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Partea generald este o sintezd si o actualizare a celor trei afectiuni alergice principale:
astmul brongic, rinita alergicd, dermatita atopicd. Se trec 1n revistd mecanismele
etiopatogenetice, elementele de diagnostic si testele paraclinice pentru confirmarea
diagnosticului §i monitorizare, cat si elementele de management dupad ultimele ghiduri din
literatura.

Partea de cercetari personale cuprinde mai multe planuri.

Au fost eleborate trei studii epidemiologice despre astm bronsic, rinita alergica, dermatita
atopica la grupe de elevi din Sibiu. Aceste studii ni s-au parut utile, deoarece existd foarte putine
studii epidemiologice in Romania, mai ales la copii $i nici unul in Sibiu.

Capitolul I se refera la prevalenta wheezingului, respectiv a astmului bronsic la copiii de
clasa I-a si a VIII-a din scolile sibiene. De mentionat ca au intrat 1n studiu fofi elevii ce au fost la
scoala in ziua anchetei din toate scolile municipiului, in numar de 945 (lot clasa I-a 1n varsta de
6-7 ani) si respectiv, 715 (lotul din clasa a VIII-a in vartsa de 13-14 ani). Ancheta a constat in
completarea unui chestionar de catre elevi, la nevoie ajutati de parinti, care este un chestionar de
tip ISAAC (Studiu International de astm si alergii la copii) elaborat de Organizatia Internationala
pentru astm bronsic, care a fost tradus din limba engleza in limba romana de un translator
specializat in engleza medicala. Ancheta s-a efectuat in lunile octombrie si noiembrie 2010.
Chestionarul s-a referit la o serie de parametrii: prezenta wheezingului in antecedente, respectiv
in ultimul an, frecventa acestuia, prezenta tulburarilor de somn si vorbire datoritd acestuia,
asocierea wheezingului cu efortul fizic, prezenta tusei nocturne seci si eventual un diagnostic de
astm brongic anterior anchetei.

S-au obtinut urmatoarele rezultate.

La copiii de clasa I-a prezenta wheeezingului a fost de 14,18%, dintre care la 45,52%
wheezingul s-a manifestat in ultimul an. In cele mai multe cazuri (33,58%) atacurile de wheezing
au fost rare (1-3 atacuri/an). Dintre cei cu wheezing, au avut probleme cu somnul din cauza

wheezingului aproximativ un sfert, cei mai multi 18,65% mai putin de 1 datd/sdptamana.



Probleme de vorbire datoritd wheezingului au fost prezente la 10,44%. Dintre cei 134 de copii
care au prezentat wheezing, 22,38% erau cunoscuti cu diagnosticul de astm bronsic in momentul
efectudrii studiului, respectiv raportat la totalul numarului de copii analizati (945), 3,17% au
purtat acest diagnostic. Wheezingul care sa apara la efort fizic a fost la 17,91%. Dintre copiii cu
wheezing 69,40% au prezentat tuse seaca nocturna.

La copiii de clasa a VIII-a 26,57% au prezentat wheezing 1n antecedente, dintre care
39,47% 1in ultimul an. $1i la acest lot atacurile rare (1-3 atacuri/an) au fost caracteristice pentru cei
mai multi (33,15%). Probleme cu somnul datoritd wheezingului au avut aproximativ 15%, dintre
care cei mai multi 1 datd/saptamana (12,1%). Tulburarile de vorbire datoritd wheezingului au
fost prezente la 11,05%. Diagnosticul de astm bronsic anterior chestionarii a fost pus la 20%
dintre cei cu wheezing, respectiv 5,31% din totalul copiilor acestui lot chestionat. Dintre cei cu
wheezing, 46,84% au prezentat acesta la, sau dupa efectuare de efort fizic. Procentajul acelora
care au prezentat tuse seacd nocturna a fost de 83,68%. Aceste date sunt in concordantd cu datele
din literatura, inclusiv pentru cele decelate in Europa de Est, respectiv cu singurul studiu din
Romania efectuat la Cluj-Napoca. Cele doud grupe de varsta (6-7 ani, 13-14 ani) au fost alese
dupa recomandarile expertilor care au elaborat chestionare ISAAC. Se observa ca la copiii de
clasa a VIII-a, wheezingul a fost mai frecvent (26,57%) fata de cei din clasa I-a (14,8%). De
asemenea se remarca prevalenta astmului diagnosticat, mai mare la grupul de copii din clasa a
VIlI-a (5,31%) fata de grupul de copii mici (3,1%). Un alt parametru urmarit a fost wheezingul
datorat efortului fizic, care la copiii mari a fost mai frecvent (46,84%) fata de 18% la copiii mici.
Frecventa tusei nocturne seci, independent de guturai sau alte cauze infectioase, a fost mai mare
la lotul de copii mari (83,68%) fatd de 69,4% la copiii de clasa I-a.

Capitolul II se referd la prevalenta rinitei alergice la copiii de clasa a VIII-a din
municipiul Sibiu. A fost chestionat acelasi numar de 715 elevi din toate scolile municipiului, cu
un chestionar tot ISAAC pentru rinita alergica, in aceleasi conditii ca si la lotul cu astm bronsic.

S-au obtinut urmdtoarele rezultate. Dintre copiii chestionati 28,81% au avut simptome
specifice de rinita alergica, dintre care 25,03% in ultimul an. Dintre cei cu manifestari de rinita
alergica, 7,27% au prezentat si simptome de conjunctivita alergica. Calitatea vietii a fost afectata
la 17,2% dintre copii, la cei mai multi insd putin. Dintre copiii chestionati, diagnosticul de rinita
alergica era cunoscut in momentul studiului la doar 5,73% ( de patru ori mai multe fete decat
baieti). Prevalenta rinitei alergice descrise de noi este In concordanta cu datele din literatura.

Capitolul III se refera la prevalenta dermatitei atopice la copiii de clasa a VIII-a din
Sibiu. S-a folosit acelasi lot de pacienti de 13-14 ani, adicd toti copiii de clasa a VIII-a din toate
cele 16 scoli ale municipiului Sibiu. Chestionarul folosit a fost tot de tip ISAAC pentru dermatita

atopica, designul studiului fiind acelasi ca si la celelalte loturi.



S-au obtinut urmatoarele rezultate.

Din numarul total de copii studiati, 6,39% au prezentat manifestdri de dermatitd atopica,
mult mai frecvent la fete (61,53%) fata de 38,46% la bdieti. Pruritul a fost prezent in ultimele 12
luni la 42,3%. La 15,38% afectarea cutanatd a avut localizare tipicd de dermatita atopica. La
19,23% aceasta afectare cutanatd a disparut complet in ultimele 12 luni. Cei mai multi copii au
avut tulburari de somn din cauza afectdrii cutanate, 32 din 42. 5,9% au avut diagnostic de
dermatita atopica stabilit iIn momentul studiului.

Urmatorul capitol constituie un alt plan al lucrarii, si anume, determinarea
comportamentului unor citokine in bolile alergice. Pentru aceasta s-au ales doua interleukine,
interleukina 11 si interleukina 17 si leptina.

Se stie ca tesutul adipos, prin intermediul adipokinelor secretate la acest nivel, are si o
serie de functii metabolice i endocrine. Leptina este una dintre cele mai importante adipokine cu
rol bine cunoscut proinflamator. S-a observat de asemenea cd rezistenta la leptind este mai
exprimatd la bolnavii cu obezitate si astm bronsic. Existd de asemenea un studiu care a ardtat ca
nivele crescute de leptind se asociaza cu cresterea severitdtii astmului. De aceea ni s-a parut
interesant de a verifica aceste observatii, cit si corelarea cu celelalte boli alergice analizate.
Raspunsul imun adaptativ efector, prin LTh CD4+ este foarte heterogen, prin diferitele citokine
sintetizate. Una dintre ele este si interleukina 17 (IL-17) cu efect puternic proinflamator prin
inducerea eliberdrii de chemokine proinflamatorii, cat si cu efect autoimun. Tinand cont de
componenta inflamatorie esentiala 1n patogeneza astmului, am considerat util studiul
comportamentului acestei interleukine in bolile alergice studiate.

Interleukina 11 (IL-11) descoperita mai recent, este eliberatd de diferite celule, inclusiv
de cele epiteliale bronsgice ca raspuns la diferiti stimuli (citokine, leucotriene, etc.). Rolul IL-11 a
fost pana in prezent doar sugerat de un singur studiu, observadu-se o crestere a nivelului seric de
IL-11 cu severitatea astmului, incat am studiat si comportamentul acestei interleukine.

In acest scop am analizat patru loturi de pacienti: lotul 1 cu 31 de pacienti cu rinitd
alergica, lotul 2 cu 15 pacienti cu astm bronsic intrinsec, lotul 3 cu 22 pacienti cu astm bronsic ce
au asociat si rinita alergica si lotul 4 cu 20 de pacienti martori, studenti sau angajati ai Facultatii
de Medicind Sibiu. Pacientii studiati au fost toti internati in Compartimentul de Alergologie al
Clinicii Medicala I din Spitalul Clinic Judetean de Urgenta Sibiu sau consultati in Ambulatoriul
de specialitate din cadrul aceluiasi spital.

Am analizat structurile acestor loturi, urmarind stadiul afectiunilor, repartizati pe sexe si
grupe de varsta, anotimpul in care s-au ndscut subiectii, numarul de frati, antecedente
heredocolaterale, indicele de masa corporald, mediul de provenienta (urban sau rural), alergenii

implicati, respectiv asocierea cu conjunctivita alergicad si polipii nazali. Pentru prelucrarea



statistica a datelor s-a utilizat programul statistic SPSS versiunea 10, iar un p mai mic de 0,05 a
fost considerat semnificativ din punct de vedere statistic.

Analizand structura lotului 1 cu pacienti cu rinitd alergica, s-a observat ca cele mai multe
cazuri au fost de rinitd alergici persistentd moderat/severa (70,96%). In ceea ce priveste
repartitia Tn functie de sex, cele mai multe rinite alergice au fost diagnosticate la pacinti de sex
masculin (17 din 31), ceea ce nu concordd cu datele din literatura. Cei mai multi pacienti au facut
parte din grupele de varstd 21-30, 31-40, cate 32,2%. Structura lotului s-a analizat si in functie de
anotimpul in care s-au ndscut subiectii, deoarece exista observatii dupa care cei care s-au nascut
primavara sau vara sunt mai predispusi la diferite alergii, insa la lotul nostru nu au fost
evidentiate diferente semnificative statistic.

Structura lotului s-a analizat si n functie de fumat, stiindu-se cd fumatul activ sau pasiv
au efect nefavorabil atit asupra rinitei alergice cadt si asupra astmului bronsic. Proportia
fumatorilor din lotul nostru a fost mic, 12,9%, incat nu s-au putut face corelatii. Pacientii au fost
analizati din privinta antecedentelor heredocolaterale alergice, in lotul nostru doar 1/3 prezentand
astfel de antecedente. Lotul a fost analizat apoi 1n functie de numarul de frati. S-a observat ca in
familiile cu mai multi copii, fratii mai mici fac infectii respiratorii intercurente mai frecvent
decat cei care sunt singuri la parinti, ceea ce se pare ci are un efect protector antialergic. In lotul
nostru 67,7% dintre pacienti au avut si alti frati, doar 33,3% fiind singuri la parinti. La cei 67,7%
intradevar s-a descris o prevalentd semnificativ mai mica a rinitei alergice fatd de cei singuri la
parinti. 64,5% au fost normoponderali, 32,3% supraponderali si doar 3,2% cu obezitate de grad
2. In ceea ce priveste mediul de provenientd, toti pacientii acestui lot au provenit din mediul
urban. In ceea ce priveste asocierea cu conjunctivita alergici, mai mult de jumitate dintre
pacientii lotului au prezentat acestd asociere (54,8%). S-a analizat lotul de pacienti si In functie
de numarul de alergeni implicati, 21 au prezentat teste cutanate prick pozitive doar la un alergen,
restul de 10 pacienti fiind polisensibilizati. Analizind natura alergenilor, s-a observat cd
aproximativ jumatate dintre pacientii investigati au prezentat sensibilizare cutanatd la acarieni si
2/3 din pacienti au prezentat alergie la polenul de graminee si cereale (77,4%). Alergie la
animalele de casa au prezentat doar 6,55% la epitelii de pisica si doar 3,2% la epitelii de caine.
S-a analizat si calitatea vietii la acesti pacienti folosind un chestionar standardizat, la care peste
jumatate din pacientii studiati (54,8%) au prezentat un scor al simptomelor de peste 13 puncte.

In cazul lotului al doilea am efectuat analiza structurii acestuia la pacientii cu astm
bronsic intrinsec. in ceea ce priveste corelatia cu stadiul bolii, pacientii au fost aproximativ egali
repartizati in cele patru stadii de severitate. Si repartitia pe sexe a fost aproximativ egala. In ceea
ce priveste mediul de provenientda, 80% au fost din mediul urban. Dupa criteriul varsta, cei mai

multi au avut peste 40 de ani (60%). In privinta anotimpului in care s-au niscut subiectii, acestia



au fost repartizati aproximativ egal. Corelat cu fumatul, 93,3% au fost nefumatori. Analizand
prezenta antecedentelor heredocolaterale, doar o treime au prezentat astfel de antecedente.
Corelat cu coexistenta obezitatii, 26,7% au fost supraponderali, 40% cu obezitate grad 1, 6,7%
cu obezitate grad II si III, dar nu s-au putut face corelatii semnificative cu stadiile bolii.
Analizand lotul in functie de numarul de frati, 80% au avut frati, dar nu s-a putut face nici o
corelatie cu aparitia astmului. O mica parte, 6,7%, au prezentat asociat polipoza nazala.

In cazul lotului al treilea am efectuat analiza structurii acestuia la pacientii cu astm
bronsic ce au avut asociatd rinita alergicd. Repartitia pe sexe a fost aproximativ egala. Dupa
gradul de varsta este interesant de remarcat ca cei mai multi pacienti au fost sub 10 ani, 21-30
cate 27,27%, si respectiv peste 40 de ani (22,72%). Dupa anotimpul 1n care s-au ndscut, repartitia
a fost aproximativ egala. In ceea ce priveste fumatul, toti pacientii analizati au fost nefumatori,
chiar daca unii dintre ei au fumat in trecut. Antecedente heredocolaterale pozitive au prezentat
31,81%. Cei mai multi pacienti au avut mai multi frati (68,18%). Numarul fratilor a evidentiat o
corelatie semnificativa ntre cei singuri la pdrinti si o prevalentd mai mare a astmului bronsic
intrinsec in toate formele acestuia. Cei mai multi au fost normoponderali (59,09%). In privinta
mediului de provenienta, un singur pacient a provenit din mediul rural. 40,90% dintre pacientii
cu astm bronsic si rinitd alergici au prezentat si conjunctivita alergica. In privinta numarului de
alergeni implicati, 45,45% au prezentat teste cutanate prick pozitive doar la un alergen, cei mai
multi fiind cu polisensibilizare.

Am analizat corelatiile intre nivelele serice ale leptinei si structura loturilor analizate.
Determinarea sericd a leptinei s-a realizat cu un kit ELISA prin metoda sandwich. Facand
corelatii intre nivelele serice ale leptinei si stadiul bolii, se observa o medie a leptinei mai mica
pentru cei cu rinitd alergicad intermitentd moderat-severa fata de cei cu rinita alergicd persistenta
usoard. In cazul pacientilor cu astm bronsic si rinitd alergica asociatd, la cei cu astm bronsic
intermitent, leptina a fost mai mica fata de cei cu astm brongic persistent moderat. S-a observat o
crestere a valorilor leptinei o data cu cresterea severitatii astmului bronsic, ceea ce corespunde cu
putinele date din literatura. Aceeasi corelatie pozitivd s-a descris si in rinita alergica, nivelele
leptinei crescand o dati cu cresterea severitatii bolii. In ceea ce priveste corelatia nivelelor serice
ale leptinei cu anotimpul in care s-au ndscut subiectii, se observa o diferenta neta Intre cei ndscuti
primdvara-vara in lotul de astm bronsic intrinsec si respectiv lotul de astm brongic si rinitd
alergica. Corelat cu varsta, valorile crescute ale leptinei s-au observat mai ales la cei cu varsta
peste 40 de ani, atat in lotul de astm bronsic cat si in lotul de astmatici ce au asociat rinita
alergica. Valori crescute ale leptinei s-au descris si la pacientii astmatici §i cu obezitate,
comparativ cu cei normo sau supraponderali. Corelat cu mediul de provenienta s-au descris

nivele mai mari ale leptinei la bolnavii proveniti din mediul rural. De asemenea s-au descris



nivele crescute ale leptinei la pacientii astmatici fumatori. Corelat cu sexul pacientilor, nivelele
serice ale leptinei au fost semnificativ crescute la femeile cu rinitd alergica fatd de barbatii
aceluiasi lot. De asemenea s-au descris valori crescute la femeile din lotul cu astm bronsic ce au
asociat rinitd alergica. Nu s-au putut face corelatii Intre nivelele leptinei si antecedentele
heredocolaterale ale pacientilor.

Am studiat comportamentul interleukinei 17 la cele patru loturi de pacienti analizati,
efectuandu-se corelatii cu diferitele structuri ale acestora. Determinarea concentratiei serice a
interleukinei 17 s-a realizat tot cu kit ELISA tip sandwich. In privinta stadiului de severitate s-a
descris o crestere a nivelelor serice o datd cu cresterea severitatii astmului, tot o corelatie
pozitiva fiind descrisa intre nivelele interleukinei 17 si severitatea rinitei alergice. In ceea ce
priveste anotimpul in care s-au niscut subiectii, nu s-au putut face corelatii. In ceea ce priveste
corelatia cu varsta, s-a observat in lotul cu astm bronsic o corelatie semnificativa statistic Intre
nivelul interleukinei 17 cu atat mai mare cu cat varsta a fost mai micad. Corelat cu obezitatea
coexistenta, s-au observat valori mai mari ale interleukinei 17 la pacientii astmatici si obezi, dar
fard semnificatie statisticd. Nici cu mediul de provenienta nu s-au putut face corelatii
semnificative, ca de altfel nici cu prezenta fumatului. In ceea ce priveste sexul pacientilor, s-au
observat valori net crescute la femei in lotul cu astm si rinita alergica. Corelat cu antecedentele
heredocolaterale, s-au evidentiat valori crescute ale interleukinei 17 la toti pacientii cu
antecedente heredocolaterale pozitive din toate loturile de pacienti, iar la pacientii din lotul cu
rinitd alergica aceasta crestere a fost semnificativa statistic.

Capitolul IV cuprinde de asemenea implicatiile interleukinei 11 in bolile alergice
analizate din aceleasi loturi de pacienti. Determinarea interleukinei 11 s-a facut tot cu kit ELISA
prin metoda sandwich. Corelat cu stadiul bolii, nivelele interleukinei 11 cresc o datd cu cresterea
severitatii astmului bronsic, ca si in cazul rinitei alergice. In privinta anotimpului in care s-au
ndscut subiectii, nu s-au putut face corelatii. Cu diferitele grupe de varstd nu s-au putut face
corelatii. S-au descris valori crescute ale interleukinei 11 la cei cu astm bronsic si obezitate,
respectiv la cei cu rinitd alergica cu obezitate, insa fara semnificatie statisticd. Nu s-au putut face
corelatii nici cu mediul de provenientd, nici cu prezenta fumatului. $i repartitia pe sexe a
nivelurilor serice a interleukinei 11 a fost aproximativ egala. Nici cu antecedentele
heredocolaterale nu s-au putut face corelatii semnificative statistic.

Ulterior am efectuat corelatii intre cele trei citokine studiate. In esentd acestea se pot
rezuma in toate cele trei loturi de astm, rinitd, respectiv astm cu rinitd alergicd la corelatii
negative intre leptind si cele doud intreleukine. Adicd, o crestere a valorii leptinei duce la
scaderea valorilor interleukinei 11 si interleukinei 17 in toate loturile de pacienti.

Capitolul V cuprinde concluziile generale ale tezei, urmat de bibliografie.
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PREVALENCE OF ATOPY IN SCHOOL CHILDREN FROM SIBIU.
SERUM CHANGES OF LEPTIN, INTERLEUKINS 11 AND 17 IN ALLERGIC
DISEASES

Corina Porr

The general part is a summary and an update of the three main allergic diseases: asthma,
allergic rhinitis and atopic dermatitis. It reviews the etiopathogenetic mechanisms, diagnosis and
laboratory findings to confirm diagnosis and monitoring, as well as management elements
according to the latest guidelines from the literature.

The personal research part covers several chapters.

Three epidemiological studies on asthma, allergic rhinitis and atopic dermatitis in groups
of school children in Sibiu were developed. We consider these studies useful, because there are
very few epidemiological studies in Romania, especially in children, and none in Sibiu.

Chapter I refers to the prevalence of wheezing, asthma in all children from school years I
to VIII of the schools in Sibiu: 945 of age group 6-7 years and 715 of age group 13-14 years. The
investigation consisted of a questionnaire by the school children, maybe with help of the parents,
which is an ISAAC type questionnaire, developed by the International Organization for Asthma,
translated from English into Romanian by a translator specialized in Medical English. The
investigation was conducted in October and November 2010. The questionnaire referred to a
number of parameters: the presence of wheezing history, its frequency in the last year, the
presence of sleep and speech disorders caused by wheezing, its association with exercise,
nocturnal dry cough.

The following results were obtained at children of school year I:

The presence of wheezing was 14.18%, of which 45.52% was observed in the last year.
In most cases (33.58%) wheezing attacks were rare (1-3 attacks / year). Those with sleeping
troubles caused by wheezing were around a quarter, most of them (18.65%) less than 1 time /
week. Speech problems due to wheezing were present in 10.44%. Of the 134 children who
experienced wheezing, 22.38% were known with the diagnosis of asthma at the time of the
study, respectively compared to the total number of examined children (945) 3.17% held this
diagnosis. Wheezing occurring with exercise was found in 17.91%. Among children with
wheezing, 69.40% had dry cough at night.

From the children of school year VIII, 26.57% had a history of wheezing, of which
39.47% last year. Rare attacks (1-3 attacks / year) were typical for most (33.15%). About 15%



had sleeping troubles because of the wheezing, mostly 1 time / week (12.1%). Speech disorders
due to wheezing were present in 11.05%. The diagnosis of asthma before the survey was made in
20% of those with wheezing, respectively 5.31% of this group of children surveyed. Of those
with wheezing, 46.84% had it during or after physical exercise. The percentage of those who
experienced nocturnal dry cough was 83.68%. These data are in concordance with the literature,
including that from Eastern Europe, and the only one study conducted in Romania, in Cluj-
Napoca. The two age groups (6-7 years, 13-14 years) were chosen after recommendations of the
experts who developed the ISAAC questionnaires. It is noted that in the eighth grade children,
wheezing was more frequent (26.57%) than in those in the first grade (14.8%). Also to be noted
was the prevalence of diagnosed asthma, higher in children of the eighth grade (5.31%) than in
the group of young children (3.1%). Another parameter followed was wheezing due to physical
exercises, which in the older children was more frequent (46.84%), compared to 18% in young
children. The frequency of nocturnal dry cough, cold or other causes independent of infection,
was higher in the group of older children (83.68%), compared to 69.4% in children of grade I.

Chapter II refers to the prevalence of allergic rhinitis in children of school year VIII in
Sibiu. The same number of 715 school children from all schools of the city was studied, with an
ISAAC questionnaire for allergic rhinitis in the same conditions as in the group with asthma.

The following results were obtained: 28.81% of the children surveyed had symptoms of
allergic rhinitis, of which 25.03% last year. Of those with manifestations of allergic rhinitis,
7.27% had also symptoms of allergic conjunctivitis. Quality of life was affected in 17.2% of
children, in most only a little. Of the children surveyed, diagnosis of allergic rhinitis was known
at only 5.73% (four times more girls than boys). The prevalence of allergic rhinitis described by
us is in concordance with literature data.

Chapter III concerns the prevalence of atopic dermatitis in children of school year VIII. It
was studied the same group of patients of 13-14 years, that means all eighth grade children from
all 16 schools of the city of Sibiu. The questionnaire used for atopic dermatitis was also of
ISAAC type, the study design was the same as for the other groups.

The following results were obtained:

Of all children studied, 6.39% had symptoms of atopic dermatitis, more common in girls
(61.53%), compared to 38.46% in boys. Itching was present in the last 12 months at 42.3%. The
skin was in 15.38% affected by typical atopic dermatitis localization. At 19.23% this skin
damage completely disappeared in the last 12 months. Most children had sleeping troubles
because of skin damage, 32 of 42. 5.9% had a diagnosis of atopic dermatitis determined at the

time of the study.



The next chapter is another level of the paper, namely determining the behaviour of
different cytokines in allergic diseases. For this we choose two interleukins, interleukin-11 and
interleukin-17 and leptin.

It is known that adipose tissue by secreting adipokines at this level has a series of
metabolic and endocrine functions. Leptin is one of the most important pro-inflammatory
adipokines. It is also noted that resistance to leptin is expressed in patients with obesity and
asthma. There is also a study which showed that high levels of leptin are associated with
increased asthma severity. Therefore it seemed interesting to verify these observations and to
analyze the correlation with other allergic diseases. Effector adaptive immune response by CD4
+ LTH is very heterogeneous, with different cytokines synthesized. One of them is interleukin 17
(IL 17) with potent pro-inflammatory effect by inducing proinflammatory chemokines release
and autoimmune effect. Given the inflammatory component of asthma pathogenesis, we
considered useful to study the behaviour of this interleukin in allergic diseases.

Interleukin 11 (IL-11), recently discovered, is released from various cells, including
bronchial epithelial cells as response to different stimuli (cytokines, leukotrienes, etc.). The role
of IL-11 was so far only by one study suggested, it was observed an increase of its serum levels
with asthma severity, so that we studied the behaviour also of this interleukin.

To this end we analyzed four groups of patients: group I of 31 patients with allergic
rhinitis, group II of 15 patients with intrinsic asthma, group III of 22 patients with extrinsic
asthma and associated allergic rhinitis and group IV with 20 controls, students or employees of
the Faculty of Medicine Sibiu. All patients studied were hospitalized in the Department of
Allergology of the 1** Medical Clinic of Sibiu County Clinical Emergency Hospital or consulted
as outpatients in the same hospital.

We analyzed the structures of these groups, following stage of disease, spread by gender
and age groups, seasons in which subjects were born, number of siblings, family history, body
mass index, area of origin (urban or rural), allergens involved, respectively the association with
allergic conjunctivitis and nasal polyps. For statistical processing of data we used SPSS version
10, and a p less than 0.05 was considered statistically significant.

Analyzing the structure of the group of patients with allergic rhinitis was observed that in
most cases persistent allergic rhinitis was moderate / severe (70.96%). Regarding distribution by
gender, most diagnosed allergic rhinitis were in male patients (17 of 31), which is not consistent
with the literature data. Most patients (32.2%) were part of age groups 21-30 and 31-40.
Structure of the group was analyzed according to the season in which subjects were born,
because there are comments after that those who were born in spring or summer are more prone

to different allergies but in our group were not statistically significant differences.



Structure of the group was correlated with smoking, knowing that active or passive
smoking has adverse effect on both allergic rhinitis and asthma. The proportion of smokers in
our group was small, 12.9%, so we could not make correlations. Patients were analyzed in the
allergic family history, in our group only one third presenting such a history. The group was than
analyzed according to the number of brothers. It was noted that in families with more children,
younger siblings there were more frequent intercurrent respiratory infections than in those who
were an only child, which seems to have a protective antiallergic effect. In our group 67.7% of
patients had other siblings, only 33.3% were single at parents. At these 67.7% indeed was
described a significant lower prevalence of allergic rhinitis compared to the singles. 64.5% had
normal weight, 32.3% overweight and only 3.2% grade 2 obesity. Regarding the area of origin,
all patients of this group came from urban areas. Regarding the association with allergic
conjunctivitis, more than half of the patients showed this combination (54.8%). In this group of
patients the number of allergens involved was analyzed, 21 had positive prick skin tests only to
an allergen, the remaining 10 patients were poly sensitized. Analyzing the nature of allergens, it
was observed that about half of the patients investigated showed skin sensitization to mites and
two thirds of patients had allergies to grass pollen and cereals (77.4%). Allergy to pets had only
6.55% to cat epithelia and only 3.2% to dog epithelia. We also investigated the quality of life in
these patients using a standardized questionnaire, of which more than half of patients studied
(54.8%) had a symptom score over 13 points.

In the second group we analyzed its structure in patients with intrinsic asthma. Regarding
the correlation with disease stage, patients were divided into four approximately equal stages of
severity. The gender distribution was approximately equal. Regarding the area of origin, 80%
were from urban areas. After age criterion, most were over 40 years (60%). After the season in
which subjects were born, they were divided equally. Correlated with smoking, 93.3% were non-
smokers. Analyzing the presence of family history, only a third had such a history. Correlated
with the coexistence of obesity, 26.7% were overweight, 40% with grade 1 obesity, 6.7% with
grade II and III obesity, but we could not make significant correlations with disease stages.
Analyzing the number of brothers, 80% had siblings, but we could not make any correlation with
asthma. A small part (6.7%) had associated nasal polyps.

In the third group we analyzed its structure in patients with extrinsic asthma, associated
with allergic rhinitis. Gender distribution was approximately equal. After age level is interesting
to note that most patients were under 10 years, (27.27%), and more than 40 years (22.72%).
According to the season in which they were born, the distribution was approximately equal.
Regarding smoking, all patients analyzed were non-smoking, even if some of them had smoked

in the past. Positive family history was found in 31.81%. Most patients had several siblings



(68.18%). Number of brothers showed a significant correlation between the only child and a
higher prevalence of asthma in all its forms. Most were normal weight (59.09%). Referring to
the environment of origin, only one patient came from rural areas. 40.90% of patients with
asthma and allergic rhinitis had also allergic conjunctivitis associated. Referring to the number of
allergens involved, 45.45% had positive prick skin tests only to one allergen, most of them with
poly sensitization.

We analyzed correlations between serum levels of leptin and the structure of analyzed
groups. Determination of serum leptin was made by ELISA kit with a sandwich method, using
monoclonal antibodies. Correlating serum levels of leptin and stage of disease, there is a lower
average of leptin for those with moderately / severe intermittent allergic rhinitis than those with
mild persistent allergic rhinitis. In patients with asthma and associated allergic rhinitis with
intermittent asthma, leptin was lower than in those with moderate persistent asthma. It was
observed an increase in leptin values with increasing asthma severity, which corresponds to the
few data in literature. The same positive correlation has been described in allergic rhinitis, leptin
levels increased with increasing disease severity. Regarding the correlation of serum leptin levels
with season in which subjects were born, there is a clear difference between those born in spring
/ summer in both groups of intrinsic asthma and asthma with associated allergic rhinitis.
Correlated with age, elevated serum leptin levels were observed especially in those aged over 40
years, both in the asthma group and the group with asthma and associated allergic rhinitis.
Elevated leptin has been described in patients with asthma and obesity, compared with the
normo- or overweight. Correlated with area of origin we described higher leptin levels in patients
coming from rural areas. Also high levels of leptin have been described in asthmatic smoker
patients. Correlated with gender, serum leptin levels were significantly elevated in women with
allergic rhinitis compared to men of the same group. Also elevated levels were found in women
of the group with asthma and associated allergic rhinitis. No correlation was found between
leptin levels and family history of patients.

We studied the behaviour of interleukin-17 in the four groups of patients analyzed, after
the same study design. Determination of serum interleukin-17 was made by ELISA kit also with
a sandwich method, using monoclonal antibodies. Correlating the stage of severity, we found an
increase in serum levels with increasing severity of asthma, also a positive correlation between
levels of interleukin-17 and severity of allergic rhinitis. With the season in which subjects were
born, no correlation could be done. Regarding the correlation with age was observed in the group
with asthma, a statistically significant correlation between interleukin-17 levels greater with
lower age. Correlated with coexisting obesity, we observed higher values of interleukin-17 in

patients with asthma and obesity, but without statistical significance. No significant correlation



with the area of origin and smoking could be done. Regarding the gender of patients, increased
values were observed in women from the group with asthma and allergic rhinitis. Correlated with
family history, we found elevated levels of interleukin-17 in all patients with positive family
history from all groups of patients, but at patients group with allergic rhinitis this increase was
statistically significant.

Chapter IV also includes the implications of interleukin-11 in allergic diseases analyzed
in the same groups of patients. Determination of interleukin-11 was also made by ELISA kit
with a sandwich method, using also specific monoclonal antibodies. Correlated with stage of
disease, interleukin-11 levels increase with increasing severity of asthma, as also with allergic
rhinitis. With the season in which subjects were born, no correlation could be done. Also with
the different age groups we could not make correlations. There have been described elevated
interleukin-11 levels in patients with asthma and obesity, respectively in patients with allergic
rhinitis and obesity, but without statistical significance. No correlation could be done either with
the area of origin or the presence of smoking. Gender distribution of serum levels of interleukin-
11 was approximately equal. Neither with the family history could not be done statistical
significant correlations.

Subsequently we performed correlations between the three cytokines studied. In essence
they can be summarized in all the three groups of asthma, rhinitis, and asthma with associated
allergic rhinitis that there is a negative correlation between leptin and the two interleukines: an
increase in the leptin levels leads to a decrease ofinterleukin-11 and interleukin-17 in all groups
of patients.

Chapter V contains the general conclusions of the thesis, followed by a bibliography of

317 titles.
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