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Rezumat

In patogenia sclerodermiei sunt implicate anomalii
vasculare, alterarea scleroticd a pielii si modificari
autoimune.

IL-17 este o citokind produsd de limfocitele Th 17 cu
puternic rol proinflamator dar si cu actiune asupra
fibroblastelor.

In studiul nostru am investigat prin tehnici
imunoenzimatice, valorile serice ale IL-17 la un lot de 24 de
pacienti dintre care 6 pacienti cu sclerozd sistemicd limitata
la piele (SSLP) si 18 pacienti cu morfee. De asemenea au fost
investigate valorile serice ale citokinelor IL-2, TNF, IL-4, IL-
10 ca si ANA, anticorpii anti centromer si anti
topoizomerazd.

Rezultatele au ardtat valori crescute ale IL-17 in toate
cazurile de sclerodermie limitatd la piele si in 9 cazuri de
motfee.

Cresterea wvalorilor serice ale IL-17 s-a ficut in
contextul cresterii valorilor celorlalte cirokine investigate.

Rezultatele obtinute sugereazd rolul IL-17 in
patogenia sclerodermiei dar si in posibilul dezechilibru al
activitatii limfocitelor Th17.

Cuvinte cheie: sclerodermie sistemicd limitatd la
piele, morfee, interleukina 17.
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Summary

Scleroderma  pathogenesis  involves — vascular
abnormalities, sclerotic alteration of skin and autoimmune
changes.

IL-17 is a cytokine produced by lymphocytes Th 17
with strong pro inflammatory role but also with action on
fibroblasts.

In our study we investigated, by enzyme
immunoassay, serum levels of IL-17 in a batch of 24
patients, 6 patients with limited cutaneous systemic
sclerosis (LCSS) and 18 patients with morphea. Also
investigated were the values of serum cytokines IL-2, TNF,
IL-4, IL-10, the anti centromer antibodies and anti-
topoizomerase antibodies.

The results showed elevated 1L-17 levels in all cases of
limited cutaneous systemic sclerosis, and in 9 cases of
morphea.

Increased serum values of IL-17 were obtained in the
context of other investigated cytokines growth.

Key words: limited cutaneous systemic sclerosis,
morphea, interleukine 17.
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Cele mai multe definitii ale sclerodermiei
sistemice au ca element central alterarea
scleroticd a pielii si a organelor interne (tractul
digestiv, pulmonar, inima).

Asociate acestui aspect, sunt alterdrile
vasculare si anomaliile celulare si umorale ale
sistemului imun.

Astfel, in patogenia sclerodermiei sistemice
sunt implicate trei tipuri de celule a caror
activitate este perturbatd realizand in ansamblu
mecanismele patogene ale sclerodermiei [1].

Celulele endoteliale par a fi primele care sunt
afectate realizdnd o vasculopatie functionald si
structurald. S-au evidentiat la microscopie
opticd/ electronicd numeroase alterdri ale
endoteliului vascular (edem interstitial, alterari
ale membranelor, balonizari ale celulelor
endoteliale). S-au evidentiat si anticorpi anti
celule endoteliale (prezente In 22-86%) din
pacientii cu sclerodermie care contribuie la
alterarea vasculard, cresc expresia moleculelor de
adeziune pe celulele endoteliale, recruteaza
limfocitele T si B si macrofagele. De asemenea
s-au evidentiat anticorpi antireceptori PDGF ca si
anticorpi anti fibrilina [2,3,4].

Triggerul pentru afectarea vasculard pare sa
fie citomegalovirusul, parvovirusul B-19 si in mai
micd masurda, Borelia burgdorferi prin reactii
incrucisate Intre proteinele virale si proteinele de
pe suprafata celulelor endoteliale.

In leziunile de sclerodermie s-a pus in
evidentd un infiltrat de tip inflamator cronic in
care predomind limfocitele T (CD4+) dar sunt
prezente si macrofagele, limfocitele B si
monocitele [5].

Urmarindu-se subpopulatiile de limfocite T,
Th1 si Th2 in sclerodermie dar si in alte afectiuni
s-a evidentiat un dezechilibru intre limfocitele
Th1 (producdtoare de citokine IFNy, IL-2, TNFa,
GM-CSE, 1L-23, IL-12) si Th2 producdtoare de IL-
4, TL-5, IL-10, IL-13 in sensul ca limfocitele Th2
producitoare de citokine cu caracter proiflamator
sunt in exces [6].

In afard de aceste subpopulatii “clasice” ale
limfocitelor T care prezintd perturbari in diferite
afectiuni inclusiv sclerodermie s-au semnalat
perturbari si ale altor subpopulatii de limfocite T
cum ar fi limfocitele T  reglatoare
CD4+CD25+Foxp3+ si ale limfocitelor CD17.
Limfocitele CD4+CD25+Foxp3+ apartin
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Most definitions of systemic sclerosis have as
their central element, sclerotic alteration of skin
and of the internal organs (digestive tract, lung,
heart).

Associated with this aspect are vascular
alterations and cellular and humoral deficiencies
of the immune system.

Thus, in the pathogenesis of systemic
sclerosis are involved three types of cells whose
activity is disturbed while achieving overall
mechanisms of sclerosis’ pathogeny [1].

Endothelial cells seem to be affected first,
achieving a functional and structural vasculo-
pathy. There were revealed at the optical/
electronic microscopy numerous vascular
endothelial alterations (interstitial edema,
membranes alterations, endothelial cells
vacuolization). Anti endothelial cells antibodies
were highlighted (antibodies present in 22-86%)
of patients with systemic sclerosis which
contribute to vascular alteration, increase the
expression of adhesion molecules on endothelial
cells, and T and B lymphocytes and macrophages
recruitment. There were also revealed anti PDGF
receptor antibodies as anti fibrilline antibodies
[2,3,4].

The trigger for vascular impairment appears
to be Cytomegalovirus, Parvovirus B-19 and to a
lesser extent, Borelia burgdorferi through cross
reactions between viral proteins and proteins on
the surface of endothelial cells.

In systemic sclerosis, lesions present a chronic
inflammatory infiltrate type with T cells (CD4 +)
prevalence, but also with macrophages, B
lymphocytes and monocyte presence [5].

Considering the subpopulations of T
lymphocytes, Th1l and Th2 in scleroderma and
other diseases it was emphasized the imbalance
between Thl lymphocytes (producing cytokines
IFNy, TNFa, IL-2, GM-CSE, IL-12, IL-23) and Th2
lymphocytes producing IL-4, IL-5, IL-10, IL-13 in
that Th2 cytokine producing cells with pro
inflammatory role are in excess [6].

Apart from these ,conventional” subpop-
ulations of T lymphocytes that presents different
conditions including disturbance in scleroderma,
there were reported disturbances in other
subpopulations of T lymphocytes such as T cells
CD4 + CD25 + Foxp3 + regulatory lymphocytes
(Treg) and CD17.




limfocitelor CD4+, prezintda markerul CD25 si
factorul de transcriptie Foxp3+. Aceste limfocite
reprezintd 5-10% din limfocitele T putand fi
derivate din timus sau limfocitele T naive din
sange. Au capacitatea de a produce citokinele IL-
10, TGEB, granzime FLG2, perofrine.

Au capacitatea de a inhiba raspunsul imun
prin supresia limfocitelor T efectoare, celulelor
dendritice, descresterea costimuldrii sau prin
prezenta mecanismelor de competitie pentru
factori de crestere [8,9,10].

Limfocitele CD17 reprezintd un subset de
limfocite T helper care se dezvolta din celulele T
naive precursoare sub actiunea mai multor
citokine in principal TGFB 1. Diferentierea
limfocitelor T naive in limfocite CD17 (Th17) este
inhibatd de IL-2 si IL-23 produse de celulele
dendritice.

Se considerd ca T reglatoare au o actiune
opusa limfocitelor Th17, iar autoimunitatea se
dezvolta cand limfocitele CD4+se diferentiazad in
special in Th17 si putin in T reglator [10].

Principala citokind produsd de limfocitele
Th17 o reprezinta interleukina 17. Este de fapt o
familie de citokine IL-17A, B, C, D, E , F cu
structuri identice In proportie de 80% [11]. IL-17
are numeroase functii: este un puternic factor
proinflamator (recruteaza si actioneaza ca factor
de supraveghere, participa la rdspunsul imun
Th2 , poate regla expresia colagenului alfa 1 in
fibroblaste [12,13].

IL-17 are rol in apdrarea imund dar
exacerbarea functiei duce la autoimunitate. S-a
evidentiat rolul IL-17 in boli autoimune
inflamatorii In RA, sclerozda multipld, boli
inflamatorii digestive, astm si psoriazis. Expresia
IL-17 in artritd indusd experimental la soarece
este asociatd cu progresia bolii in timp ce absenta
sau blocarea reduce progresia bolii [14].

Cunoscand faptul cd in sclerodermie exista
modificdri importante autoimune ca si modificari
ale productiei de colagen am investigat prezenta
IL-17 serice la pacientii cu aceste afectiuni.

Pacienti si investigatii

Au fost investigati 24 de pacienti (8 B si 16 F)
cu varste cuprinse Intre 17 si 62 de ani, cu
diagnosticul de sclerodermie. Dintre acesti
pacienti, 18 pacienti au prezentat diagnosticul de
morfee, respectiv 8 cazuri de morfee in plici,
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The lymphocytes Treg belong to CD25
marker and transcription factor Foxp3 +. These
lymphocytes represent 5-10% of T cells can be
derived from thymus or naive T cells in the
blood. Have the ability to produce the cytokines
IL-10, TGEB, granzime FLG2, perforine.

They have the ability to inhibit the immune
response through suppression of lymphocyte
effectors cells, dendritic cells, and decrease of co
stimulation or through the presence of
mechanisms of competition for growth factors [8,
9, 10].

CD17 lymphocytes are a subset of T helper
lymphocytes that develop from precursor naive T
cells under the action of several cytokines mainly
TGEFB 1. Differentiation of naive T lymphocytes in
the CD17 (Th17) cells is inhibited by IL-2 and IL-
23 produced by dendritic cells.

It is considered that T reg lymphocytes have
an opposite action regulating lymphocyte Th17
and autoimmunity develops when the CD4 +
lymphocytes in particular differentiates into Th17
and little into T reg lymphocytes [10].

The main cytokine produced by Th17 cells is
interleukin 17. It is actually a family of cytokines
IL-17A, B, C, D, E, F with identical structures in
80% [11].

IL-17 has several functions: it is a powerful
pro inflammatory factor (recruits and acts as a
surveillance factor, participates in the Th2
immune response, can regulate the expression of
collagen alpha 1 in fibroblasts) [12, 13].

IL-17 plays a role in immune defense, but
exacerbating of its function leads to
autoimmunity. The role of IL-17 was highlighted
in inflammatory autoimmune diseases, in RA,
multiple sclerosis, inflammatory digestive
diseases, asthma and psoriasis. The expression of
IL-17 in the experimental mice induced arthritis
is associated with progression of the disease
while the absence or blocking, reduces the
progression of the disease [14].

Knowing that there are important autoimmune
changes in scleroderma as changes in collagen
production, we have investigated the presence of
IL-17 in serum of patients with these diseases.

Patients and investigations

We have investigated 24 patients (8 M and 16
F) ages between 17 and 62-year-old with the
diagnosis of scleroderma. Of these patients, 18
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leziune unicd, morfee liniard 2 cazuri, morfee
gutatd 2 cazuri si un numadr de 6 pacienti au
prezentat diagnosticul de morfee generalizata.
Un numdr de 6 pacienti au fost diagnosticati cu
scleroza sistemica limitatd la piele (SSLP) cu
leziuni localizate la nivelul degetelor, fetei,
gatului, trunchiului. in niciunul dintre cazuri nu
s-au evidentiat leziuni ale organelor interne.
Toate cazurile au prezentat un debut de sub 4-5
ani.

In toate cazurile diagnosticul s-a stabilit prin
criterii clinice si examen histopatologic.

Investigatiile imunologice de rutina au
cuprins: evidentierea prin intermediul imuno-
fluorescentei indirecte, pe celule HEp2, prezenta
anticorpilor antinucleari (ANA), a anticorpilor
anticentromer si a anticorpilor anti topoizo-
meraza-I (Scl-70).

In sangele periferic s-a evidentiat prin
metoda ELISA: IL-17A (valori normale: 5 pg/ml),
TNF a (valori normale: 15 pg/ml), IL-4(valori
normale: 31 pg/ml) si IL-10 (valori normale 2-24
pg/ml).

Investigatiile s-au efectuat in puseu in
absenta tratamentelor sistemice.

Rezultate

Rezultatele evidentiazad o crestere a valorilor
serice ale IL-17 in 15 cazuri (62%) In medie cu
aproximativ o treime din valorile normale.
Cresterea valorilor IL-17 a fost prezentd la toti
pacientii cu SSLP respectiv la toti cei 6 pacienti si
la 4 pacienti din 6 care prezentau morfee
generalizata. In celelalte tipuri de morfee (cu
leziune unic4, liniard, gutatd( numai 5 pacienti din
12 au prezentat valori crecute ale IL-17) (Tabel 1).

Citokinele asociate Th1 respectiv IL-2 si TNF
au prezentat urmatoarele valori serice : IL-2 a
prezentat valori crescute in toate cazurile de
SSLP, in 4 cazuri de morfee generalizatd si in 5
cazuri de morfee localizata.

Citokinele asociate Th2 respectiv IL-4 si IL-10
au prezentat urmatoarele rezultate: IL-4 a
prezentat valori serice crescute in toate cele 6
cazuri de SSLP, in 4 cazuri de morfee generalizata
si in 3 de morfee localizata.

Investigatiile imunologice efectuate prin
imunofluorescenta indirecta au evidentiat
prezenta ANA in toate cazurile de SSLP, in 4
cazuri de morfee generalizata si In 5 cazuri de
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patients have presented the diagnosis of
morphea, respectively 8 cases of plaque morphea
, single lesion, linear morphea, 2 cases, and 2
cases of guttate morphea. A number of 6 patients
presented disseminated morphea diagnosis
(generalized) and 6 patients were diagnosed with
limited cutaneous systemic sclerosis (LCSS) with
damage localized to the fingers, face, neck, and
trunk. None of the cases presented internal
organs involvement. All cases have produced a
debut less than 4-5 years.

In all cases the diagnosis was based on
clinical and histopathological criteria.

Routine immunological investigations have
included: Hep2 cells indirect immunofluores-
cence, the presence of antinuclear antibodies
(ANA), anticentromer antibodies and antibodies
anti-topoisomerase-I (Scl - 70). In peripheral
blood there were determined by ELISA method:
IL-17A (normal value; 5 pg-ml), TNF a (normal
15 pg/ml), IL-4 (normal value: 31 pg/ml) and IL-
10 (normal value: 2- 24 pg/ ml).

The investigations were carried out in attack,
in the absence of systemic treatments.

Results

Results highlight an increase in serum of IL -
17 levels in 15 cases (62%), by about one-third of
the normal values. Increased values of IL-17 were
present in all patients with LCSS respectively all
6 patients, and 4 of 6 patients with generalized
morphea. In other types of single lesion disease
(linear morphea, guttate morphea) only 5 of the
12 patients showed increased values of IL-17
(table 1).

Thl-associated cytokines such IL-2 and TNF
showed the following values: serum IL-2 levels
were elevated in all cases of LCSS, in 4 cases of
generalized morphea and 5 cases of localized
morphea.

Cytokines associated with Th2, respectively
IL-4 and IL-10 showed the following results: IL-4
elevated serum values were determined in all 6
cases of LCSS, in 4 cases of generalized morphea.
Immunological investigations  performed
through indirect immunofluorescence emphasize
the presence of ANA in all cases of LCSS, in 4
cases of generalized morphea, and in 5 cases of
localized morphea. Centromer antibodies were
present in 4 cases with LCSS, in 2 cases of
disseminated morphea and in 3 cases of localized
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Nr. Sex Varsta Forma IL-2 TNF IL-4 IL-10 IL-17 ANA Ac. Anti Scl-70
caz clinicad <5pg/ml |< 15 pg/ml|< 31 pg/ml| 2-24pg/ml | 20-31pg/ml centromer
1 M 44 Morfee N N N N N A A A
in placi
2 M 52 Morfee N N N N N A A A
in placi
3 M 55 Morfee N N N N N A A A
in placi
4 F 46 Morfee N 17 N 26 38 A A P
in placi
5 F 51 Morfee N N N N P A A
in placi
6 M 61 Morfee N 16 38 33 P A P
in placi
7 F 52 Morfee N N N A P A
in placi
8 F 53 Morfee N N N A A A
in placi
9 F 24 Morfee 7 20 35 28 37 P P A
liniard
10 F 17 Morfee 8 17 38 29 39 P P P
liniard
11 F 59 Morfee 7 16 N 37 A A A
gutatd
12 F 57 Morfee N N N N P A A
gutatd
13 F 49 Morfee 12 20 36 30 36 P P P
generalizats)
14 M 55 Morfee al 12 24 38 28 38 P P P
generalizata
15 F 51 Morfee al 17 17 32 N A A A
generalizatd
16 F 52 Morfee a] N N N 29 A A A
generalizata
17 F 59 Morfee a] 18 17 N N 39 P A A
generalizata
18 F 48 Morfee a| N N 32 30 42 P A A
generalizata
19 M 50 SS.L.P 24 26 36 36 39 P P P
20 M 61 SS.L.P 22 30 38 30 47 P P A
21 F 62 SS.L.P 18 27 33 33 47 P A A
22 F 41 SS.L.P 23 19 40 37 39 P P P
23 F 43 SS.L.P 18 23 39 40 42 P A A
24 M 51 SS.L.P 18 24 44 41 45 P P P

morfee localizatd. Anticorpii anti centromer au
fost prezenti In 4 cazuri cu SSLP in 2 cazuri de
morfee diseminatd si in 3 cazuri de morfee
localizatd. Anticorpii anti Scl-70 au fost prezenti
in 3 cazuri de SSLP, in 2 cazuri de morfee
generalizatd si 3 cazuri de morfee localizati.

Discutii si concluzii

In studiul nostru am investigat atat pacientii
cu sclerodermie sistemicd limitatad la piele cat si
pacientii cu sclerodermie localizatd (morfee). Desi

morphea. Anti Scl-70 antibodies were present in
three cases of LCSS, in 2 cases of generalized
morphea and 3 cases of localized morphea.

Discussion and conclusions

In our study we have investigated both
limited cutaneous systemic sclerosis patients and
patients with localized systemic sclerosis
(morphea). Although there are numerous
opinions that these diseases are considered
different diseases, pathogenic mechanisms are
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Nr. Sex Age Clinical IL-2 TNF IL-4 IL-10 IL-17 ANA Centromer | Scl-70

form <5pg/ml |[< 15 pg/ml|< 31 pg/ml| 2-24pg/ml | 20-31pg/ml Ab. Ab

1 M 44 Plaque N N N N N A A A
morphea

2 M 52 Plaque N N N N N A A A
morphea

3 M 55 Plaque N N N N N A A A
morphea

4 F 46 Plaque N 17 N 26 38 A A P
morphea

5 F 51 Plaque N N N N P A A
morphea

6 M 61 Plaque N 16 38 33 P A P
morphea

7 F 52 Plaque N N N A P A
morphea

8 F 53 Plaque N N N A A A
morphea

9 F 24 Linear 7 20 35 28 37 P P A
morphea

10 F 17 Linear 8 17 38 29 39 P P P
morphea

11 F 59 Guttate 7 16 N 37 A A A
morphea

12 F 57 Guttate N N N N P A A
morphea

13 F 49 Generalized| 12 20 36 30 36 P P P
morphea

14 M 55 Generalized| 12 24 38 28 38 P P P
morphea

15 F 51 Generalized| 17 17 32 N A A A
morphea

16 F 52 Generalized] N N N 29 A A A
morphea

17 F 59 Generalized| 18 17 N N 39 P A A
morphea

18 F 48 Generalized] N N 32 30 42 P A A
morphea

19 M 50 SS.L.P 24 26 36 36 39 P P P

20 M 61 SS.L.P 22 30 38 30 47 P P A

21 F 62 SS.L.P 18 27 33 33 47 P A A

22 F 41 SS.L.P 23 19 40 37 39 P P P

23 F 43 SS.L.P 18 23 39 40 42 P A A

24 M 51 SS.L.P 18 24 44 41 45 P P P

existd numeroase opinii care considera ca aceste
afectiuni sunt afectiuni diferite, mecanismele
patogene sunt extrem de aseméanatoare, fapt care
a dus la asocierea lor in acest studiu.

Investigarea IL-17 s-a fdcut in asociere cu o
serie de citokine, fie produse de limfocitele Th2
respectiv IL-4, IL-10 sau produse de limfocitele
Th1, respectiv IL-2, interleukina 4 fiind o citokina
cunoscutd pentru cresterea productiei de colagen
in fibroblastele pacientilor cu sclerodermie
sistemica [3,13].

extremely similar, fact that has led to their
association in this study:.

Investigation of IL-17 was done in association
with a number of cytokines, Th2 cell derived
cytokines, such as IL-4, IL-10 or Thl derived
cytokines as IL-2, interleukin 4 being a cytokine
known for increasing the production of collagen
in the fibroblasts of patients with LCSS [3.13].

Several studies carried out in recent years;
support the idea that IL-17A has elevated levels
in peripheral blood of LCSS patients.
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Mai multe studii efectuate in ultimii ani
sustin ideea cad IL-17A prezintd valori crescute in
sangele periferic in sclerodermia sistemica.

Astfel Murata si colaboratorii evidentiaza
valori crescute ale IL-17A la pacientii cu scleroza
sistemicd, dar invers corelate cu severitatea
sclerozei pielii [15]. De asemenea Nakashima si
colaboratorii evidentiaza valori serice crescute ale
IL-17A si nu ale IL-17F [13]. Un alt studiu efectuat
de Kurasawa si colaboratorii evidentiaza valori
crescute ale IL-17 in ser dar care sunt corelate cu
stadiile incipiente ale bolii [16]. Existd si opinii,
Grourh si colaboratorii, care considera ca in
sclerodermia sistemica nivelul seric al IL-17
scade [17].

In  sclerodermia localizatdi Danczak-
Pazdrowska si colaboratorii evidentiaza valori
crescute ale IL-17A la pacientii cu morfee fata de
martori, dar cu morfee liniard sau generalizata
[18]. In studiul nostru in cele 6 cazuri de sclerozi
sistemicd limitata la piele, IL-17 a prezentat valori
crescute In sangele periferic in toate cazurile,
comparativ cu lotul martor. De asemenea IL-4, IL-
10, IL-2 si TNFa au fost crescute in toate cazurile.
Anticorpii antinucleari au fost prezenti in titruri
mari in toate cazurile.

In cazul sclerodermiei localizate, IL-17 a
prezentat valori crescute in 9 din 18 cazuri, cele
mai multe cazuri cu valori crescute fiind intalnite
la pacientii cu morfee generalizatd si cele mai
putine fiind intalnite la pacientii cu leziune unics,
respectiv 1 caz.

Celelalte citokine investigate in sangele
periferic IL-2, IL-4, IL-10 si TNF a au prezentat
valori crescute In aproximativ 1/3 sau 1/2 din
cazurile investigate, cu sclerodermie localizata.

Nu s-au putut stabili corelatii intre valorile
crescute ale IL-17 si valorile crescute ale celorlalte
citokine investigate in sangele periferic si nici
intre valorile IL-17 si prezenta sau absenta ANA ,
a anticorpilor anti centromer si anticorpilor
antitopoizomerazd. Rezultatele obtinute eviden-
tiaza cresterea valorilor IL-17 in sangele periferic
in toate cazurile de sclerodermie. $i in aproxi-
mativ jumaétate din cazurile de morfee. Cresterea
valorilor IL-17 nu este singulara ci este facutd in
contextul cresterii valorilor celorlalte citokine
investigate. Nu se poate stabili o corelatie directa
intre cresterea IL-17 si cresterea valorilor
celorlalte citokine sau cu prezenta modificarilor
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So Murata and collaborators reveals elevated
IL-17A in patients with systemic sclerosis, but
inversely correlated with the severity of skin
sclerosis [15]. Nakashima and collaborators also
highlights the increased serum levels of IL-17A
and not of IL-17F level [13]. Another study by
Kurasawa and collaborators reveals elevated IL-
17 in serum but which are related to the early
stages of the disease [16]. There are also other
opinions like Grourh and collaborators, who
considers that in LCSS the serum level of IL-17
decreases [17].

In localized scleroderma, Danczak-
Pazdrowska and collaborators reveals elevated
IL-17Ain patients with morphea against controls,
but with linear or generalized morphea [18]. In
our study in 6 cases of LCSS, IL-17 showed
elevated levels in peripheral blood in all cases,
compared with the control group. Also IL-4, IL-
10, IL-2 and TNFa were raised in all cases.
Antinuclear antibodies were present in high titers
in all cases.

In the case of localized form of scleroderma,
IL-17 showed elevated levels in 9 of the 18 cases,
most cases in patients with generalized morphea
and the fewest being encountered in patients
with single lesion, i.e. 1 case.

The other investigated cytokines, in the
peripheral blood, IL-2, IL-4, IL-10 and TNF-a
were elevated in about 1/3 or t of investigated
cases of localized scleroderma.

There were no established correlation
between elevated levels of IL-17 and elevated
levels of cytokines in peripheral blood
investigated or between values of IL-17 and the
presence or absence of antibodies, anti
topoisomerase-I antibodies and centromer
antibodies. The results highlight the increased
values of IL-17 in the peripheral blood in all cases
of scleroderma, and in about half of cases of
morphea. Increasing values of IL-17 is not
singular but is made in the context of the growth
of other cytokines investigated. There cannot be
establishing a direct correlation between the
increase in IL-17 and the rise of other cytokines or
with the presence of immunological changes
investigated (ANA, Anti centromer Ab., Anti
topoisomerase-I Ab.)

The results suggest, by the increased cytokine
production, an imbalance in the Th1/Th2
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imunologice investigate (ANA, Ac. anti
centromer, Ac. anti topoizomeraza).
Rezultatele obtinute sugereazd, prin

productia crescutd de citokine, un dezechilibru in
functionalitatea limfocitelor Th1/Th2 ca si a
limfocitelor Th17/Treglator. Acest dezechilibru
pare mai evident in sclerodermia sistemica decat
in morfee.

Productia crescutd de IL-17 in sangele
periferic sugereaza totodatd un rol important al
acestei citokine in patogenia sclerodermiei
sistemice dar si a morfeei, in special in formele
evolutive. Cat de important este acest rol
urmeaza sa fie evaluat prin date experimentale,
cele mai importante fiind legate de blocajul cu
anticorpi monoclonali ai IL-17.

In concluzie datele noastre evidentiazi valori
crescute ale IL-17 serice, ca o posibild expresie a
dezechilibrului Th17-Treg.

Cresterea valorilor serice ale IL-17 in
contextul cresterii si altor citokine in special
citokinelor produse de Th2, sugerand totodata si
un dezechilibru Th1-Th2. Importanta cresterii
valorilor serice ale IL-17 in patogenia
sclerodermiei urmand a fi investigata.
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