associated
with this disease, all turn tuberculosis into a
primal healthcare issue.

Cutaneous tuberculosis is a rare form of
extrapulmonary tuberculosis, representing a
proportion of only 1-2% from the total number of
reported cases (4) (5). The most important
ethiological factors of cutaneous tuberculosis are
Mycobacterium tuberculosis, Mycobacterium bovis
and, less often, Calmette- Guérin bacillus (1). A
higher frequency of cutaneous manifestations
was observed in patients with an associated
human immunodeficiency virus (HIV) infection
and in those suffering from tuberculosis
unresponsive to standard treatment (6).

In Romania, although the incidence is
decreasing, it continues to occupy the first place
in Europe, with the highest number of reported
cases in 2013: 83.72 mycobacterial infections per
100000 population (7).

Cutaneous tuberculosis has multiple clinical
patterns, depending on the inoculation place, the
mode of transmission, the patient's immune
status, and, last but not least, the virulence of the
mycobacterial strains (1). Cutaneous tuberculosis
may be caused both by the direct inoculation of
the infectious bacilli, as in the case of tuberculous
chancre and verrucous tuberculosis, as well as by
endogenous dissemination, both lymphatic or
hematogenous, by continuity, contiguity, or
autoinoculation. The hematogenous or lymphatic
spread is found in lupus vulgaris, acute miliary
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aproape in aproape de la un focar de vecinatate
de la nivelul ganglionilor limfatici sau oaselor si
respectiv al orificiilor nazal, bucal sau anal (1)(8).

Tuberculidele reprezintd o categorie speciala
si heterogend de tuberculoze cutanate, pauci-
bacilare, intalnite la indivizii cu grad inalt de
hipersensibilitate la Mycobacterium tuberculosis, si
asociate cu infectii tuberculoase active. Tabloul
lor clinic este polimorf, incluzand formele: lichen
scrofulosorum, tuberculide papulo-necrotice,
eritemul indurat Bazin. Absenta bacililor se poate
explica fie prin distrugerea rapida a
micobacteriilor, fie prin faptul ca la nivelul pielii
ajung numai produsii de metabolism ai acestora,
ce actioneazd pe un tegument hiperreactiv(9).
Pand in momentul de fata nu a fost elucidat
mecanismul de producere al acestor leziuni
cutanate.

Lichenul scrofulosorum este considerat cea
mai rard formd de tuberculide. A fost descris
pentru prima datd in 1860 de Hebra(10). Din
punct de vedere clinic se caracterizeazd prin
papule perifoliculare, de culoarea tegumentului
sau rosiatice, cu diametrul intre 0,5-3 mm, cu
suprafatd neteda sau discret scuamoasd, uneori
cu tendinta la confluare, localizate cu predilectie
la nivelul trunchiului, axilelor si membrelor. Este
frecvent asociat cu alte focare de tuberculoza
activd. Din punct de vedere histopatologic se
observd granuloame tuberculoide superficiale.
Culturile celulare pe medii specifice sunt
negative. Diagnosticul diferential poate fi dificil,
datoritd asemdnadrii acestuia cu lichenul plan,
lichenul nitidus, sifilidele lichenoide si uneori cu
formele micropapulare de sarcoidoz&(11). La fel
ca In celelalte forme tratamentul este reprezentat
de terapia combinatd tuberculostatica.

Acest articol prezinta un caz de tuberculoza
cutanatd forma lichen strofulosorum, particular
prin evolutie si dificultatile de diagnostic
diferential.

Prezentare de caz

O pacienta in varstd de 41 de ani, fara
antecedente patologice semnificative, s-a
prezentat in clinica noastra in iulie 2014 pentru o
eruptie papuloasd, diseminatd, asimptomaticd,
persistentd la nivelul extremitatii cefalice si
membrelor inferioare.
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tuberculosis, and  tuberculous gumma.
Scrofuloderma and orificial tuberculosis are
caused by the infectious spread through
continuity and contiguity from a close site of
infection, such as the lymph nodes or the bones,
to the adjacent tissues, and finally to the nasal,
oral or anal orifices (1) (8).

Tuberculids represent a special and
heterogeneous category of cutaneous tuber-
culosis, a paucibacillary subtype, encountered in
individuals with a higher sensitivity to
Mycobacterium tuberculosis, associated with other
sites of active tuberculosis. The clinical picture is
polymophous and includes the following
cutaneous manifestations: lichen scrofulosorum,
papulonecrotic tuberculids, and erythema
induratum of Bazin. The abscence of bacilli may
be explained either by the rapid immune removal
of mycobacteria or by the unique involvement in
the disease pathogenesis of bacterial metabolic
products, and not the bacteria per se, in the skin of
hyperreactive individuals (10). Until now, the
pathogenic mechanism of these skin lesions has
not been elucidated.

Lichen scrofulosorum represents the rarest
form of cutaneous tuberculosis. It was described
for the first time in 1860 by Hebra (11). Clinically
it is characterized by skin-coloured or reddish
perifollicular papules, with a diameter of 0.5-3
mm, with a smooth surface or slightly scaly,
sometimes with the tendency to confluence in
larger plaques, localised on the trunk, axillae and
limbs. It is frequently associated with other sites
of active tuberculosis. Histopathologically,
tuberculous granulomas in the upper dermis are
characteristic. Bacterial cultures on specific media
are negative. Differential diagnosis may be
difficult, due to the clinical similarities with
lichen planus, lichen nitidus, lichenoid secondary
syphilis, and with the rare form of micropapular
cutaneous sarcoidosis (12). As well as in the other
types of tuberculosis the treatment is represented
by the standard tuberculostatic regimen.

In this article we aim to present a rare case
of cutaneous tuberculosis, the subtype of lichen
scrofulosorum, with interesting particularities
both in the progression of the disease as well as
in the difficulties encoutered in the differential
diagnosis.
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Anamnestic, afectiunea cutanata a debutat in
urmd cu 7 ani sub forma unor papule rosiatice,
asimptomatice, localizate la nivelul coapselor,
feselor si pleoapei ochiului stang, cu extindere
lenta. Pacienta s-a prezentat in repetate randuri la
consultatii dermatologice, In urma cdrora s-a
emis un diagnostic clinic initial de granulom
inelar, pentru care s-a recomandat terapie topica
corticosteroidiand; aceasta nu a avut finsid
rezultate semnificative. Pacienta a mai urmat
tratament local cu tacrolimus 0,1%, intrerupt in
urma dezvoltdrii intolerantei la acest produs si o
curd sistemicd cu enoxaparind (Clexane®). S-au
practicat doud biopsii cutanate in anii 2009,
respectiv. 2010, cu un prim diagnostic de
sarcoidozd cutanatd, infirmat insid de cel de al
doilea examen histopatologic, care a ridicat
suspiciunea de lichen nitidus. In anul 2009 s-a
practicat testare cutanatd la tuberculind, cu un
IDR slab pozitiv, in timp ce radiografia
pulmonarad nu a prezentat modificari. In anul
2014 o noud biopsie de la nivelul leziunilor
progresive de la nivel fesier aduce in discutie
diagnosticul de xantogranulom.

Istoricul personal si familial a fost negativ
pentru boli dermatologice sau pentru
tuberculozd pulmonard sau extrapulmonara.

La momentul internérii pacienta s-a prezentat
in stare generald bund, afebrild, fard simptome si
semne patologice la examenul clinic general.
Examenul dermatologic a relevat mici papule
eritemato-violacee, lucioase, gdlbui la vitro-
presiune, bine delimitate, unele confluate in
placi, asimptomatice, diseminate la nivelul
antebratelor, feselor si coapselor (fig. 1)(fig. 2),
precum si discrete la nivelul pleoapelor,
piramidei nazale si pavilionului urechii.

Testele de laborator efectuate pe parcursul
interndrii au inclus: hemograma fard modificari
semnificative, cu exceptia unei discrete
macrocitoze, insd fard alfi markeri de anemie;
probe hepatice si renale in limite normale;
sindrom biologic inflamator absent; coagulo-
grama in limite normale; proteina C reactiva,
factor reumatoid, ASLO - negative; serologie
sifilis si Borrelia burgdorferi negativa. De
asemenea, s-a dozat angiotensin convertaza ale
cdrei valori au fost in limite normale.

In vederea unei investigiri complete, s-au
efectuat examenele microbiologice pentru
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Case report

Medical history revealed the onset of the skin
disease 7 years ago when redish, asymphtomatic
papules appeared on the patient’s thighs, gluteal
regions and on the left eyelid, slowly progressing
over time. The patient repeatedly seeked medical
attention, being initially diagnosed with
granuloma annulare and treated with topical
corticosteroids, but without any significant
improvement. Moreover, the patient followed
topical treatment with tacrolimus 0.1%, but an
allergic skin reaction led to therapy cessation. A
systemic therapeutic cure with enoxaparin
(Clexane®) led to significant improvement,
although this approach was never repeated.

Two skin samples were taken by punch
biopsy in 2009 and 2010. While the first
histopathologic report suggested a diagnosis of
cutaneous sarcoidosis, the second result was
different, with a suspicion of lichen nitidus. In
2009, a tuberculin skin test was also performed,
with a weak positive result of the intradermal
reaction, while a chest radiography did not show
any evidence of pulmonary pathological changes.
In 2014 the biopsy was repeated, with a
histopathologic diagnosis of xanthogranuloma.

The personal and the family history did not
reveal the presence of skin diseases or tuber-
culosis neither pulmonary or extrapulmonary.

At admission the patient was in a general
good health status, afebrile, conscious, without
any pathological signs or symptoms present
during physical examination. The skin
examination revealed the presence of multiple
red-purple, shiny papules, which turned yellow
at diascopy, with clearly defined borders, some of
them confluent in plaques, asymptomatic,
disseminated on the forearms, thighs and gluteal
regions (fig. 1)(fig. 2), as well as discrete lesions
on the eyelids, nose and earlobes.

The following laboratory test results were
analyzed: the complete blood count did not show
any significant changes, with the exception of a
discrete macrocitosis, in the absence of other
markers of anemia; liver and kidney function
tests were in normal ranges; biological
inflamatory sindrom absent; normal ranges of
coagulogram; C-reactive protein, rheumatoid
factor and ASLO were also negative; serological
tests for Treponema pallidum and Borrelia




Fig. 1. Multiple papule rosiatice cu tendinti la confluare
in plici
Fig. 1. Multiple confluent red papules and plaques

evidentierea unor potentiale focare infectioase
(uroculturd, exudat faringian, exudat nazal), dar
care au fost negative. Testarea cutanatd la
tuberculina a prezentat o valoare a IDR de 9mm
(fig. 3). Testarea prin QuantiFERON a fost
negativa. Radiografia toracicd a decelat o
importanta scoliozd toracala, fard leziuni pleuro-
pulmonare acute.

Pe parcursul interndrii s-au prelevat 3 piese
bioptice noi de la nivelul leziunilor cutanate de
pe coapse care au fost naintate spre examenul
histopatologic si respectiv bacteriologic.

Examenul histopatologic a relevat o
dermatitd perivasculara superficiald si profundd,
perianexiald, lichenoida, cu limfocite si histiocite,
cu urmadtoarele caracteristici: infiltrat inflamator
limfohistiocitar bogat, dispus lichenoid la nivelul
dermului papilar si reticular superficial, care
umple si destinde papilele dermice pe toatd
lungimea biopsiei (5 mm microscopic); infiltrat
alcdtuit din limfocite imixtionate cu histiocite,
histiocite epitelioide cu tendintd pe alocuri de
grupare In mici colectii si citeva celule gigante
multinucleate tip Langhans; infiltrat cu limfocite,
histiocite si numeroase plasmocite dispus
perivascular si perianexial (perifolicular, periecrin,
perineural); usoard acantozd; discretd exocitoza
cu limfocite; strat cornos de aspect normal (fig. 4)
(fig. 5) (fig. 6). Pe baza acestor modificdri s-a emis
diagnosticul histopatologic de lichen scro-
fulosorum.

Culturile efectuate din materialul bioptic au
fost negative.
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Fig. 2. Multiple plici localizate la nivel fesier
Fig. 2. Multiple plagues localised on the gluteal region

burgdorferi did not suggest the presence of
infection. Also, normal values of angiotensin
covertase were detected.

In order to perform a thorough investigation
of the patient and to exclude any potential
infectious ethiologies, various sites were sampled
for microbiological testing (nasal and pharyngeal
exudate, urine), all yielding negative results.
Tuberculin skin test revealed an intradermal
reaction with a value of approximately 9 mm
(fig. 3). QuantiFERON testing was negative.
Chest radiography did not reveal acute pleural or
pulmonary fingings.

During the patient’s hospitalization, 3 punch
biopsies were sampled from thigh lesions and
sent for histopathological and microbiological
examination.

The histopathological examination revealed
superficial and deep perivascular and peri-
adnexal lichenoid dermatitits, with lymplocytes
and histiocytes, with the following charac-
teristics: a rich inflammatory limpho-histiocitary
infiltrate, with a lichenoid disposition, in the
papilary and the superficial reticulary dermis,
which fills and expands dermal papillae, on the
full lenghth of the biopsy (5 mm); the infiltrate is
composed of lymphocytes mixed with
histiocytes, with the tendency of some epitelioid
histiocytes to form small aggregates and with
some Langhans multinucleated giant cells;
perivascular and periadnexal infiltrate (peri-
follicular, perieccrine, perineural) with lympho-
cytes, histiocytes, and numerous plasmocytes;
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Fig. 3. Testare cutanatd la tuberculind cu IDR pozitiv
Fig. 3. Tuberculin test with positive intradermal reaction

F1g 5. Inletmtul mﬂamutor umple si destinde pupzlele
dermice si inconjoard o unitate pilosebacee (HE, 50x)
Fig. 5. The inflammatory infiltrate fill and distend the
papillary dermis and surrounds the pilosebaceous
unit (HE, 50x)

Pe baza datelor clinice coroborate cu cele
histopatologice s-a emis diagnosticul de tuber-
culoza cutanats, forma lichen scrofulosorum. in
septembrie 2014 a fost initiatd terapia combinatd
cu Izoniazida 300mg/zi, Rifampicina 600mg/zi,
Pirazinamidd 2000mg/ zi si Etambutol 1600mg/ zi
timp de doud luni, cu reducerea ulterioard a
schemei terapeutice (Izoniazidd 900mg/zi si
Rifampicind 600mg/zi), cu evolutie lent
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Fig. 4. La magnificatie joasd se obseruvd o dermatitd
perivasculard si perianexiald lichenoidd (HE, 25x)
Fig. 4. At low magnification we noticed a perivascular and
periadnexal lichenoid dermatitis (HE, 25x)

Pzg 6 Inﬁltmtul este alcatuzt dm hzstzoate epltelzozde cu
tendintd de grupare, citeva celule gigante multinucleate si
limfocite (HE, 200x).

Fig. 6. The inflammatory infiltrate consists of
multinucleated giant cells, lymphocytes and epithelioid
histiocytes which have the tendency to grouptogether
(HE, 200x).

mild acanthosis; discrete exocitosis with
lymphocytes; normal statum corneum (fig. 4)
(fig. 5) (fig. 6). Based on these findings, the
histopathological diagnosis of lichen scrofu-
losorum was issued. Culture growth performed
from bioptic samples were negative.

Based on the clinical data, together with the
histopathological results we established the




favorabild. Reevaluarea dermatologicda dupa 6
luni de tratament a relevat leziuni la nivelul
feselor si coapselor in regresie, aplatizate, cu
reducerea eritemului si discretd hiperpigmentare.
Leziunile de la nivelul fetei, periorbital, au avut
initial o discretd progresie in momentul reducerii
schemei de tratament tuberculostatic, urmata
apoi de stabilizare, sub tratament adjuvant cu
dermatocorticoizi.

Discutii

Tuberculoza cutanatd rdméane o afectiune
cutanatd rard, dar care ridicd probleme
semnificative de diagnostic si tratament, in
cadrul unui spectru larg de forme Cclinice.
Formele multibacilare, in care numarul de bacili
poate fi detectat usor in tesutul cutanat, cum ar fi
sancrul tuberculos, scrofuloderma, tuberculoza
orificiald, tuberculoza miliard acutd si goma
tuberculoasd, pot fi diagnosticate cu mai multa
usurintd prin examene microbiologice(12).
Cultura micobacteriand Lowenstein-Jensen
reprezintd standardul de aur pentru deter-
minarea infectiei active si permite diferentierea
formelor de M. Tuberculosis de alte micobacterii
si stabilirea sensibilitdtii la antibiotice(13).
Metodele speciale de colorare (Ziehl-Neelson)
pentru identificarea bacililor acid alcoolo-
rezistenti este de asemenea utild in cazul
formelor multibacilare.

in schimb, in formele paucibacilare, in care
bacilii sunt rari sau chiar absenti la examenul
histopatologic si care includ tuberculoza
verucoasd, lupusul vulgar, eritemul indurat
Bazin, lichenul scrofulosorum si tuberculidele
papulo-necrotice diagnosticul etiologic este
dificil, mai ales in absenta unor focare interne
active de tuberculoza(12).

Am prezentat cazul unei paciente cu forma
de lichen scrofulosorum, una din cele mai rare
forme de tuberculoza cutanatd a carui frecventa
in cadrul spectrului clinic al tuberculozei
cutanate este de doar 6,8%(14). Cu toate acestea,
in doud studii efectuate pe 142 respectiv 103
pacienti, lichenul scrofulosorum a fost prezent
intr-un procent de 25,5% respectiv 33%(15)(16).
Numarul mic de studii efectuate pana in prezent
face dificild stabilirea cu exactitate a incidentei
acestuia in cadrul tuberculozelor cutanate.
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diagnosis of cutaneous tuberculosis, the subtype
lichen scrofulosorum. In september 2014,
the tuberculosatic regimen with Isoniazid
300mg/day, Rifampicin 600mg/day Pyrazinamide
2000mg/day and Ethambutol 1600mg/day was
initiated and maintained for 2 months, followed
by the reduction of the therapeutical agents to
Isoniazid 900mg/day and Rifampicin 600mg/
day alone, with favorable results. After 6 months
of treatment, at the dermatologic reevaluation,
the patient presented with skin lesions, localised
on the gluteal region and on the thighs, with an
improved appearance, in regression, with a
reduction of the erythema and with discrete
hyperpigmentation. The palpebral facial lesions
had a mild progression at the reduction of the
tuberculostatic regimen, followed by stabilization
under dermatocorticoid topical treatment.

Discussions

Cutaneous tuberculosis a rare skin disease,
which raises significant issues of diagnosis and
therapeutic approach, with a large spectrum of
clinical manifestations. The multibacillary forms
can be diagnosed without difficulty by
microbiological examination, because the bacilli
can be easily determined in the cutaneous tissue
samples. This is the case of tuberculous chancre,
scrofuloderma, orificial tuberculosis, acute
miliary tuberculosis, and tuberculous gumma.
Special stains, such as Ziehl Neelsen, allow the
identification of acid-alcohol resistant bacillus
and are useful in the case of multibacillary
infection. The bacterial culture on the selective
media Lowenstein-Jensen represents the
gold standard in the diagnosis of an active
infection and allows the identification of M.
tuberculosis subspecies and their susceptibility to
antibiotics (12).

On the other hand, paucibacillary forms, with
rare or even absent bacilli at histopathological
examination, include verrucous tuberculosis,
lupus vulgaris, erythema induratum of Bazin,
lichen scrofulosorum, and papulo-necrotic
tuberculids (13). Their diagnosis is more difficult,
particularly when internal active sites of
tuberculosis are absent.

We presented the case of a patient diagnosed
with lichen scrofulosorum, a rare manifestation
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Lichenul scrofulosorum este frecvent intalnit
la copii si la adolescenti. Datele din literaturd au
ardtat o frecventd mai mare a lichenului
scrofulosorum la tineri, formele prezente la adult
fiind raportate foarte rar. Majoritatea cazurilor,
circa 84%, apar la pacientii sub 15 ani, cu o usoara
predominantd a sexului masculin(17). In cazul
nostru, pacienta avea 34 de ani la momentul
aparitiei primelor leziuni cutanate.

Localizarea predilectd a lichenului scrofulo-
sorum este la nivelul trunchiului(17). Au fost
descrise insd cazuri cu localizdri la nivelul
fetei(18), membrelor, palmo-plantar(19) si genital
(20)(21). In ceea ce priveste localizarea eruptiei
cutanate, cazul prezentat este particular, deoarece
pe langa localizarile de electie ale lichenului
scrofulosorum, pacienta a prezentat multiple
papule la nivelul piramidei nazale, pleoapelor si
pavilionului urechii.

Lichenul scrofulosorum este o forma
paucibacilard, bacilii tuberculosi nefiind aproape
niciodatd identificati pe mediile de culturd sau la
coloratiile speciale, ceea ce limiteazd utilitatea
acestor investigatii. Tehnicile moderne de
amplificare a acizilor nucleici (PCR) permit
identificarea rapidd a ADN-ului micobacterian in
tesuturile afectate. Testul are valoare diagnostica
in conditiile in care, la nivelul leziunilor cutanate,
existd descdrcare de ADN micobacterian(22).
Lichenul scrofulosorum, fiind o forma
paucibacilara, utilitatea PCR-ului este mult
limitata. In literatura sunt citate doar doud cazuri
de lichen scrofulosorum la care s-a putut
identifica ADN-ul micobacterian(23)(24).

Testarea cutanatd la tuberculind este un test
de depistare a persoanelor cu sensibilitate la M.
Tuberculosis, si constd in injectarea intradermica
a 5 unitati de tuberculind, cu urmaérirea reactiei
locale la inoculare(25). Rezultatele sunt citite la
48-72 de ore de la inoculare, fiind considerate
pozitive in cazul unei induratii mai mari de 5mm.
In literatura LS este frecvent asociat cu un IDR la
tuberculind intens pozitiv (mai mare de
18mm)(17). Cu toate acestea au fost citate cazuri
cu rezultate negative la testarea cu
tuberculind(26)(24). Testarea la QuantiFERON
reprezintd o tehnicd moderna si rapida ce permite
stabilirea expunerii la micobacterii. Pentru
efectuarea ei este necesara o probd din sangele
pacientului, iar interpretarea ei depinde de

26

of skin tuberculosis, with a frequency of 6,8% in
the spectrum of cutaneous tuberculosis (14).
Nevertheless, in 2 clinical studies conducted on
142 and, respectively, 103 patients, lichen
scrofulosorum was diagnosed in 25.5%,
respectively 33% of the cases (15) (16). The small
number of studies conducted so far makes it
difficult to accurately determine the incidence of
cutaneous tuberculosis.

Lichen scrofulosorum is frequently found in
children and adolescents. Data from the scientific
literature showed a higher frequency of lichen
scrofulosorum in young individuals, the adult
disease being rarely reported. Most cases,
approximately 84%, occur in patients under 15
years, with a male predominance (15). In our
case, the patient was 34 years old at the time of
the first appearance of skin lesions.

The election site of lichen scrofulosorum is on
the trunk (17). Several other distributions were
reported, with skin lesions localised on the face
(18), on the limbs, palms and soles, and on the
genital region (20) (21). The particularity of the
presented case resides in the atypical distribution
of the skin lesions. In addition to the election sites
of lichen scrofulosorum, the patient presented
multiple papules on the eyelids, nose and
earlobe.

Lichen scrofulosorum is a paucibacillary
form of cutaneous tuberculosis since the
mycobacteria are almost never identified with
special stains or by microbial culturing, confining
the usefulness of these investigations. Modern
molecular diagnosis techniques, such as
Polymerase Chain Reaction, allow a rapid
identification of mycobacterial DNA in the
affected tissues. The test has a diagnostic value, if
there is a release of bacterial DNA in the skin
lesions. In lichen scrofulosorum, a paucibacillary
infection, the utility of PCR may be questioned.
In the scientific literature only 2 reported cases of
lichen scrofulosorum had positive mycobacterial
DNA in the sampled tissues (22)(23).

Tuberculin skin test screens for individuals
with a higher susceptibility to M. tuberculosis, and
consists in the intradermal injection of 5 units of
tuberculin and the evaluation of the reaction at
the site of inoculation (25). The results are read
48-72 h after the inoculation and are considered
positive if the induration has a diameter larger




cantitatea de y-interferon eliberatd de limfocitele
sensibilizate(13). In literaturd, in cazurile de
lichen scrofulosorum sunt citate atat rezultate
pozitive (27) cat si negative (28) la testarea la
QuantiFERON.

Studiile clinice realizate pana in prezent au
evidentiat o asociere in 72% din cazuri a
lichenului scrofulosorum cu alte focare tuber-
culoase profunde. In o treime din cazuri pacientii
au prezentat limfadenopatie tuberculoasd,
urmatd de tuberculozd pulmonara si cere-
brald(17). Pentru identificarea focarelor infec-
tioase profunde sunt necesare investigatii
suplimentare sangvine, urinare, probe micro-
biologice de sputd, radiografie toracicd si
tomografie computerizatd osoasi. In cazul
pacientei noastre culturile microbiologice si
investigatiile imagistice nu au evidentiat
potentiale focare tuberculoase active. Intr-un
studiu efectuat pe un lot de 39 pacienti cu lichen
scrofulosorum, s-a observat cd in 28% nu a fost
identificat un focar infectios profund(17).

Diagnosticul este adeseori intarziat din cauza
similitudinilor clinice cu alte leziuni cutanate
precum lichen plan, lichen nitidus, sifilide
lichenoide sau forma micropapuloasd de
sarcoidoza.

Standardul de aur in stabilirea diagnosticului
de certitudine este reprezentat, prin urmare, de
examenul histopatologic, in asociere cu
confirmarea unei infectii tuberculoase active
interne. La examenul histopatologic se evi-
dentiazd, in cazul LS, granuloame epiteloide
localizate la nivelul dermului papilar si
perivascular. Granuloamele sunt compuse din
histiocite epitelioide, cu nuclei mari si citoplasma
intens eosinofilicd, celule gigant multinucleate de
tip Langhans si limfocite mici situate in periferie.
Frecvent este prezent si un infiltrat inflamator,
dispus atat In dermul superficial cat si in cel
profund(27). In majoritatea cazurilor nu exista
modificdri epidermice, iar granulomul cu necroza
centrala este exceptional(29). Diagnosticul
diferential histopatologic este larg, incluzand
lichen nitidus, sifilide, bruceloza, leishmanioza
cutanatd cronicd, infectii micobacteriene atipice.
Histopatologic diagnosticul poate fi dificil,
aspectul de dermatitd granulomatoasd nece-
sitand corelatii clinico-patologice aprofundate. in
cazul pacientei noastre, primele biopsii au
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than 5 mm. The QuantiFERON test is a modern
technique that allows a rapid determination of
the exposure to mycobacteria. In order to
perform the test, a blood sample should be
collected from the patient. The interpretation
depends on the amount of y-interferon released
by the lymphocytes. QuantiFERON testing in
specialized literature however, is associated with
both positive (27) and negative results (28).
Clinical trials completed to date have shown an
association in 72% of cases of lichen
scrofulosorum with other active sites of deep
tuberculosis. One third of cases presented
tuberculous lymphadenopathy, followed by
pulmonary and cerebral tuberculosis (17). In
order to identify deeper sites of infection further
investigations, including blood count, renal
function, microbiological examination of the
sputum, chest X-ray and Computed Tomography
scan of the bones should be performed.
However, in the presented case the
microbiological studies and the imaging
investigations did not reveal active sites of
infection.

The golden standard for diagnosis is
represented, therefore, by histopathological
examination, in association with confirmation of
other internal active tuberculosis infection sites.
In case of LS, histopathological examination
reveals epithelioid granulomas localized in the
papillary dermis and perivascular. The
granulomas are composed of epithelioid
histiocytes with intense eosinophilic cytoplasm
and large nuclei, giant multinucleated Langhans
cell type and small lymphocytes located in the
periphery. Frequently, an inflammatory infiltrate
is present, in the upper and lower layers of the
dermis (27). In most cases there are no epidermal
changes and granuloma with central necrosis is
very rare (28). Histopathological differential
diagnosis is broad and includes lichen nitidus,
syphilides, brucellosis, chronic cutaneous
leishmaniasis, cutaneous infection with atypical
mycobacteria. Histopathologic diagnosis can be
difficult, with granulomatous dermatitis
requiring thorough clinicopathological cor-
relations. In our patient case, the first biopsy
presented histopathological changes interpreted
as sarcoidosis, lichen nitidus, but also as
xantogranulom. Lichenoid secondary syphilis
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prezentat modificari histopatologice interpretate
ca sarcoidozd, lichen nitidus si respectiv
xantogranulom. Sifilidele lichenoide ar fi putut fi
luate in considerare, prin prezenta a numeroase
plasmocite, aldturi de infiltratul granulomatos.
Totusi, absenta neutrofilelor, a acantozei
psoriaziforme si a modificarilor vasculare fac
luesul secundar mai putin probabil. Afectarea de
catre infiltratul limfocitar si granulomatos a
tuturor papilelor dermice pe toatd lungimea
biopsiei si dispunerea si perianexiald a acestuia
nu au fost in favoarea unui lichen nitidus.

Patogenia LS nu este complet elucidatd, insa
multi autori sunt de pdrere cd acest proces este
intdlnit la pacientii cu reactivitate anormald la
tuberculing, ce asociazd si un focar infectios
profund. De la nivelul focarului infectios, are loc
o diseminare pe cale hematogend, capabild sa
produca hiperreactivitate, urmata de formarea de
complexe antigen-anticorp, care pot induce o
reactie de hipersensibilitate de tipul IV,
determinand granulomul tuberculos. Rezultatele
negative la testarea la tuberculind raportate in
unele cazuri de lichen scrofulosorum sunt
interpretate de unii autori ca fiind expresia
variabilitdtii in timp a statusului imun al
pacientului(19).

Tuberculoza cutanatd, urmeaza aceleasi
principii de tratament ca si tuberculoza
pulmonard, tinadnd cont si de extinderea infectiei
si de statusul imun al pacientului. Prima linie de
tratament este reprezentata de terapia combinata.
Medicamentele cel mai frecvent folosite sunt
Izoniazida, Rifampicina, Pirazinamida si Etam-
butol. Tratamentul chimioterapic se desfdsoara
pe o perioadd de 6-9 luni si este divizat in doua
faze: o fazd rapida sau bactericida, cu scopul de a
reduce rapid incdrcdtura bacteriand si o a doua
fazd menitd sd sterilizeze complet focarele
infectioase(30). Dupd primele opt sdptamani de
tratament, pacientii nu mai sunt considerati
contagiosi, insd continuarea tratamentului
sistemic este obligatorie. Raspunsul la tratament
este evaluat pe baza examenului clinic.

In ceea ce priveste atitudinea terapeutica din
cazul prezentat, pacienta a beneficiat de terapie
combinatd tuberculostaticd, cu controlul periodic
al functiei hepatice, renale si evaluare
oftalmologica. Terapia a fost initiatd in
septembrie 2014, cu evolutie lent favorabild, dar
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could be taken into account, due to the presence
of numerous plasma cells, together with a
granulomatous infiltrate. However, the absence
of neutrophils, of psoriasiform acanthosis and
vascular changes make secondary syphilis less
possible. Damage caused by lymphocyte and
granulomatous infiltration of all dermal papillae
on the entire biopsy lenght, but also its
perianexial arrangement were not in favor of
lichen nitidus.

The pathogenesis of lichen scrofulosorum is
not completely elucidated, although many
authors believe that this disease develops in
patients with tuberculin hyperreactivity, who
also present deeper sites of infection. From the
infectious site, the hematogenous spread of
bacteria enables them to cause immune
hyperreactivity, followed by the formation of
antigen-antibody complexes, which may induce
a Type IV hypersensitivity reaction, causing
tuberculous granulomas. Negative results of
tuberculin skin test, reported in some cases, were
interpreted by some authors as an expression
of patients immunological status variability in
time (19).

Cutaneous tuberculosis follows the same
therapeutical principles as in pulmonary
tuberculosis, taking into account the extension of
the infection and the patient’s immune status.
The first line in treatment is the combination
therapy. The drugs most commonly used are
Isoniazid, Rifampicin, Pyrazinamide and
Ethambutol. Chemotherapy is conducted for a
period of 6-9 months and is divided into two
parts: the rapid or bactericidal phase, in order to
rapidly reduce the bacterial load, and the second
phase aimed to completely sterilize the infectious
sites (27). After eight weeks of treatment, the
patients are no longer considered contagious, but
further systemic treatment is mandatory.
Treatment response is clinically evaluated.

Regarding the therapeutic approach of the
presented case, the patient received tuber-
culostatic therapy, with periodical monitoring of
the renal and liver function, and repeated
ophtalmological evaluation. The therapy was
initiated in september 2014 with a slow clinical
improvement, with lesions persisting especially
on face region. Studies show that a favorable
course of lichen scrofulosorum, with the




cu remanenta leziunilor In special la nivelul fetei.
In literaturd, evolutia favorabili cu rezolutia
leziunilor de tip lichen scrofulosorum la 6-8
siptaimani de tratament este descrisi(17). In
schimb au fost raportate cazuri de aparitie a LS la
cateva sdptdmani dupd initierea tratamentului
antituberculos pentru o infectie sistemica. Acest
fenomen poate fi corelat cu natura imunogenica a
LS, ce reprezintd o manifestare de hiper-
sensibilitate la prezenta antigenului mico-
bacterian, distrugerea masivd a bacililor
tuberculosi in alt focar putdnd alimenta un
raspuns imun celular crescut la nivel cutanat(27).
Acest lucru ar explica remiterea rapida a
leziunilor cutanate la pacientii cu multiple focare
tuberculoase.

Concluzii

Cazul prezentat este ilustrativ pentru
dificultdtile de diagnostic si tratament, precum si
pentru variatiile individuale de aspect, status
imun si evolutie in tuberculoza cutanata.
Diagnosticul de certitudine al lichenului
scrofulosorum este adeseori intarziat datoritd
raritatii acestei manifestari cutanate, cat si
datorita diagnosticului diferential complex.
Prezenta unor leziuni papuloase si granulo-
matoase persistente, rezistente la terapiile clasice
ar trebui sd conducd spre un astfel de diagnostic.
De asemenea, acest diagnostic trebuie avut in
vedere In mod particular in tara noastrd, unde
incidenta si prevalenta TBC se mentin la cote
ridicate.
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biotehnologii”.
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resolution of the disease, occurs in 6-8 weeks of
treatment (17). On the other hand, some reports
present patients who developed lichen
scrofulosorum several weeks after initiation of
tuberculostatic treatment for systemic infection.
This can be correlated with the immunogenic
nature of lichen scrofulosorum: a massive
mycobacterial destruction in another site of
infection leads to a hypersensitivity response to
the released antigens, with an increased cellular
immune response in the skin. This would explain
the rapid remission of cutaneous lesions in
patients with multiple sites of infection.

Conclusions

The presented case reflects the difficulties
encountered in the diagnosis and treatment of
cutaneous tuberculosis, as well as the individual
characteristics of the clinical picture, the immune
status and disease progression. The positive
diagnosis of lichen scrofulosorum is frequently
delayed, due to its rarity, as well as its complex
differential diagnosis. The pressence of persistent
papular and granulomatous lessions resistant to
other therapies should be taken into
consideration at diagnosis. Also, this diagnostic
must be considered particularly in our country,
where TB incidence and prevalence remains high.
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