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ABSTRACT

Antineutrophil cytoplasmic autoantibody (ANCA)-associated vasculitis (AAV) is a small-vessel vasculitis, char-
acterized by necrotizing inflammation of small vessels and positive ANCAs. cANCAs are directed against proteinase-3
(PR-3) and are specific for granulomatosis with polyangiitis (GPA, formerly known as Wegener’s disease), although
their role in the immunopathology of the disease is still unclear. This is why the European Medicines Agency suggested
that cANCA positivity, in addition to the clinical picture, can be enough for the diagnosis of GPA. Granulomatosis with
polyangiitis is characterized by granulomatous inflammation that usually involves the upper and lower respiratory
tract, necrotizing vasculitis that affects small and medium-sized vessels, and often rapidly progressive glomerulone-
phritis. We present a patient with an unusual presentation of c(ANCA-associated vasculitis, who presented with arthri-
tis, palpable purpura on legs, and pauci-immune necrotizing glomerulonephritis with highly positive cANCA antibod-
ies, without any signs or symptoms of airway involvement. Although renal-limited ANCA vasculitis is recognized as a
separate entity, our patient also had signs of skin and joint involvement and prominent constitutional symptoms that
contributed to the diagnosis of systemic disease.

In this paper, we present a patient with an atypical course of GPA, which can also be called a limited form of the
disease. An atypical course or limited form belongs to the group of sine syndromes in inflammatory rheumatic diseases,
which are not very common, but should be considered in the differential diagnosis. To our knowledge, there are only
a few described case reports with a similar presentation.

Keyworps: Anti-neutrophil cytoplasmic antibody-associated vasculitis - diagnosis, pathology; Antibodies, anti-
neutrophil cytoplasmic - analysis; Granulomatosis with polyangiitis — diagnosis, drug therapy, pathology; Purpura -
etiology; Glomerulonephritis - etiology; Arthritis — etiology

SAZETAK

Vaskulitis povezan s antineutrofilnim citoplazmatskim protutijelima (engl. Anti-neutrophil Cytoplasmatic Anti-
body - ANCA) ili skraceno ANCA vaskulitis (engl. ANCA-associated vasculitis — AAV) jest vaskulitis malih krvnih Zila
karakteriziran nekrotiziraju¢om upalom malih krvnih Zila i pozitivnim antineutrofilnim citoplazmatskim protutijeli-
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ma. Protutijela c-ANCA usmjerena su na proteinazu 3 (PR-3) i karakteristi¢na za granulomatozu s poliangiitisom
(GPA), prije poznatu kao Wegenerova bolest, premda njihova uloga u imunopatologiji bolesti jo$ nije razjasnjena.
Upravo zbog visoke specifi¢nosti protutijela Europska agencija za lijekove predlozila je da pozitivna protutijela c-AN-
CA uz popratnu klini¢ku sliku budu dovoljna za dijagnozu GPA. Granulomatozu s poliangiitisom karakteriziraju gra-
nulomatozna upala koja uobicajeno zahvaca gornje i donje di$ne putove, nekrotizirajuéi vaskulitis §to zahvac¢a male i
srednje velike krvne Zile i éesto prisutan brzoprogresivni glomerulonefritis. U ovom radu prikazana je bolesnica s ne-
uobicajenom prezentacijom c-ANCA vaskulitisa uz prisutne artritis, palpabilnu purpuru na nogama, pauciimuni ne-
krotiziraju¢i glomerulonefritis i visokopozitivna protutijela c-ANCA, medutim, bez znakova i simptoma zahvacanja
di$nih putova. Premda je ANCA vaskulitis ogranicen na bubreg otprije poznat kao poseban entitet, nasa je bolesnica
takoder imala prisutno zahvacanje koze i zglobova te izraZene konstitucijske simptome, $to upucuje na sustavni oblik
bolesti.

Prikazana je bolesnica s atipi¢nim oblikom GPA, koji se mozZe nazvati i ograni¢enim oblikom bolesti. Atipi¢ni ili
ograniceni oblik bolesti pripada skupini sindroma sine u upalnim reumatskim bolestima, koji nisu cesti, ali ih je po-
trebno razmotriti pri diferencijalnoj dijagnozi. Prema nasim saznanjima, samo je nekoliko opisanih prikaza bolesnika

sa slicnom prezentacijom bolesti.

KrLju¢NE RIJECL: Vaskulitis povezan s antineutrofilnim citoplazmatskim protutijelima - dijagnoza, patologija;
Antineutrofilna citoplazmatska protutijela — analiza; Granulomatoza s poliangiitisom - dijagnoza, farmakoterapija,
patologija; Purpura - etiologija; Glomerulonefritis - etiologija, patologija; Artritis — etiologija

INTRODUCTION

Antineutrophil cytoplasmic autoantibody (ANCA)-
-associated vasculitis is a small-vessel vasculitis char-
acterized by necrotizing inflammation of small vessels
and positive ANCAs. ANCA-associated vasculitis is
subdivided into granulomatosis with polyangiitis
(GPA, formerly known as Wegener’s granulomatosis),
microscopic vasculitis (MPA), eosinophilic granulo-
matosis with polyangiitis (EGPA or Churg-Strauss vas-
culitis), and ANCA-positive renal-limited vasculitis
(RLV) as a special entity (1). ANCA-associated vascu-
litis is characterized by positive ANCA antibodies.
These antibodies are directed against proteinase 3
(PR-3) or cANCA, and against myeloperoxidase (MPO)
or pANCA antibodies. cANCA antibodies are charac-
teristic for GPA, with high sensitivity (especially in ac-
tive, systemic disease) (2) and specificity (3). Although
the presence of cCANCAs in GPA is well established, the
immunopathology of the disease is still unclear, and
individuals with no signs of active disease can have a
high antibody titer (2). GPA is characterized by granu-
lomatous inflammation that affects the upper and low-
er respiratory tract and blood vessel inflammation
(vasculitis), which can damage organ systems. The
areas most commonly affected by GPA include the
sinuses, lungs, and kidneys, but any site can be af-
fected (4).

The estimated annual incidence of GPA in Europe is
about 2-12 per million and the prevalence of GPA is
24-157 per million (5).

Several diagnostic criteria are used to establish the
diagnosis of GPA. The American College of Rheu-
matology (ACR) 1990 classification criteria for GPA
include the following: 1) nasal or oral inflammation
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Vaskulitis povezan s antineutrofilnim citoplazmat-
skim protutijelima (engl. Anti-neutrophil Cytoplasma-
tic Antibody — ANCA) ili skraceno ANCA vaskulitis
(engl. ANCA-associated vasculitis - AAV) karakterizi-
raju nekrotiziraju¢a upala malih krvnih zila i pozitivan
nalaz ANCA-e. Vaskulitisi povezani s ANCA-om dijele
se na granulomatozu s poliangiitisom (GPA) koja je
prije bila poznata pod nazivom Wegenerova granulo-
matoza, mikroskopski vaskulitis (MPA), eozinofilnu
granulomatozu s poliangiitisom (EGPA ili Churg-
-Straussin vaskulitis) i ANCA-pozitivni vaskulitis
ograni¢en na bubrege (RLV) kao poseban entitet (1).
Znacajka ANCA vaskulitisa jest pozitivan nalaz protu-
tijela ANCA, koja mogu biti usmjerena na proteinazu
3 (PR-3) pa se nazivaju c-ANCA i na mijeloperoksida-
zu (MPO) te se zovu p-ANCA. Protutijela c-ANCA
karakteristicna su za GPA, s visokim razinama osjetlji-
vosti (osobito kod aktivne, sistemske bolesti) (2) i spe-
cifi¢nosti (3). Iako je prisutnost protijela cCANCA kod
GPA dobro utvrdena, imunopatologija bolesti jo$ nije
razjasnjena i osobe bez ikakvih znakova aktivne bolesti
mogu imati visok titar tih protutijela (2). GPA je karak-
teriziran granulomatoznom upalom $to zahvaca gornje
i donje disne putove te upalom krvnih zila (vaskuliti-
som) koji moze unistiti organske sustave. Organi koje
GPA najcesce zahvaca jesu sinusi, pluca i bubrezi, ali
moze zahvatiti bilo koji organ ili dio tijela (4).

Procjenjuje se da godisnja incidencija GPA u Europi
iznosi 2 - 12 na milijun osoba, a prevalencija 24 - 157
na milijun osoba (5).

Pri postavljanju dijagnoze GPA rabi se nekoliko dija-
gnostickih kriterija. Klasifikacijski kriteriji Americkog
drustva za reumatologiju (ACR) iz 1990. godine za
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(painful or painless oral ulcers, or purulent or bloody
nasal discharge); 2) abnormal chest radiograph show-
ing nodules, fixed infiltrates, or cavities; 3) abnormal
urinary sediment (microscopic hematuria with or
without red cell casts); 4) granulomatous inflammation
on biopsy of an artery or perivascular area (6). The
presence of two or more of these four criteria yielded a
sensitivity of 88% and a specificity of 92%.

The European Medicines Agency (EMA) algorithm
suggested that the surrogate markers might permit the
diagnosis of GPA to be made in the absence of a biopsy
(7). These surrogate markers include: 1) lower airways:
radiograph evidence of fixed pulmonary infiltrates,
nodules, or cavitations for more than one month, or
bronchial stenosis; upper airways: bloody nasal dis-
charge and crusting for more than one month or nasal
ulceration; 2) chronic sinusitis, otitis media, or mas-
toiditis for more than three months; retro-orbital mass
or inflammation; subglottic stenosis; saddle nose de-
formity/destructive sinonasal disease; 3) glomerulone-
phritis: hematuria associated with red cell casts or >10
dysmorphic red cells; or 2+ hematuria or 2+ protein-
uria on the dipstick; and 4) positive ANCAs in patients
with surrogate markers for GPA allow a diagnosis of
GPA without a biopsy.

The clinical presentation of the disease in approxi-
mately 90% of the cases includes ear-nose-throat
(ENT) symptoms like nasal crusting, sinus pain,
chronic rhinosinusitis, nasal obstruction, or bloody
nasal discharge. Symptoms related to pulmonary in-
volvement are present in approximately two-thirds of
the patients. Respiratory symptoms mostly include
cough, hemoptysis, dyspnea, and pleuritic pain (8).
Among patients with GPA, it is unusual for pulmonary
symptoms to occur in the absence of upper respiratory
tract symptoms or signs. Renal involvement is the third
main manifestation of GPA and usually includes
glomerulonephritis associated with few or no immune
deposits in the glomeruli (pauci-immune glomeru-
lonephritis) visible on immunofluorescence and elec-
tron microscopy (9). Neurological involvement is pres-
ent in one-third of the patients. In 10-50% of the pa-
tients, skin lesions are present, with palpable purpura
on the legs and feet as the most common manifesta-
tion. Constitutional symptoms, such as fever and
weight loss, are present in 30-80% of the patients.
Non-erosive polyarthritis affecting medium- and
large-size joints is described in two-thirds of the pa-
tients. Other manifestations include eye involvement
(mainly episcleritis) and, rarely, gastrointestinal and
cardiac manifestations (10).

The treatment of GPA is comprised of the induction
regimen (with high-dose glucocorticoids and immu-
nosuppressant agents) followed by maintenance treat-
ment (with less toxic agents if possible). For the induc-
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GPA uklju¢uju ovo: 1) upalu nosne ili usne Supljine
(bolne ili bezbolne ulceracije u ustima ili gnojni ili
krvavi iscjedak iz nosa); 2) abnormalni radiografski
nalaz pluca koji pokazuje ¢vorice, fiksne plu¢ne infil-
trate ili kavitacije; 3) abnormalni sediment urina (mi-
kroskopska hematurija s eritrocitnim cilindrima ili bez
njih); 4) patohistoloski nalaz granulomatozne upale
arterije ili perivaskularnog podruéja (6). Prisutnost
dvaju ili vise ovih kriterija ima osjetljivost od 88% i
specificnost od 92%.

Europska agencija za lijekove (EMA) ponudila je
algoritam prema kojem se dijagnoza GPA moze posta-
viti na temelju zamjenskih biljega i bez biopsije (7). Ti
zamjenski biljezi ukljucuju ovo: 1) donji di$ni putovi:
radiografski dokazani fiksni plu¢ni infiltrati, ¢vorici ili
kavitacije tijekom vise od mjesec dana ili bronhalna
stenoza; 2) gornji di$ni putovi: krvavi iscjedak iz nosa i
krustacije tijekom viSe od mjesec dana ili nosne ulcera-
cije; kroni¢ni sinusitis, otitis media ili mastoiditis tije-
kom viSe od tri mjeseca; upala retroorbitalnog tkiva,
subglotalna stenoza; deformitet nosa u obliku sedla-
stog nosa / destruktivna bolest nosa i sinusa; 3) glo-
merulonefritis: hematurija s eritrocitnim cilindrima ili
> 10 dismorfnih eritrocita; ili hematurija 2+ ili protei-
nurija 2+ na urinskoj testnoj vrpci; 4) pozitivna protu-
tijela ANCA u bolesnika sa zamjenskim biljezima za
GPA dopustaju dijagnozu GPA bez biopsije.

Klinicka prezentacija bolesti u priblizno 90% bole-
snika ukljucuje otorinolaringoloske simptome poput
stvaranja krasta u nosu, bol u sinusima, kroni¢ni rino-
sinusitis, opstrukciju nosa ili krvavi iscjedak iz nosa.
Simptomi koji upu¢uju na zahvacenost pluca prisutni
su u priblizno dvije tre¢ine bolesnika. Respiratorni
simptomi uglavnom ukljucuju kasalj, hemoptizu, disp-
neju i pleuralnu bol (8). Kod bolesnika s GPA nije uo-
bi¢ajeno da se plu¢ni simptomi pojavljuju bez simpto-
ma i znakova zahvacenosti gornjih diSnih putova. Bu-
brezni poremecaj treca je glavna manifestacija GPA,
obi¢no u obliku glomerulonefritisa povezanog s vrlo
malo ili nimalo imunodepozita u glomerulima (pau-
ciimuni glomerulonefritis) vidljivih imunofluorescen-
cijom ili elektronskom mikroskopijom (9). Neuroloski
znakovi prisutni su u tre¢ine bolesnika. U 10 - 50%
bolesnika prisutne su kozne lezije s palpabilnom pur-
purom na nogama i stopalima kao naj¢es¢om manife-
stacijom. Konstitucijski simptomi poput vrucice i gu-
bitka tjelesne tezine prisutni su u 30 — 80% bolesnika.
Neerozivni poliartritis srednje velikih i velikih zglobo-
va nalazi se u dvije tre¢ine bolesnika. Druge manifesta-
cije ukljucuju zahvacenost oka (uglavnom episkleritis)
i, rijetko, gastrointestinalne i sr¢ane manifestacije (10).

Lijecenje GPA sastoji se od indukcijskog lijecenja
(visokim dozama glukokortikoida i imunosupresiva), a
zatim terapije odrzavanja (prema mogucnosti manje
toksi¢nim lijekovima). Pri indukcijskom lije¢enju bo-
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tion treatment in life-threatening or organ-threatening
disease, cyclophosphamide and rituximab are recom-
mended in rapidly progressive kidney failure, and dif-
fuse alveolar hemorrhage, plasma exchange therapy is
an option. In the case of limited disease, the first choice
of treatment can be mycophenolate mofetil (MMF) or
methotrexate (11).

CASE REPORT

A 46-year-old Caucasian female patient had initial
symptoms of weight loss, and swelling and pain in both
ankles 4 months prior to workup in our clinic. She had
no relevant history of chronic illness and was not tak-
ing any therapy.

One month after the patient’s symptoms had started,
she was examined by a physiatrist due to the swelling
and pain in her ankles and purpuric rash on her legs
that resolved spontaneously. Reactive arthritis was sus-
pected and she was recommended to take 4 mg of
methylprednisolone, which she took for a couple of
weeks and then stopped since her symptoms persisted
despite the therapy. Three months later, the patient was
admitted to the Infectious Diseases Department in a
General County Hospital due to persistent intermittent
high fever (with maximum axillary temperature of
38.6°C). Antibiotics were started empirically, but there
was no resolution of the symptoms. Blood and urine
cultures were negative, chest X-ray scan and abdomi-
nal ultrasound were unremarkable. Tumor markers
were negative, and since no infectious cause was found,
the patient was discharged from the hospital and re-
ferred to a rheumatologist. But due to the reappear-
ance of the purpuric rash on her legs, she was exam-
ined at the University Hospital Center Emergency De-
partment and was then admitted to the Department of
Rheumatology, Clinical Immunology, and Allergology.

On admission, the patient’s major complaint was
high fever that had been present in the previous 3
months, weight loss (8 kg in that period), and arthral-
gia of the ankle joints. Physical examination revealed
palpable purpura on the legs and swollen, painful an-
kles. Her family history was negative for autoimmune
diseases. The patient had been taking ibuprofen 600
mg three times daily. Laboratory findings during her
stay at the Infectious Diseases Department showed
anemia with elevated ESR and CRP and hypergamma-
globulinemia. The patient denied bloody discharge
from her nose, wheezing, dyspnea, or cough. Physical
examination revealed no saddle nose. Her chest and
heart sounds were normal, there was no liver and
spleen enlargement, and no peripheral lymphadenopa-
thy was present. The laboratory findings showed ele-
vated CRP 84.7 mg/L (ref. range <5), ESR 70 mm/3.6
KS (range: 4-24), anemia with hemoglobin 108 g/L
(range: 119-157), and ferritin 283.9 ug/L (range: 10—
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lesti koja ugrozava zivot ili organe ciklofosfamid i ri-
tuksimab preporucuju se kod brzoprogredirajuceg za-
tajenja bubrega, a kod difuznog alveolarnog krvarenja
mogudi je izbor terapijska izmjena plazme. Ako je bo-
lest ogranicena, prvi izbor lije¢enja mogu biti mikofe-
nolatmofetil (MMF) ili metotreksat (11).

PRIKAZ BOLESNICE

Pocetni simptomi zene u dobi od 46 godina bili su
gubitak tjelesne tezine te oticanje i bol u oba gleznja 4
mjeseca prije obrade u nasoj klinici. Dotad nije bolova-
la ni od kakve kroni¢ne bolesti i nije uzimala nikakvu
terapiju.

Mjesec dana nakon pocetka simptoma bolesnicu je
pregledao fizijatar zbog oticanja i bolnosti gleznjeva te
purpurnog osipa na nogama koji se spontano povukao.
Zbog sumnje na reaktivni artritis bolesnici je preporu-
¢eno da uzima 4 mg metilprednizolona, $to je i ¢inila
nekoliko tjedana, a zatim prestala jer su simptomi
trajali unato¢ terapiji. Tri mjeseca poslije bolesnica je
primljena na Odjel za zarazne bolesti Opce Zupanijske
bolnice zbog perzistentne intermitentne vrucice (naj-
via aksilarna temperatura od 38,6° C). Zapoceta je
empirijska terapija antibioticima, ali nije dovela do
povlacenja simptoma. Kulture krvi i urina bile su nega-
tivne, rendgenogram srca i pluca te ultrazvuk abdome-
na bili su bez obiljezja. Tumorski biljezi bili su negativ-
ni, a bududi da nije naden infektivni uzro¢nik, bolesni-
ca je otpu$tena iz bolnice te upucena reumatologu.
Medutim, zbog ponovne pojave purpurnog osipa po
nogama pregledana je na Odjelu za hitnu pomo¢ Sveu-
¢ilisne bolnice te primljena na Odjel za reumatologiju,
klini¢ku imunologiju i alergologiju.

Nakon prijma bolesnica se najvise Zalila na visoku
tjelesnu temperaturu prisutnu tijekom prethodna 3
mjeseca, gubitak tjelesne tezine (8 kg u tom razdoblju)
iartralgiju u podru¢ju gleznjeva. Na fizikalnom pregle-
du uoceni su palpabilna purpura na nogama te oteceni,
bolni gleznjevi. U obiteljskoj anamnezi nije bilo auto-
imunosnih bolesti. Bolesnica je uzimala ibuprofen u
dozi od 600 mg tri puta na dan. Laboratorijski nalazi
tijekom njezina boravka na Odjelu za zarazne bolesti
pokazali su anemiju s poviSenom sedimentacijom eri-
trocita i vrijedno$¢u CRP-a te hipergamaglobulinemi-
ju. Negirala je krvavi iscjedak iz nosa, piskanje pri disa-
nju, dispneju ili kasalj. Na fizikalnom pregledu nije
naden sedlasti nos, Sum disanja i sr¢ani tonovi bili su
normalni, nije bilo povecanja jetre i slezene ni perifer-
ne limfadenopatije. Laboratorijski nalazi pokazali su
povisenu vrijednost CRP-a od 84,7 mg/L (referentni
raspon: < 5), sedimentaciju eritrocita od 70 mm/3,6 ks
(raspon: 4 - 24), anemiju uz vrijednosti hemoglobina
od 108 g/L (raspon: 119 - 157) i feritina od 283,9 pg/L
(raspon: 10 - 120). Klirens kreatinina bio je 1,41 mL/s
1,73 m? (raspon: 1,60 — 2,94), uz 24-satnu proteinuriju
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120). Creatinine clearance was 1.41 mL/s1.73m? (range:
1.60-2.94), with 24-hour proteinuria of 767 mg/dU
(<150); BUN and creatinine levels were normal. Auto-
antibodies were tested and showed positive ANA 1:320
on cytoplasmic fluorescence, with positive actin anti-
bodies, ENA screen, and cardiolipin antibodies. RF
and anti-CCP were negative with normal C3 and C4.
PANCA and anti-GBM were negative. C(ANCAs were
highly positive: 771 (positive >25, tested on xMAP Lu-
minex assay 200).

The patient was examined by an ear-nose-throat
specialist. Rhinoscopy, laryngoscopy, and otoscopy
were performed and no signs of upper airway involve-
ment were found. Chest X-ray was unremarkable, as
well as US of the abdomen, ECG, heart ultrasound,
and ophthalmological exam. Repeated urine erythro-
cyte morphology revealed 13%, 21% and 18% of dys-
morphic erythrocytes in samples taken on 3 consecu-
tive days. Cytological urine sediment was negative for
malignant cells and bacteria. Blood and urine cultures
were negative, so prednisolone 1 mg/kg was initiated.
Kidney biopsy was performed and a diagnosis of rap-
idly progressive pauci-immune glomerulonephritis
was confirmed.

Additionally, testing showed negative HBV, HCV
antibodies, and QuantiFeron TB Gold test. EBV and
CMV antibodies revealed past contact. MSCT of the
paranasal cavities was unremarkable. Lung function
tests (spirometry and DLCo) were normal. Immuno-
fixation electrophoresis revealed two oligoclonal bands
(IgG type kappa). Bone marrow aspiration was per-
formed and was unremarkable.

The diagnosis of cANCA-associated vasculitis was
made and treatment was started with an induction
regimen that included glucocorticoids in tapering dos-
age and cyclophosphamide (15 mg/kg every two weeks
for the first three cycles, followed by application every
three weeks for 6 months). After the initial treatment,
the symptoms rapidly improved, and the arthritis, fe-
ver, and purpura completely resolved. The patient’s ap-
petite improved and she gained weight. Her laboratory
results were: CRP 10 mg/L (ref. range< 5), ESR 25
mm/3.6 KS (range: 4-24), hemoglobin 130 g/l (range:
119-157), with no erythrocyturia or proteinuria. cAN-
CAs remained positive (440, positive >25). After the
remission was achieved, maintenance treatment with
azathioprine was continued. The patient had no signs
and symptoms of pulmonary involvement during the
treatment or at follow-up. Because of the unusual pre-
sentation of the disease, the ENT examination was re-
peated and no signs of upper airway involvement were
found. Initially, no MSCT of chest organs had been
done due to technical reasons, but during the follow-up,
a HRCT of lungs was ultimately performed and showed
no signs of interstitial lung involvement, no hilar or
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od 767 mg/dU (< 150); BUN i kreatinin imali su nor-
malne vrijednosti. Testovima na autoantitijela nadeni
su pozitivan ANA 1 : 320 citoplazmatskom fluorescen-
cijom te pozitivna protutijela na aktin, ENA probir i
kardiolipinska protutijela. RF i anti-CCP bili su nega-
tivni, uz normalne C3 i C4. p-ANCA i anti-GBM bili
su negativni. Protutijela c-ANCA bila su visokopozi-
tivna: 771 (pozitivan nalaz: > 25, ispitano testom xMAP
Luminex 200).

Na otorinolaringoloskom pregledu bolesnici su uci-
njene rinoskopija, laringoskopija i otoskopija, no nisu
nadeni znakovi zahvacenosti gornjih di$nih putova.
Rendgenogram srca i pluca bio je bez osobitosti, kao i
ultrazvuk abdomena, EKG, ultrazvuk srca te oftalmo-
loski pregled. Ponovljena analiza morfologije eritrocita
u urinu pokazala je 13, 21 i 18% dismorfnih eritrocita
u uzorcima uzetima 3 dana zaredom. Citoloska analiza
sedimenta urina bila je negativna na zlo¢udne stanice i
bakterije. Kulture krvi i urina bile su negativne pa se
zapocelo s primjenom prednizolona u dozi od 1 mg/kg.
Provedena je biopsija bubrega kojom je potvrdena
dijagnoza brzoprogresivnoga pauciimunoga glomeru-
lonefritisa.

Usto, rezultati testova protutijela na HBV i HCV, kao
i testa QuantiFeron-TB Gold bili su negativni. Protuti-
jela na EBV i CMV upozorila su na prethodni kontakt
s tim virusima. MSCT paranazalnih sinusa bio je ure-
dan. Testovi plu¢ne funkcije (spirometrija i DLCo) bili
su normalni. Imunofiksacijska elektroforeza pokazala
je dvije oligoklonske vrpce (IgG tipa kapa). Provedena
je aspiracija kostane srzi i nalaz je bio uredan.

Postavljena je dijagnoza c-ANCA vaskulitisa i zapo-
ceto lijecenje indukcijskom terapijom koja se sastojala
od glukokortikoida u postupno sve nizoj dozi i
ciklofosfamida (15 mg/kg svaka dva tjedna za vrijeme
prva tri ciklusa, a zatim primjena svaka tri tjedna tije-
kom 6 mjeseci). Nakon toga pocetnog lijecenja simpto-
mi su se brzo poboljsali, a artritis, vrucica i purpura
potpuno su se povukli. Bolesnici se poboljsao apetit i
dobila je na tjelesnoj tezini. Laboratorijski rezultati bili
su ovi: CRP 10 mg/L (referentni raspon: < 5), sedimen-
tacija eritrocita 25 mm/3,6 ks (raspon: 4 — 24), hemo-
globin 130 g/L (raspon: 119 - 157), bez eritrociturije ili
proteinurije. Protutijela c-ANCA ostala su pozitivna
(440; pozitivan nalaz: > 25). Budu¢i da je postignuta
remisija, nastavljeno je s njezinim odrzavanjem pri-
mjenom azatioprina. Tijekom lije¢enja i kasnijih kon-
trolnih pregleda bolesnica nije imala znakova i simp-
toma zahvacenosti pluca. Zbog neobi¢ne prezentacije
bolesti ponovljen je otorinolaringoloski pregled, no
nisu nadeni znakovi bolesti u gornjim di$nim putovi-
ma. Pocetno nije obavljen MSCT torakalnih organa
zbog tehnickih razloga, ali tijekom kontrolnih pregle-
da naposljetku je uc¢injen HRCT pluca koji nije poka-
zao nikakvih znakova intersticijskih plu¢nih promjena
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mediastinal lymphadenopathy, no effusions or consoli-
dates, and no infiltrates on the lung parenchyma.

DISCUSSION

Our patient had an unusual presentation of c(ANCA
vasculitis, which was successfully treated. cANCA an-
tibodies are characteristic for GPA, although their role
in the immunopathology of the disease is still unclear
because a high titer is possible although remission has
been achieved (12-14). cANCA antibodies are highly
specific for GPA, with high sensitivity, especially in the
systemic form of the disease (2, 3). This is why EMA
suggests that the diagnosis of GPA can be based on
cANCA positivity and established clinical features of
the disease (7). The most common presentation of
GPA includes airway involvement (10), and there are
few case reports of patients with cANCA vasculitis
without known airway involvement (15-18).

Such cases are described as a partial or atypical form
of Wegener’s disease. In 1985, Hensen et al. reported a
case of a 30-year-old patient with an angiocentric
granulomatous change on her lip and rapidly progres-
sive crescentic glomerulonephritis (15). The patient
also had skin changes on her legs that were proven to
be discoid lupus by a biopsy. The diagnosis of atypical
Wegener’s disease was made. Kawikaza et al. reported a
68-year-old woman with arthralgia, ophthalmologic
manifestations, chronic renal failure due to RPGN, and
highly positive cANCA-positive antibodies, who had
no airway involvement (16).

Our patient had biopsy-proven crescentic, pauci-
immune glomerulonephritis, with highly positive
cANCA antibodies. Although the term renal limited
vasculitis is known, in most cases these are forms of
pANCA-positive renal-limited vasculitis (17). In a ret-
rospective, epidemiologic survey, Fujimoto tried to es-
tablish the incidence of ANCA-positive RLV (18).
Findings showed that among the RLV patients there
were no cCANCA- positive ones, and 91% of them were
pANCA-positive.

Our patient, apart from the renal involvement, had
arthritis and typical skin changes with prominent con-
stitutional symptoms (fever, weight loss). As she had
no airway involvement, she did not meet the ACR cri-
teria (7) necessary for a diagnosis of GPA. However,
due to cANCA positivity, which is a hallmark of GPA,
especially at high titers as found in our case, accompa-
nied by pauci-immune glomerulonephritis as well as
joint and skin involvement, the diagnosis of atypical
GPA was clear.

These atypical forms of the disease are very rare in
clinical practice and there are only a few literature re-
ports. That is why Rovensky introduced the term sine
syndromes, which represents atypical forms of inflam-
matory rheumatic diseases, the courses of which are
often severe (19). Sine syndromes do not meet the
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ni hilarnu ili medijastinalnu limfadenopatiju ni izljev
ili konsolidaciju ili infiltrate plu¢nog parenhima.

RASPRAVA

Nasa je bolesnica imala neobi¢nu prezentaciju
c-ANCA vaskulitisa koji je uspjesno lije¢en. Protutijela
c-ANCA karakteristi¢na su za GPA, iako njihova uloga
u imunopatologiji ove bolesti jo$ nije razjasnjena, jer
mogu biti prisutna i u visokom titru unato¢ postignu-
toj remisiji (12 - 14). Ta su protutijela visokospecifi¢na
za GPA te imaju visoku osjetljivost, osobito pri sistem-
skim oblicima bolesti (2, 3). Zbog toga je EMA predlo-
zila da se dijagnoza GPA temelji na pozitivnom nalazu
protutijela c-ANCA i prisutnim klinickim znakovi-
ma bolesti (7). Najces¢i klinicki oblik GPA zahvaca
di$ne putove (10), no opisano je i nekoliko bolesnika s
c-ANCA vaskulitisom bez poznate zahvacenosti dis-
nih putova (15 - 18).

Takvi su slucajevi opisani kao djelomi¢ni ili atipi¢ni
oblik Wegenerove granulomatoze. Hansen i suradnici
opisali su 1985. godine 30-godisnju bolesnicu s angio-
centricnom granulomatoznom promjenom na usni i
brzoprogresivnim glomerulonefritisom s polumjeseci-
ma (15). Bolesnica je imala kozne promjene i na noga-
ma za koje se na biopsiji pokazalo da su diskoidni
lupus. Postavljena je dijagnoza Wegenerove bolesti.
Kakizawa i suradnici opisali su 68-godi$nju zenu s
artralgijom, oftalmoloskim manifestacijama, kronic-
nim zatajenjem bubrega zbog brzoprogresivnoga glo-
merulonefritisa te s visokopozitivnhim protutijelima
c-ANCA u koje su disni putovi bili postedeni (16) .

Nasa je bolesnica imala biopsijom potvrden pau-
ciimuni glomerulonefritis s polumjesecima i visokopo-
zitivna protutijela c-ANCA. Iako je poznat izraz vasku-
litis ogranic¢en na bubrege, najcesce je rije¢ o oblicima
pANCA-pozitivhog vaskulitisa ograni¢enoga na bu-
brege (17). U retrospektivnom epidemioloskom ispi-
tivanju Fujimoto pokusSao je ustanoviti incidenciju
ANCA-pozitivnog vaskulitisa ograni¢enoga na bubre-
ge (18). Rezultati su pokazali da medu tim bolesnicima
nije bilo onih s pozitivnim protutijelima c-ANCA i da
je njih 91% bilo p-ANCA-pozitivno.

U nase su bolesnice, osim zahvacenosti bubrega, bili
prisutni artritis i tipicne kozne promjene s izrazitim
konstitucijskim simptomima (vrucica, gubitak tjelesne
tezine). Buduéi da disni putovi nisu bili zahvaceni,
prema ACR-u (7), nije zadovoljavala kriterije potrebne
za dijagnozu GPA. Medutim, zbog pozitivnih protu-
tijela c-ANCA koja su tipi¢na za GPA, osobito ako su
prisutna u visokom titru kao kod nase bolesnice, u
kombinaciji s pauciimunim glomerulonefritisom te
zahvaceno$cu koze i zglobova, bilo je jasno da je rije¢ o
atipi¢cnom GPA.

Ti atipi¢ni oblici bolesti vrlo su rijetki u klinickoj
praksi i u literaturi je opisano svega nekoliko slucajeva.
Zato je Rovensky uveo izraz sindromi sine $to obuhva-
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standard criteria used to assist in the classification of
patients with rheumatological disorders.

CONCLUSION

In this paper we presented a patient with an atypical
presentation of GPA, with renal, joint, and skin in-
volvement. At the time of the initial symptoms and
throughout the clinical course of the disease, the pa-
tient had no signs and symptoms of airway involve-
ment. This was also confirmed by diagnostic proce-
dures. These atypical forms of the disease are impor-
tant for consideration, due to the timely establishment
of a proper diagnosis and initiation of optimal treat-
ment. This is why in rheumatology, sine syndromes are
a reminder to clinicians that unusual presentations of
inflammatory rheumatic diseases are always possible
and should be considered.
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ZAKLJUCAK
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