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Introducere

Dermatita atopica (DA) este o patologie cronica cutanatd, cu debut si manifestari mai frecvent
intalnite la copii, insa afecteaza si adultii. Este o boala inflamatorie complexa, multifactoriald, din ce in ce
mai intalnitd, mai ales in tarile industrializate, evolutia este ondulantd, cu remisii si recaderi. Studiile
recente din domeniu aratd ca pielea fara leziuni vizibile, prezinta modificari structurale, si implicit si
necesitd necesitd o evaluare detaliati si tratament tintit. In prezent insi, tratamentul este indreptat in
principal spre zonele cu inflamatie vizibila, iar locurile cu aspect normal din punct de vedere clinic nu sunt
evaluate. In studiul nostru ne propunem si obiectivim aceste modificari utilizind Ultrasonografia cutanati
de 1nalta rezonanta.
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Calitatea vietii pacientilor cu DA este variabila in functie de varsta pacientului si in principal de
gradul de severitate al DA, corelate cu datele paraclinice, fiind mult mai afectata in formele moderate si
severe, decatin formele usoare. in teza de fatd am evaluat prin ecografie cutanatd modificarile structurale
de la nivelul tegumentului aparent sanatos, fara leziuni vizibile, la pacientii cu DA. Am analizat impactul
asupra calitatii vietii pacientilor pediatrici, corelat cu severitatea afectdrii cutanate, cu modificarile
parametrilor biologici si in cele din urma am studiat nivelul cunoasterii acestei patologii, cu prevalenta in
crestere in randul populatiei generale, prin intermediul unor chestionare.

STADIUL ACTUAL AL CUNOASTERII

La pacientii cu DA este descris si un istoric personal sau familial de atopie, care cuprinde un grup de
tulburari alergice cu DA, rinita alergica si astm bronsic. De cele mai multe ori asociata cu un nivel seric
crescut de imunglobulinad E. Mai Multe studii au aratat ca in DA este prezenta coexistenta sensibilizarii la
alergeni de mediu si alimentari, dar se arata ca, desi exista o asociere cu fenotipul DA, aceasta sensibilizare
reprezinta mai mult un factor contributiv. Sistemul imun ITnnascut si cel adaptativ au un rol important in
patogenia DA, fiind intr-o continui dinamica. In cazul leziunilor acute DA, predomina citokinele Th2, avand
o evolutie spre faza cronica, caracterizata de profile ale TH1, TH2 si nivele variabile ale TH17. in faza acuta
sunt prezente IL-4, IL-5 si IL-13, activarea eozinofilelor si a mastocitelor cu producerea de anticorpi IGE-
alergen specific. IL-31 este o citokina Th2, bine reprezentata in leziunile de DA.

Manifestarile clinice esentiale In dermatita atopica sunt reprezentate de prurit si Xxeroza cutanata.
Acestea sunt variabile si difera in functie de stadiile de prezentare ale bolii si de varsta pacientului.

Pentru stabilirea diagnosticului si excluderea unor posibile diagnostice diferentiale sunt folosite
urmatoarele examindri bioumorale: IgE totale, IgE specifice - la pacientii cu DA se constatd ca exista
sensibilizare la multiplii alergeni cum ar fi praful de casa, polenuri, fungi si alimente. Sensibilizarea
detectata prin IgE specifice nu este In concordanta cu manifestarile clinice ale pacientilor.

Pentru determinarea severitatii DA si pentru monitorizarea evolutiei bolii in timpul si dupa
tratament, se folosesc scoruri de severitate , cel mai utilizat in practica fiind indicele SCORAD.

Diagnosticul DA este aproape in exclusivitate bazat pe manifestarile clinice si pe istoricul personal
si familial de boli alergice. Pana in prezent nu exista un tratament care sa cupeze toate simptomele bolii.
Obiectivele tratamentului sunt reducerea numarului, duratei si intensitatii exacerbarilor in DA.

Ultrasonografia de Tnalta frecventd ofera clinicienilor vizualizarea in timp real a leziunilor
tegumentului si efectuarea unor masuratori pentru aspecte morfologice, fiziologice si patologice. Se poate
aprecia structura si proprietatile straturilor tegumentului. O ecogenitate mai scazuta a dermului poate fi
observata in procesele inflamatorii din DA, in aceste conditii putand fi detectata o banda subepidermala cu
o0 ecogenitate scazuta (SLEB).

Masurarea calitatii vietii contribuie la monitorizarea bolii, la stabilirea tratamentului si mai ales la
cuantificarea eficacitatii acestuia. Aceasta masurare a calitatii vietii ar trebui sa priveasca atat evolutia
actuald, evolutia pe termen lung si implicarea familiei.

CONTRIBUTIA PERSONALA

Studiul 1. Potentialul ultrasonografiei de inalta frecventa in abordul

terapeutic al dermatitei atopice

Introducere: Pacientii diagnosticati cu DA prezinti istoric personal sau familial pozitiv pentru reactii
alergice de tip I (rinitd alergica, astm bronsic), corelate cu nivele serice crescute ale imunoglobulinelor E.
Interleukina 31 (IL-31) este o citokina de tipul Th- 2, care joacad un rol important in patogeneza bolilor
alergice. Cresterea nivelului seric al IL-31 a fost observata in diferite boli ale pielii, precum si in alte boli
inflamatorii. Studiile recente releva faptul ca tegumentul cu aspect normal al pacientilor cu dermatita
atopica prezinta histologic inflamatie minim3, cu infiltrat perivascular de limfocite T.



Ipoteza de lucru: Obiectivul studiului de fati este reprezentat de aparitia SLEB-ului in imaginile
ultrasonografice ale tegumentului indemn, ca marca a afectarii subclinice a tegumentului. Deasemenea am
studiat impactul afectarii subclinice a tegumentului concretizat prin SLEB asupra calitatii vietii pacientilor.

Material si metoda : Studiul a inclus 10 participanti, 8 de sex feminim si 2 de sex masculin.
Acestia au participat la studiu ITn mod voluntar, fiind diagnosticati cu dermatita atopica in baza criteriilor
Hanifin Rajka, cu minim o leziune activa la momentul includerii In studiu. Pacientii au fost inclusi in studiu
cu ocazia prezentdrii la un consult de specialitate in cadrul Departamentului de Dermatologie al
Universitatii de Medicind si Farmacie luliu Hatieganu, respectiv in cadrul DEA Clinic Cluj-Napoca, in
perioada Noiembrie 2017-Aprilie 2018. Varsta pacientilor a fost cuprinsa intre 15 si 74 ani.

Studiul a fost conceput pe modelul caz-martor, fiecare participant fiind propriul control, prin
analizarea unei leziuni active de dermatita atopica, respectiv prin analizarea zonei contralaterale leziunii,
indemna clinic. Fiecare pacient a fost evaluat clinic din prisma severitatii, extensiei si impactului psihologic
al patologiei. Au fost colectate date demografice: varsts, sex, inaltime, greutate, comorbiditati, precum si
fototipul Fitzpatrick. Severitatea clinica a patologiei a fost evaluata cu ajutorul SCORAD.

Pentru a cuantifica afectarea calitatii vietii in cazul pacientilor diagnosticati cu DA, am folosit
chestionarul DLQ]I, varianta in limba romana.

Pentru evaluarea statusul bolii alergice am efectuat determinari serologice a nivelelor de IgE totale,
iar prin tehnica ELISA am determinat Interleukina 31, pentru evaluarea inflamatiei si pentru aprecierea
pruritului. Am efectuat ultrasonografii cutanate, cu scopul de a obtine masuratori ale grosimii si
ecogenitatii dermului, respectiv existenta SLEB, atat in cazul leziunilor active de dermatita atopica precum
si in cazul tegumentului indemn clinic. In acest scop, am utilizat dispozitivul DermaLab Combo ®(Cortex
Technology, Hadsund, Denmark).

Rezultate: Valoarea mediani pentru DLQI a fost 8, cu percentila 25 la 4.75 si percentila 75 la
15.75. In ceea ce priveste scorul SCORAD, valoarea medianei a fost 35.05, cu percentila 25 la 24.03 si
percentila 75 la 54.23. Mediana pentru SLEB a fragmentelor clinic indemne analizate a fost 13, cu percentila
251a 0 si percentila 75 la 181. Mediana grosimii tegumentului clinic indemn a fost 875.5um, cu percentila
251a 622um si percentila 75 la 1409 pm. Mediana ecogenitatii non-lezionale a fost de 60.4, cu percentila
25 1la 39.15 si percentila 75 la 68.475. Mediana SLEB-ului lezional a fost 164, cu percetila 25 la 49.5 si
percentila 75 la 279.5. Mediana grosimii tegumentului lezional a fost de 1099.5 pm, cu percentila 25 la
875.5 um si percentila 75 la 1362 pm. Mediana ecogenitatii lezionale a fost 37.95, cu percentilele 25 si 75
la 34.675 respectiv 52.5. In ceea ce priveste tegumentul non-lezional, DLQI a fost corelat cu grosimea
tegumentului (coeficient de corelatie Spearman rho = 0.657, P=0.039) si ecogenitate (coeficient de corelatie
Spearman rho=0.675, P=0.032).

In ceea ce priveste parametri serologici luati in calcul, media valorilor IgE este de 194,4, cu deviatia
standard de 48,75, iar media IL-31 este de 1884,3, cu deviatia standard de 833,68.

Statistica inferentiald efectuata cu privire la parametri lezionali versus nonlezionali ultrasonografici
releva o asociere intre scorul intensitatii lezionale si cel al intensitatii nonlezionale (Coeficient de corelatie
Pearson 0,684, p= 0.029), iar corelatia intre grosimea tegumentului nonlezional si grosimea tegumentului
lezional se apropie de semnificatie statistica ( Coeficient de corelatie Pearson 0.62, p= 0,056).

Reanalizarea parametrilor folosind testul Spearman’s rho releva o corelatie intre scorul intensitatii
nonlezionale si grosimea tegumentului lezional ( coeficient de corelatie 0.721, p=0,019).

Concluzii: Studiul releva utilitatea ultrasonografiei de inalta frecventa in evaluarea modificarilor
tegumentului pacientilor diagnosticati cu dermatita atopica. Banda hipoechoica (SLEB) este frecvent
prezenta la nivelul tegumentului indemn clinic, sugerand afectarea functiei de bariera a tegumentului si o
posibila existenta a leziunilor subclinice de dermatita atopica.



Studiul 2. Conexiunea dintre aspectul clinic al dermatitei atopice

si patologiile induse de gluten

Introducere: Patologiile induse de gluten (boala celiacd, alergia la grau si sensibilitatea non-
celiaca la gluten) au aparut treptat ca fenomen epidemiologic, cu o prevalenta globala de aproximativ 5%,
avand manifestari dermatologice comune cu DA; totodatd, sunt evidentiate posibile cai patogenetice
comune 1n dezvoltarea acestor patologii. Mecanismele patogenetice ale sensibilitatii non-celiace la gluten
nu sunt clar intelese, ipoteza actuala tinzand spre un proces non-alergen, non-autoimun.

Ipoteza de lucru: Obiectivul prezentirii acestor cazuri din acest studiu, este evidentierea
corelatiei dintre dermatita atopica si alte patologii sistemice, cum ar fii patologiile induse de gluten.

Prezentarea cazului: Prezentim cazul unei familii compuse din mama (32 de ani) si cele doui
fiice (6, respectiv 9 ani) diagnosticate cu dermatita atopica. La 12 ani, mama a fost diagnosticata cu boala
celiacd, interventia terapeutica fiind reprezentata de dieta fara gluten si suplimentarea cu vitamine si
minerale. Eliminarea glutenului din alimentatie cu remisia simptomatologiei cutanate.

Primul copil din familie, o fata, a fost diagnosticata cu dermatita atopica la varsta de 2 ani, fara
ameliorare semnificativa sub tratamento cu CST, emoliente si simptomatice. Pacienta a fost testatd in
vederea stabilirii diagnosticului de boala celiaca, cu rezultat negativ (anticorp tisular tTG-IgA negativ,
anticorp endomisial IgA negativ). La varsta de 6 ani, mama a luat decizia de a inlatura glutenul din dieta
pacientei, iar tentativele de a reintroduce glutenul in alimentatia acesteia au dus la exacerbarea puseelor
de dermatita atopica. Diagnosticul final a fost formulat ca dermatita atopica si intoleranta non-celiaca la
gluten.

Al doilea copil din familie, o fata, a fost diagnosticatd cu DA la varsta de 5 luni. Sub tratamento
conventional evolutia leziunilor cutanate a fost nefavorabil3, iar 1a 2 ani pacienta a fost testatd pentru boala
celiacd, cu rezultate negative. Mama a decis din nou excluderea glutenului din alimentatia pacientei, cu
remisia in intregime a manifestarilor cutanate si o Imbunatatire a calitatii vietii. Si In aceasta situatie,
diagnosticul final a fost formulat ca fiind dermatita atopica si intoleranta non-celiaca la gluten.

Concluzii: Cazurile prezentate pledeazi in favoarea unei corelatii intre dermatita atopica si
patologiile induse de gluten, fara ca acestea sa aiba criterii clinice si paraclinice sugestive pentru boala
celiaca.

Studiul 3. Concordanta intre calitatea vietii pacientilor cu dermatita
atopica in functie de forma de severitate a bolii si varsta pacientilor

Introducere : Calitatea vietii este un parametru foarte important pentru starea de sianitate a
pacientului, reprezentand totodata si un indicator important in urmarirea pacientilor. Pentru o apreciere
mai obiectiva a calitatii vietii pacientilor, se utilizeaza chestionare ce evalueaza impactul simptomelor.
Printre acestea amintim aprecierea somnului, a pruritului si a activitatilor zilnice. Exista si metode de
laborator care ne pot ajuta sa apreciem stadiul evolutiei bolii, severitatea, intensitatea pruritului si
implicarea mecanismului alergic. Printre acestea amintim determinarea IgE specifice, IgE totale,
eozinofilele si interleukina 31, care se coreleaza cu pruritul.

Ipoteza de lucru: Rolul cercetarii constd in aprecierea calitdtii vietii pacientilor cu DA.
Aprecierea calitatii vietii se poate face prin urmarirea unor parametri cum sunt pruritul, perturbarea
somnului, perturbarea activitatii de joaca si a activitatilor de colectivitate. S-a urmarit si severitatea bolii
prin evaluarea indexului SCORAD, corelate cu modificarile parametrilor serologici.

Material si metoda: Studiul este unul analitic observational efectuat in clinica Pediatrie 2 in
perioada ianuarie 2018 - iunie 2019. Au fost inclusi in studiu un numar de 64 pacienti cu varste intre 0 si
16 ani, cu leziuni cutanate tipice pentru DA In momentul intrarii In studiu. Au fost folosite chestionare care
cuprindeau intrebari specifice grupelor de varsta care sa vizeze calitatea vietii: IDQOL si CDLQI. Aceste
chestionare cuprind 10 intrebari adaptate in functie de varsta. La grupa de varsta 3 luni-4 ani la chestionar
au raspuns parintii. Chestionarele cuprind intrebari legate de prurit, tulburari de somn, durata somnului,



starea de spirit, intervalele de joac3, activitatile familiale, alimentatia, tratamentul, programul de baie,
pansamentul. Am evaluat forma de severitate a dermatitei atopice utilizdnd indexul SCORAD. Pentru
aprecierea severitatii bolii si a stadiului acesteia, pe langa semnele si simptomele clinice folosite de SCORAD
s-au utilizat si determinari de laborator care sa poata realiza o corelatie intre stadiul bolii si severitatea
acesteia. Aceste determinari serologice sunt reprezentate de IgE specifice, mai ales pentru a demonstra
caracterul alergic al bolii, directie in care sunt determinate si eozinofilele si IgE totale. Pentru apreciera
pruritului, care este o manifestare clinica cardinald in DA, am evaluat nivelele interleukinei 31, determinate
prin tehnica ELISA.

Rezultate: in lotul de studiu au predominat baietii, reprezentand 60,9%, iar fetele au fost prezente
intr-un procent de 39,1%. Cele 3 grupuri de varsta nu difera semnificativ in functie de sex. La grupele 5-9
ani si 10-16 ani raporturile au fost egale. Analizind asocierile cu alte boli am constatat diferente
semnificative statistic. S-au gasit diferente semnificative in ce priveste prezenta bolilor atopice asociate si
severitatea DA. Asocierea bolilor alergice concomitente au fost mai frecvente la copiii din grupele 5-9 ani
si 10-16 ani, comparativ cu copilul de varsta mica. Scorul de severitate, apreciat cu ajutorul indexului
SCORAD, a fost mai mare la grupele de varsta 5-9 ani si 10-16 ani. Cea mai raspandita forma in functie de
severitate a fost forma usoara (54,7%), urmata de forma moderata (35,9%) si de cea severa (9,4%). Forma
severa a fost intalnita cu predilectie la pacientii cu varsta peste 5 ani.

Cele mai mari punctaje ale IDQOL au fost intilnite la prurit, dispozitia copilului si problemele de
tratament. Cele mai mici scoruri au fost legate de tulburdrile de somn si timpul necesar pentru a adormi.

In cadrul copiilor cu varste mai mari, calitatea vietii evaluati prin CDLQI, la ambele grupe de varst,
cele mai mari scoruri au fost in legatura cu problemele din timpul scolii, a vacantelor si a pruritului. Cele
mai mici scoruri la aceste grupe de varsta au fost obtinute la intrebarile legate de somn si tratament.

Cea mai semnificativa corelatie a fost observata intre scorul CDLQI si SCORAD la grupa de varsta 5-
9 ani (0,89) si corelatie moderata la celelalte 2 grupe de varsta (0-4 ani - 0,59 si 10-16 ani - 0,43). S-a gasit,
de asemenea o corelatie moderata intre scorul CDLQI pentru tot intervalul de varsta de 5-16 ani si indexul
SCORAD.

Analizand severitatea cazurilor de DA in functie de varsta, am constatat in studiul nostru ca formele
usoare predomind la varstele mici 0-5ani, formele moderate la grupa de varsta 4-8ani si formele severe
intre 5 si 16 ani. Am mai constatat ca severitatea creste cu varsta, cele mai multe cazuri fiind formele
moderate si severe. Valori crescute ale IgE totale am gasit la formele de severitate moderata si severe,
corelate cu asocierile alergice si cu terenul atopic. S-a mai constatat ca IgE totale si eozinofilele cresc odata
cu severitatea si varsta. Valorile acestora sunt mai crescute la copiii de peste 5 ani si cu forme moderate
sau severe.

In studiul nostru am reusit sa determinam Il 31 la un numar de 29 de pacienti cu forme moderate si
severe. Acestea au fost semnificativ crescute, de peste 2 ori fata de lotul martor la cazurile cu DA in puseu
de activitate. In cazul pacientilor nostri eozinofilele, au valori crescute la varstele mai mari, peste 4 ani in
cazul formelor moderate si severe.

Concluzii: Studiul de fati este primul din Romania care analizeazi in mod complex calitatea vietii
pacientilor cu dermatita atopica. Conform asteptarilor, exista o corelatie Intre calitatea vietii pacientilor si
severitatea patologiei. Determinarea unor parametrii biologici ne-au permis sa facem aprecieri in ceea ce
priveste severitatea bolii, asocierea cu manifestarile alergice si aprecierea calitatii vietii pacientilor. In
studiul nostru a existat o buna concordanta intre cresterea imunoglobulinelor E totale, Eo si IL-31 la copii
de varsta mai mare si cu forme mai severe de manifestare.

Studiul 4. Perceptia si gradul de educare al populatiei generale cu
privire la dermatita atopica

Introducere: Dermatita atopici este deseori o afectiune vizibild, cu manifestiri la nivelul
extremitatilor distale si a zonei faciale: acest aspect duce la un grad de retinere sociala, mai ales in contextul
unei slabe educatii a populatiei generale cu privire la aceasti afectiune. In timp ce afectarea calitatii vietii



prin prisma simptomatologiei este obiectul principal al studiului in ceea ce priveste dermatita atopica,
pentru reducerea stigmei este necesara educarea populatiei cu privire la dermatita atopica.

Ipoteza de lucru: Studiul de fatd are ca scop o primi evaluare a gradului de educatie si
constientizare a dermatitei atopice, in randul populatiei generale a Romaniei.

Material si metoda: Chestionarul este bazat pe cele mai comune preconceptii legate de
dermatita atopica, in urma unui studiu de literatura si a discutiilor cu pacientii. Chestionarele au fost
distribuite fizic, In cadrul DEA Clinic si Spitalului Municipal Turda, precum si prin intermediul platformei
Google Forms. Au fost atasate 3 fotografii reprezentand leziuni specifice de dermatitd atopica. Prin
intermediul chestionarului au fost colectate date demografice, fiind urmate de intrebari legate de
cunoasterea si constientizarea DA

Urmatorul aspect investigat in chestionar a fost stigmatizarea sociald a pacientilor cu leziuni vizibile
de dermatita atopica, cu 5 variante de raspuns: niciodatd, putin probabil, probabil, foarte probabil, nu stiu.

Analiza statistica descriptiva a fost efectuata cu ajutorul Microsoft Excel, iar analiza statistica
inferentiald a fost realizata cu ajutorul MedCalc Statistical Software version 18.2.1 (MedCalc Software bvba,
Ostend, Belgium).

Rezultate: In urma centralizirii chestionarelor completate, am obtinut un numar de 153
chestionare completate in format fizic si 276 chestionare completate prin intermediul platformei Google
Forms. In lotul nostru de respondenti majoritatea aveau varsta cuprinsa intre 25-34 de ani, apoi cei cu
varste intre 18-24 de ani, urmati de cei intre 35-49 de ani, majoritatea dintre acestia au fost femei, cu mediul
de provenientd preponderent in zona urbana. Acestia activau majoritatea in invatamant, desfasurau
activitate in mediu legal-economic, sau medical. Dintre acestia peste jumatate au avut studii superioare
absolvite. Cei mai multi dintre respondenti (86,68%) au auzit de dermatita atopica. Un procent de 23,59%
dintre acestia au fost diagnosticati cu dermatita atopica. Medicul dermatolog a pus cele mai multe
diagnostice (78,21%), urmat fiind de catre medicul de familie, totodata un procent de 12,87% au fost
diagnosticati de medici din alte specialitati. La intrebarea referitoare la cunoasterea unei persoane afectate
de dermatita atopica 63,78% dintre respondenti au raspuns afirmativ.

Sentimentele traite de catre respondenti la vederea leziunilor caracteristice dermatitei atopice, sunt
la majoritatea acceptare, mila sau indiferenta.

O mica parte dintre respondenti (6,7%) considera ca dermatita atopica este o boala contagioasa, sau
un semn al igienei personale precare (2,80%). Multi dintre acestia cred ca exista tratament curativ, complet
pentru dermatita atopica (48,83%) iar cativa (29,67%) au afirmat ca pacientii suferinzi de dermatita
atopica au un risc mai mare de a dezvolta cancer de piele. Expunerea la soare este considerat de putini ca
fiind un factor declansator pentru dermatita atopica (15,18%), iar 46,96% cred ca este o boala ereditara.
Majoritatea respondentilor (79,9%) considera ca DA este corelata cu prezenta alergiilor.

In ceea ce priveste socializarea, eei mai multi sunt dispusi sa dea mana cu o persoana cu leziuni de
DA, sau chiar sa ia masa impreund, sau chiar sa sarute pe obraz o persoana cu DA. LA intrebarile ce
evalueaza relatiile intime si cele de prietenie, rezultatele sunt contradictorii, 0 mare parte ezita sa dea un
raspuns clar afirmativ, despre relatiile sexuale, insa majoritatea sunt deschisi la relatii de prietenie.

In ceea ce priveste disponibilitatea pe piata muncii, posibilitatea de a angaja o persoani cu leziuni
vizibile de dermatita atopica pentru un serviciu ce implica un contact fizic, o buna parte din respondenti
sunt deschisi la aceasta varianta.

Respondentii din grupele de varsta superioare au o probabilitate mai mare de a cunoaste persoane
diagnosticate cu dermatita atopica. Grupele intermediare de varsta tind sa considere ca dermatita atopica
are un caracter ereditar. In timp ce persoanele mai tinere sunt mai deschise sa accepte servicii de tipul
masaj, coafor, manichiura din partea persoanelor cu dermatita atopica. Respondentii cu un grad superior
de educatie tind sa fie mai bine informati cu privire la lipsa de contagiozitate a dermatitei atopice.

Concluzii: Cu toate ci DA este o patologie des intilnita si cunoscutd, populatia generali este inca
slab informata cu privire la dermatita atopica, aducand cu sine o serie de comportamente stigmatizante.



Concluzii generale

Dermatita atopica reprezinta o problema complexa cu nevoie de abordare globala si individualizata.
Ultrasonografia de fnalta frecventa este utild in evaluarea tegumentului pacientilor cu DA, cu valoare
predictiva, iar coroborat cu scalele de afectare si calitate a vietii, ajutd la conturarea unei imagini complexe
si complete pentru managementul pacientilor diagnosticati cu dermatita atopica. Manifestdrile cutanate ale
tulburarilor asociate glutenului sunt un diagnostic diferential de avut in vedere in cazul unor leziuni
rezistente la terapie.

Impactul pruritului asupra calitatii vietii pacientilor pediatrici, poate afecta dezvoltarea psihologica
a copilului pe termen lung, necesitand consideratie speciala si interventie terapeutica precoce. Severitatea
bolii si afectarea psihoemotionala se coreleaza si cu unii markeri ai inflamatiei si ai alergiei.

Gradul de informare si constientizare a DA este ridicat, cu toate acestea s-au au identificat informatii
eronate cu privire la dermatita atopica, si comportamente stigmatizante in ceea ce priveste pacientii cu DA.

Originalitatea si contributiile inovative ale tezei

Originalitatea tezei se referd la o analiza exhaustiva a DA, oferind o serie de rezultate ce pot servi
ca fundamentul regandirii practicii medicale, a terapiei DA si a elaborarii unor programe de educare si
informare cu privire la aceasta patologie.

Prin intermediul ultrasonografiei cutanate, lucrarea de fata a realizat investigarea complexa a
tegumentului pacientilor cu DA, in corelatie cu severitatea bolii, identificand cu ajutorul ultrasonografiei
markeri de afectare cutanata la nivelul pielii nonlezionale. Recunoasterea afectarii globale cutanate in
cadrul dermatitei atopice poate sta la baza rafinarii tratamentului existent.

Totodatd punem in lumina existenta manifestarilor cutanate in cadrul patologiilor induse de gluten,
ca entitate diferita de boala celiaca.

O premiera a acestei teze o reprezinta evaluarea calitatii vietii pacientilor pediatrici cu DA in
Romania. Se confirma o afectare semnificativa corelata cu modificarile paraclinice.

Prin intermediul ultimului studiu se ofera o prima perspectiva in ceea ce priveste nivelul de
informare a populatiei generale asupra dermatitei atopice.

Fiind o boala cu impact psiho-social, dermatologul are un rol esential prin abordarea patologiei nu
doar organic cat si psihologic, acesta are misiunea nu doar de a indica tratament curativ al leziunilor
cutanate cat si de a oferii sprijin emotional pacientilor sdi. In aceasta directie propunem o abordare
multidisciplinard, prin colaborarea dermatologului, pediatrului, alergologului si a psihologului pentru
managementul personalizat al pacientilor.
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Introduction

Atopic dermatitis (AD) is a chronic skin pathology, with onset and manifestations more common in
children, but also affects adults. It is a complex, multifactorial inflammatory disease, more and more common,
especially in industrialized countries, it has an undulating evolution, with remissions and relapses. Recent
studies in the field show that the skin without visible lesions, has structural changes, and implicitly requires a
detailed assessment and targeted treatment. Currently, treatment is mainly aimed at areas with visible
inflammation, and clinically normal-looking sites are not being evaluated. In our study we aim to objectify these
changes using high resonance skin ultrasonography. The quality of life of patients with AD is variable
depending on the patient's age and mainly the severity degree of AD, correlated with paraclinical data, being
much more affected in moderate and severe forms, than in mild forms.In the present thesis, we evaluated by
skin ultrasound the structural changes in the apparently healthy skin, without visible lesions, in patients with
AD. We analyzed the impact on the quality of life of pediatric patients, correlated with the severity of skin
damage, and biological parameters and finally we studied through questionnaires the knowledge level of this

pathology, with increasing prevalence, among the general population.



CURRENT STATE OF KNOWLEDGE

A personal or family history of atopy is also described in patients with AD, which includes a group of
allergic disorders with AD, allergic rhinitis and asthma. Most often associated with an elevated serum level of
immunoglobulin E. Several studies have shown that in AD there is coexistence of sensitization to
environmental and food allergens, but it is shown that, although there is an association with the AD phenotype,
this sensitization represents more a contributing factor. The innate and the adaptive immune system have an
important role in the pathogenesis of AD, being in a continuous dynamic. In acute AD lesions, predominate Th2
cytokines, having an evolution towards the chronic phase, characterized by TH1, TH2 profiles and variable
TH17 levels. In the acute phase are present IL-4, IL-5 and IL-13, activation of eosinophils and mast cells with
the production of specific IGE-allergen antibodies. IL-31 is a Th2 cytokine, well represented in AD lesions.

The essential clinical manifestations in atopic dermatitis are pruritus and cutaneous xerosis. These

are variable and differ depending on the stages of the disease and the age of the patient.
The following biohumoral examinations are used to establish the diagnosis and exclude possible differential
diagnoses: Total IgE, specific IgE - in patients with AD it is found that there is sensitization to multiple allergens
such as house dust, pollen, fungi and food. Sensitization detected by specific IgE is not consistent with the
clinical manifestations of patients.

To determine the severity of DA and to monitor the evolution of the disease during and after treatment,
are used severity scores, the most used in practice being the SCORAD index.

The diagnosis of DA is almost exclusively based on clinical manifestations and personal and famillal
history of allergic diseases. To date, there is no cure for all symptoms of the disease. The goals of treatment are
to reduce the number, duration and intensity of exacerbations in AD.

High-frequency ultrasonography provides clinicians with real-time visualization of skin lesions and
measurements for morphological, physiological and pathological aspects. With this tool can be appreciated the
structure and properties of the skin layers. A lower echogenicity of the dermis can be observed in inflammatory
processes in AD, in these conditions a subepidermal band with a low echogenicity (SLEB) can be detected.

Measuring the quality of life helps monitor the disease, the treatment and especially quantify its
effectiveness. This measure of quality of life should address both current development, long-term development
and family involvement.

PERSONAL CONTRIBUTION

Study 1. The potential of high frequency ultrasonography in the

therapeutic approach of atopic dermatitis

Introduction: Patients diagnosed with AD have a positive personal or family history of type I
allergic reactions (allergic rhinitis, asthma), correlated with elevated serum levels of immunoglobulins E.
Interleukin 31 (IL-31) is a Th-2 cytokine, which plays an important role in the pathogenesis of allergic diseases.
Increased serum levels of IL-31 have been observed in various skin diseases as well as in other inflammatory
diseases. Recent studies show that the normal-looking skin of patients with atopic dermatitis has histologically
minimal inflammation, with perivascular T lymphocyte infiltrate.

Working hypothesis: The objective of the present study is the appearance of SLEB in the
ultrasonographic images of the skin without leasions, as a mark of subclinical skin damage. We also studied
the impact of subclinical skin damage through SLEB on patients' quality of life.

Material and method: The study included 10 participants, 8 female and 2 male. They
participated in the study voluntarily, being diagnosed with atopic dermatitis based on the Hanifin Rajka
criteria, with at least one active lesion at the time of inclusion in the study. The patients were included in the
study during the presentation for a specialized consultation within the Department of Dermatology of the
University of Medicine and Pharmacy luliu Hatieganu, respectively within DEA Clinic Cluj-Napoca, between
November 2017-April 2018. The age of the patients was between 15 and 74 years old.

The study was designed on the case-control model, each participant being his own control, by
analyzing an active lesion of atopic dermatitis, respectively by analyzing the area contralateral to the lesion.
Each patient was clinically evaluated in terms of the severity, extent and psychological impact of the pathology.
Demographic data were collected: age, sex, height, weight, comorbidities, as well as the Fitzpatrick phototype.
The clinical severity of the pathology was assessed using SCORAD.

To quantify the impairment of quality of life in patients diagnosed with AD, we used the DLQI
questionnaire, the Romanian version.



To assess the status of the allergic disease, we performed serological determinations of total IgE levels,
and by ELISA we determined Interleukin 31, to assess inflammation and pruritus. We performed skin
ultrasonography, in order to obtain measurements of the thickness and echogenicity of the dermis,
respectively the existence of SLEB, both in the case of active lesions of atopic dermatitis and in the case of
clinically free skin. For this purpose, we used the DermaLab Combo ® device (Cortex Technology, Hadsund,
Denmark).

Results: The median value for DLQI was 8, with the 25th percentile at 4.75 and the 75th percentile
at 15.75. Regarding the SCORAD score, the value of the median was 35.05, with the 25th percentile at 24.03
and the 75th percentile at 54.23. The median for SLEB of the clinically free fragments analyzed was 13, with
the 25th percentile at 0 and the 75th percentile at 181. The median thickness of the clinically free skin was
875.5 um, with the 25th percentile at 622 um and the 75th percentile at 1409 pm. The median non-lesional
echogenicity was 60.4, with the 25th percentile at 39.15 and the 75th percentile at 68,475. The median of the
lesion SLEB was 164, with the percentile 25 at 49.5 and the 75th percentile at 279.5. The median thickness of
the lesional skin was 1099.5 um, with the 25th percentile at 875.5 um and the 75th percentile at 1362 um. The
median echogenicity of the lesion was 37.95, with the 25th and 75th percentiles at 34,675 and 52.5,
respectively. Regarding non-lesional skin, DLQI was correlated with skin thickness (Spearman correlation
coefficient rho = 0.657, P = 0.039) and echogenicity (Spearman rho correlation coefficient = 0.675, P = 0.032).

Regarding the serological parameters taken into account, the average IgE values is 194.4, with the
standard deviation of 48.75, and the average IL-31 is 1884.3, with the standard deviation of 833.68.

Inferential statistics on lesion versus non-lesional ultrasonographic parameters reveal an association
between the lesion intensity score and the non-lesional intensity score (Pearson correlation coefficient 0.684,
p = 0.029), and the correlation between non-lesional skin thickness and lesion skin thickness is close to
statistical significance. (Pearson correlation coefficient 0.62, p = 0.056).

Reanalyzing the parameters using the Spearman’s rho test reveals a correlation between the non-
lesional intensity score and the lesion skin thickness (correlation coefficient 0.721, p = 0.019).

Conclusions: The study reveals the usefulness of high frequency ultrasonography in assessing skin
changes in patients diagnosed with atopic dermatitis. The hypoechoic band (SLEB) is frequently present in the
clinically free skin, suggesting impairment of the skin barrier function and a possible existence of subclinical
lesions of atopic dermatitis.

Study 2. The connection between the clinical appearance of atopic

dermatitis and gluten-induced pathologies

Introduction: Gluten-induced pathologies (celiac disease, wheat allergy and non-celiac gluten
sensitivity) have gradually emerged as an epidemiological phenomenon, with an overall prevalence of
approximately 5%, with common dermatological AD manifestations; at the same time are highlighted, possible
common pathogenetic pathways in the development of these pathologies. The pathogenetic mechanisms of
non-celiac sensitivity to gluten are not clearly understood, the current hypothesis tending towards a non-
allergenic, non-autoimmune process.

Working hypothesis: The objective of presenting these cases in this study is to highlight the correlation
between atopic dermatitis and other systemic pathologies, such as gluten-induced pathologies.

Case presentation: We present the case of a family composed of a mother (32 years old) and two
daughters (6, respectively 9 years old) diagnosed with atopic dermatitis. At the age of 12, the mother was
diagnosed with celiac disease, the therapeutic intervention being represented by the gluten-free diet and the
supplementation with vitamins and minerals. Elimination of gluten from the diet led to remission of skin
symptoms.

The first child in the family, a girl, was diagnosed with atopic dermatitis at the age of 2, without
significant improvement under treatment with CST and moisturizer. The patient was tested to diagnose celiac
disease with a negative result (tissue tTG-IgA antibody negative, [gA endomysial antibody negative). At the age
of 6, the mother decided to remove gluten from the patient's diet, and attempts to reintroduce gluten into her
diet, this led to an exacerbation of atopic dermatitis. The final diagnosis was formulated as atopic dermatitis
and non-celiac gluten intolerance.

The second child in the family, a girl, was diagnosed with DA at the age of 5 months. Under
conventional treatment, the evolution of skin lesions was unfavorable, and at 2 years the patient was tested
for celiac disease, with negative results. The mother again decided to exclude gluten from the patient's diet,
with complete remission of skin manifestations and an improvement in quality of life. And in this situation, the
final diagnosis was formulated as atopic dermatitis and non-celiac gluten intolerance.



Conclusions: The presented cases plead in favor of a correlation between atopic dermatitis and
gluten-induced pathologies, without these having clinical and paraclinical criteria suggestive for celiac disease.

Study 3. Consistency between the quality of life of patients with
atopic dermatitis according to the severity of the disease and the age of

the patients

Introduction: Quality of life is a very important parameter for the patient's health, being also an
important indicator in the patients follow-up. For a more objective assessment of patients' quality of life,
questionnaires are used to assess the impact of symptoms. Among them we mention the appreciation of sleep,
itching and daily activities. There are also laboratory methods that can help us assess the stage of the disease,
the severity, the intensity of the itching and the involvement of the allergic mechanism. These include the
determination of specific IgE, total IgE, eosinophils and interleukin 31, which correlate with pruritus.

Working hypothesis: The role of research is to assess the quality of life of patients with AD. The
assessment of the quality of life can be done by following some parameters such as itching, sleep disturbance,
disturbance of play and community activities. The severity of the disease was also monitored by evaluating the
SCORAD index, correlated with changes in serological parameters.

Material and method: The study is an observational analytical performed in the Pediatrics 2
clinic between January 2018 and June 2019. Were included in our study 64 patients aged 0 to 16 years with
typical skin lesions for AD at the time of entry. We used questionnaires containing age-specific quality of life
questions: IDQOL and CDLQI. These questionnaires contain 10 age-appropriate questions. In the age group 3
months-4 years, the parents answered the questionnaire. The questionnaires include questions related to
pruritus, sleep disorders, sleep duration, mood, play intervals, family activities, nutrition, treatment, bath
schedule, dressing. We evaluated the severity of atopic dermatitis using the SCORAD index. In order to assess
the severity of the disease and its stage, in addition to the clinical signs and symptoms used by SCORAD, were
used laboratory determinations that could make a correlation between the stage of the disease and its severity.
These serological determinations are represented by specific IgE, especially to demonstrate the allergic nature
of the disease, the direction in which eosinophils and total IgE are also determined. To assess pruritus, which
is a cardinal clinical manifestation in DA, we evaluated interleukin 31 levels, determined through ELISA.

Results: In the study group, predominated boys, representing 60.9%, and girls were in a percentage
of 39.1%. The 3 age groups do not differ significantly by sex. In the 5-9 years and 10-16 years groups the ratios
were equal. Analyzing the associations with other diseases we found statistically significant differences.
Significant differences were found in the presence of associated atopic diseases and the severity of DA. The
association of concomitant allergic diseases were more common in children aged 5-9 years and 10-16 years,
compared to the young child. The severity score, assessed using the SCORAD index, was higher in the 5-9 and
10-16 age groups. The most common form according to severity was mild (54.7%), followed by moderate
(35.9%) and severe (9.4%). The severe form has been found with predilection in patients over 5 years of age.

The highest IDQOL scores were found in pruritus, mood swings and treatment problems. The lowest
scores were related to sleep disorders and the time needed to fall asleep.

Among older children, the quality of life assessed by CDLQ], in both age groups, the highest scores
were related to problems during school, holidays and pruritus. The lowest scores in these age groups were
obtained for sleep and treatment questions.

The most significant correlation was observed between the CDLQI score and SCORAD in the age group
5-9 years (0.89) and moderate correlation in the other 2 age groups (0-4 years - 0.59 and 10-16 years - 0, 43).
A moderate correlation was also found between the CDLQI score for the whole age range of 5-16 years and the
SCORAD index.

Analyzing the severity of DA cases according to age, we found in our study that mild forms
predominate at young ages 0-5 years, moderate forms in the age group 4-8 years and severe forms between 5
and 16 years. We also found that the severity increases with age, most cases being moderate and severe forms.
We found elevated values of total IgE in moderate and severe forms, correlated with allergic associations and
atopic diatesis. It has also been found that total IgE and eosinophils increase with severity and age. Their values
are higher in children over 5 years and with moderate or severe forms.

In our study we were able to determine Il 31 in a number of 29 patients with moderate and severe
forms. These were significantly increased, more than 2 times compared to the control group in cases with DA
in activity. In the case of our patients, eosinophils have increased values at older ages, over 4 years in the case
of moderate and severe forms.



Conclusions: Our study is the first in Romania that analyze in a complex way the quality of life of
patients with atopic dermatitis. According to expectations, there is a correlation between the quality of life of
patients and the severity of the pathology. Determining some biological parameters allowed us to make
assessments in terms of disease severity, association with allergic manifestations and assessment of patients'
quality of life. In our study there was a good concordance between the increase of total immunoglobulins E, Eo
and IL-31 in older children and with more severe forms of manifestation.

Study 4. Perception and level of education of the general population
regarding atopic dermatitis

Introduction: Atopic dermatitis is often a visible condition, with manifestations in the distal
extremities and facial area: this aspect leads to a degree of social restraint, especially in the context of poor
education of the general population about this condition. While affecting the quality of life in terms of
symptoms is the main concern of studying atopic dermatitis, it is necessary to reduce the stigma and to educate
the population about atopic dermatitis.

Working hypothesis: The present study aims at a first evaluation of the degree of education and
awareness of atopic dermatitis, among the general population of Romania.

Material and method: Following a study of the literature and discussions with patients, the
questionnaire is based on the most common preconceptions related to atopic dermatitis, The questionnaires
were distributed physically, within the DEA Clinic and the Turda Municipal Hospital, as well as through the
Google Forms platform. 3 photos representing specific lesions of atopic dermatitis were attached.
Demographic data were collected through the questionnaire, followed by questions related to knowledge and
awareness of DA

The next aspect investigated in the questionnaire was the social stigmatization of patients with visible
lesions of atopic dermatitis, with 5 response options: never, unlikely, probably, very likely, I do not know.

The descriptive statistical analysis was performed using Microsoft Excel, and the inferential statistical
analysis was performed using MedCalc Statistical Software version 18.2.1 (MedCalc Software bvba, Ostend,
Belgium).

Results: Following the centralization of the completed questionnaires, we obtained a number of 153
completed questionnaires in physical format and 276 through the Google Forms platform. In our group of
respondents, the majority were between 25-34 years old, then those aged between 18-24 years, followed by
those between 35-49 years old, most of them were women, with an environment of origin mainly in the urban
area. They were mostly active in education, working in a legal-economic or medical environment. More than
half of them had graduated higher education. Most of the respondents (86.68%) heard of atopic dermatitis. A
percentage of 23.59% of them were diagnosed with atopic dermatitis. The dermatologist made the most
diagnoses (78.21%), followed by the family doctor, at the same time a percentage of 12.87% were diagnosed
by doctors from other specialties.

When asked about knowing a person affected by atopic dermatitis, 63.78% of respondents answered
in the affirmative.

The feelings experienced by the respondents at the sight of the lesions characteristic of atopic
dermatitis, are for the most part acceptance, pity or indifference.

A small proportion of respondents (6.7%) consider atopic dermatitis to be a contagious disease, or a
sign of poor personal hygiene (2.80%). Many of them believe that there is a complete, curative treatment for
atopic dermatitis (48.83%) and some (29.67%) stated that patients with atopic dermatitis have a higher risk
of developing skin cancer. Sun exposure is considered by few to be a trigger for atopic dermatitis (15.18%),
and 46.96% believe it is a hereditary disease. The majority of respondents (79.9%) consider that YES is
correlated with the presence of allergies.

In terms of socialization, many of them are willing to shake hands with a person with DA injuries, or
even eat together, or kiss a person with DA on the cheek. When asked about intimate relationships and
friendships, the results are contradictory, most are reluctant to give a clear affirmative answer about sex, but
most are open to friendships.

Regarding the availability on the labor market, the possibility to hire a person with visible atopic
dermatitis lesions for a service that involves physical contact, a good part of the respondents are open to this
option.

Respondents in older age groups are more likely to know people diagnosed with atopic dermatitis.
Intermediate age groups tend to consider atopic dermatitis to be hereditary. While younger people are more
open to accept services such as massage, hairdressing, manicure from people with atopic dermatitis.



Respondents with a higher degree of education tend to be better informed about the lack of contagiousness of
atopic dermatitis.

Conclusions: Although AD is a common and well-known pathology, the general population is still
poorly informed about atopic dermatitis, bringing with it stigmatizing behaviors.

General conclusions

Atopic dermatitis is a complex problem with a need for a global and individualized approach. High
frequency ultrasonography is useful in assessing the skin of patients with AD, with predictive value, and
combined with the scales of impairment and quality of life, helps to shape a complex and complete image for
the management of patients diagnosed with atopic dermatitis.

Skin manifestations of gluten-associated disorders are a differential diagnosis to consider in the case
of therapy-resistant lesions.

The impact of pruritus on the quality of life of pediatric patients can affect long term the psychological
development of the child , requiring special consideration and early therapeutic intervention. The severity of
the disease and the psycho-emotional impairment also correlate with some markers of inflammation and
allergy.

The degree of information and awareness of AD is high, however, erroneous information has been
identified regarding atopic dermatitis, and stigmatizing behaviors in patients with AD.

Originality and innovative contributions of the thesis

The originality of the thesis refers to an exhaustive analysis of AD, offering a series of results that can
serve as a basis for rethinking medical practice, AD therapy, the development of education and informational
programs on this disease.

Through skin ultrasonography, the present work performed a complex investigation of patients with
AD skin, in correlation with the severity of the disease, identifying with ultrasonography markers of skin
damage to non-lesional skin. Recognition of global skin damage in atopic dermatitis may be the basis for
refining existing treatment.

At the same time, we highlight the existence of skin manifestations in gluten-induced pathologies, as
an entity different from celiac disease.

A premiere of this thesis is the evaluation of the quality of life of pediatric patients with AD in Romania.
A significant impairment correlated with paraclinical changes is confirmed.

The latest study provides a first perspective on the level of information of the general population on
atopic dermatitis.

Being a disease with important psycho-social impact, the dermatologist has an essential role by
assesing the pathology not only organically but psychologically. It has the mission not only to indicate curative
treatment of skin lesions and to provide emotional support to his patients, as well. In this direction we propose
a multidisciplinary approach, through the collaboration of dermatologist, pediatrician, allergist and
psychologist for personalized patient management.



