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Termeni cheie tulburare depresiy copil si adolescent, interveie farmacologig,
terapie cognitiv comportamenialterapie combinat autoritai de reglementare, studiu randomizat

prospectiv, neuro-mediatori, copii instinnalizgi, cercetare exploratorie, sondaj de opinie.

Existena tulbutrii depresive la copil a fost paAmcum 40 de ani neacceptde
lumea medical considerandu-seamu exisi maturarea structurilor psihologigecognitive
necesare. Odatcu recunogterea afegunii (Congresul de Pedopsihiatrie, Stockholm, 1970
si includerea acesteia in Manualul de DiagnositiStatistici a Tulbuérilor Mintale au fost
dezvoltate studii clinice pentru a demonstra rahtervertiilor de ordin psihologicsi/sau
farmacologic si au fost dezvoltate instrumente specifice de stungesi urmarire a
pacienilor. O serie de dezbateri pro si contra exjst aceasta tema, tetuaman de clarificat
multe aspecte, mergand de la decizia de a trat&grega si monitorizarea tratamentului in
faza acut, meninerea efectului dupintreruperea terapiei, prevenireazerilor.

Relaionarea cu pacientul si familia sunt elemente irtgode in clinicile
pediatrice, Tn& in mod particular, in tratamentul depresiei exigto obligativitate in acest
sens, condie stipulai in Rezumatul Caracteristicilor Produsului Prospectul
medicamentelor sub forma de atenari speciale.

Lucrarea de doctorat are 101 paginieste structurétin dowi pati. Partea
teoreticé evideniaza fundamentele teoretice ale depresiei la cgpadolescent cu referire la
epidemiologie, prezentare clidigi evoluie, diagnostic, scale de evaluare a simptomatalogie

depresivssi Interviuri Structurate de Diagnostcmanagementul tulbarilor de tip depresiv.



Partea a doua, contritia personala este ataita din trei capitole distincte, diecare
urmarind sa adut date noi, ce in final vor ajuta clinicianul in gérea planului terapeutic
adaptat fiegrui caz.
2A. Revizuirea datelor incluse in Rezumatul Canasfieilor Produsului si Prospectul
Medicamentelor, pentru antidepresivele existentpiga din Romania, la data de 01 Martie
2010, in ceea ce priye utilizarea la copil si adolescent si revizuiaegunilor intreprinse de
catre autorifitile de reglementare (FDA, EMA, ANM) referitor lailitarea in practica a
medicamentelor antidepresive in perioada 2004 8200
2B. Studiu randomizat, prospectiv, deschis, la gugicicare ndeplinesc criteriile de
diagnostic ale tulbdrilor de tip depresiv (N= 88), avand ca obiectiakenarea eficacitii si
siguranei interveniei farmacologice, psihologice sau terapia comBinkt adolescen cu
tulburare de tip depresiv.
2C. Cercetare exploratorie, tip sondaj de opiniéicata unui gantion reprezentativ la nivel
naional de medici din specialiile pediatrie (N=76)%i neuropsihiatrie pediatri¢psihiatria
copilului si adolescentului (N= 41) pentru a evalua petieepersonalului medical specializat
asupra frecveei dificultitilor emaionale, respectiv a tulbénilor de tip depresiv, la copii
institutionalizai si implicatiile posibile.

Justificarea stiin tifica a tezei de doctorat
Datele epidemiologice Tn cazul depresiei la copihtspuine din cauza deficigalor in
Tncadérile nosografice actuale a particulatitor cetin de varsta de dezvoltagea nunarului
mic de studii efectuate la aceasttegorie de popuie. Un nunir de studii epidemiologice
au raportat o prevalgnde 2,5% la copisi pari la 8,3% la adolesc@n se evideriaza
totodat cresterea prevalaei si sciderea varstei debutului in depresia copilului. tndisi
sponsorizat déational Institute of Mental HeatfNIMH) la populaia de studiu cu varste
intre 9si 17 ani estimeaizca prevalea depresiei de orice tip este peste 6% intr-o pefio
de 6 luni, 4,9% fiind depresie majorPrevalera depresiei la copil este de 6%, inh zona
geografi@ atarii noastre, cu o rata suicidului de 104 la 100.000 suhiezu varsta intre 15-
19 ani in Romania.
Depresia institult la copil de obicei persist reaparesi continua in perioada aduit si de
multe ori este un predictor al unei forme severadalt. Casi in alte patologii psihiatrice
exista relativ ptine opiuni terapeutice dezvoltatg autorizate special pentru copil
adolescent, iar nuinul de studii randomizate, controlate placebo esié mai mic decét la

populaia adult. Atunci cand ia decizia terapeutjcclinicianul trebuie & pura n balami



nevoia medicdl urgena si particularitatea fietrui caz, dai barierele in ceea ce prige
aspectele de reglementaretipa medicamente autorizate pentru uz pediatratertionare
special tip black boxpentru toate antidepresivele asupra riscului citede suicid.

2A. Revizuire cadru de reglementare internéionala in ceea ce privgte interventia
farmacologica la copii si adolesceti cu tulburare depresiva

Metodologie: Au fost analizate datele existente pe site-ul AigéenNationale a
Medicamentului si Dispozitivelor Medicale, la date 01 Martie 2011.Pentru codul
Anatomo Terapeutico Chimic (ATC) NO6A au fost idéoate un nunir de 16 denumiri
comune interngonale (DCI). Au fost analizate pentru toate cele denumiri comune
internaionale datele incluse in u#itoarele seguni din Rezumatul Caracteristicilor
Produsului: Date Clinice — Indiga Terapeuticesi Contraindicai, respectiv, Propriéti
Farmacologice — Proprigt Farmacodinamice. De asemenea, au fost revizaitelel postate
pe site-urile web ale Agéeri Europene a Medicamentului (EMA), Agen de reglementare
din SUA (US Food and Drug Administratiogl) Agentiei Nationale a Medicamentuluii
Dispozitivelor Medicale din Romania (ANMDM).

Rezultate: La momentul evalirii, singurul medicament antidepresiv autorizat tpen
utilizare la copil si adolescent cu depresie era fluoxetinum (Rezum@tdacteristicilor
Produsului, www.anmdm.ro). Existau niemi speciale pentru utilizarea la copil si
adolescent si erau incluse rezultatele din studiileice pentru urritoarele medicamente:
paroxetinum  (sgwnea Contraindigd), respectiv  sertralinum, citalopramum,
escitalopramum la seanea Proprietati Farmacodinamice. Existau 13 stutinice,
randomizate la aceastategorie de paci@niar cele mai multe dovezi erau tot pentru
fluoxetinum ( 3). Au fost mai multe @ani ale agefilor de reglementare, ce au impus
activitati specifice in ceea ce priste sigurafa in administrare, iliseste agizi unanim
acceptat faptulzmedicaia poate avea un rol important in tratamentul deipiein special in
formele moderatgi severe.

Utilizarea corecta depinde de : custeaea datelor de farmacocindtisi farmacodinamie
pentru fiecare medicament; selacadecvata a pacigior prin evaluare completa Tnainte de
initierea tratamentului, monitorizare pe parcursul digia Dar, foarte important, este
procesul de informare si educare a pacientgilid familiei, inclusiv in ceea ce priye

riscurile asociate.

2B. Sertralina la adolesceti cu tulburare depresiva majora: rezultate dintr-un studiu

randomizat, prospectiv, deschis



Premize. Un studiu critic pentru evaluarea terapiei la asodaii cu tulburare depresiva a
fost studiul TADS Treatment for Adolescents with Depression Stugiudiu controlat -
randomizat, finatat deNational Institute of Mental HealttNIMH) si desfisurat in 13 centre
academicei comunitare din SUA. Studiul a inclus 429 de pagieu varsta intre 12i 17
ani, cu diagnostic primar de tulburare deprésmajofi si a a#itat rezultate bune de
eficacitate (la 12 aptamani) pentru fluoxetil si combinaia fluoxetira plus intervetie
psihologic (terapie cognitiv-comportamenigl

Metodologie. Desenul studiului: Studiu randomizat, prospectiesdahis, unicentric, aprobat
de ctre Comisia Naonaki de Etié si de Agenia Naionat a Medicamentului (EudraCT
2007-003163-483i destisurat conform legiskgei in vigoare. A inclus vizita iniala si apoi
vizite siptiménale pana laiptimana 16. Subie din studiu au fost randomiga(cu o rai
de alocare egal) pe unul din cele trei dintre heade tratament: terapia psiholagiterapia
cognitiv-comportamenta), terapia farmacogic(sertralina) sau terapie combinata.
Obiectivul primaral studiului a fost modificarea medie la Ip&mani, faa de momentul
initial, a scorului CGI-S Clinical Global Impressions Scale — Severity congrdn
Obiectivele secundarau inclus evaliri asupra siguraei in administrare, inclusiv date
legate de spitalizarea pacigor si evaluiri ale neuromediatorilor (serotoinnoradrenalia,
acid vanilmandelic) inaintg dupa initierea tratamentului antidepresiv.

Analiza statistica: Rezultatele tifute au fost exprimate prin indicatori de tenalinentrai
(pentru fiecare lot s-au calculat mediadeviaia standard). Compaia intre loturi a fost
realizati cu ajutorul testelor de semnifiga statistié t-Student si Fischer Exact test, pentru
variabilele cantitative. Rezultatele au fost arabzi global, folosind analiza de varign
Anova. In ceea ce prigee caracteristicile loturilor s-a efectuat testuami-Whitney pentru
datele continuei testul Fischer pentru datele categoriale.

Rezultate. Datele demograficei caracteristicile clinice ale participglior inclusi in studiu
au fost similare in cele trei heade tratament. Varsta medie a fost de 15 anrearttia pe
sexe: 49 de fetg 39 de fieti, In concordata cu datele din studiile epidemiologice. Durata
medie a episodului depresiv a fost de 3,2 kimnajoritatea pacigior (n=71) prezentau
forma moderdt a bolii, in toate grupele de tratament. Scorul S@& fost mai mare la grupul
fetelor: media (DS) 4,12 (0,48) vs. 3,72 (0,60)0®91. Ing nu a existat nicio difergh
statistic semnificativ la baseline intre cele trei lbea in ceea ce prigee scorul CGI-S
(p=0,8344), dup cum indi@ analiza ANOVA.



Modificarea fai de baseline la vizita 16 a scorului CGI-S, obiadtprimar al studiului, a
aratat o sadere semnificativ fata de momentul inial, fara o diferenda semnificativ Tntre
cele trei brge (analiza IIT).

In grupul care a primit terapie cognitiv-comportartadi, scorul CGI-S a szut de la 3,90
(0,61) la baseline la 3,52 (0,68) Eptimana 8, respectiv 2,76 (0,78) Eptimana 16. Pentru
grupul tratat cu sertraliin scorul CGI-S a szut de la 3,97 (0,56) la 3,32 (0,552,61 (0,62)
(p<0,001), in timp ce pentru hktd cu terapie combinatreducerea a fost de la 3,97 (0,55) la
3,40 (0,67)si 2,62 (0,67), de asemenea un rezultat cu semtiéicsatisti@ (p<0,001).
Raspunsul a fost definit ca scor CGI<2. Bazat pe aceastlefinitie, rata medie deispuns
(DS) Tinregistrat de la baseline (momentul ii@l) la siptamana 16 a fost: 28,57 (19,31)
pentru grupul cu interveie psihologica, 34,46 (14,7) pentru grupul cu inésetie
farmacologid si 33,95 (16,58) pentru grupul cu terapie comfiirRata generalde ispuns

a fost de 46,5 % si nu au fost inregistrate difereemnificative intre brele de tratament.

Nu au fost Tnregistrate evenimente adverse granagamentul nu a indus simptome de manie
la niciun subiect aflat in studiu. Principalele mweenteadverse raportate au fost: durerea de
cap, amgeala, oboseala, grea durerile abdominale, fiecareaapte cu o frecved mai mic
de 5%; nu au fost inregistrate difeg@fintre brgele de tratament. In cele dobrae ce au
inclus medicée, s-a Tnregistrat o 8dere n greutate la 8% dintre cazuri (7 pagjecu o
sadere medie a greitti corporale de 0,55 kg. Nu au existat difegegsemnificative in
privinta analizelor de laborator (hemoleucograma corplétansaminaze, colesterol,
creatinirg).

Bazat pe teoria aminelor biogene, proiectul de etare a inclus deterriiri ale valorilor
sangvine pentru serotonina, noradrenalina si aaiilmandelic (VMA) la baseline si la
vizita 16. Aceast parte a cercétii a fost voluntaZ si nu a constituit o conde pentru
participarea la studiu. Valorile pre si postterdaweu (medie, pg/l) au fost statistic
semnificative pentru serotonina (p <0,08L) noradrenalina (p=0.04), dar nu pentru VMA
(p=0.940).

Discutii. Rezultatele studiului trebuieazute ca o confirmare a nevoii de interwenla
adolescetii cu depresie majar Studiul a fost randomizaii a avut ca rasul@ primai
utilizarea CGI-S, un parametru de evaluare binescup utilizat in multe proiecte de
cercetare, dasi Tn practica obinuita. Sertralina a fost seleciata agent farmacologic,
considerand datele dintr-un studiu clinic randabizublu orb, experiga existent in
clinica la adolescen (sertralina era autorizatin Romania pentru tratamentul copiilor cu

tulburare obsesiv compulgiy formelor farmaceutice particulare (incluzand apici si



comprimate)si a datelor de farmacocineiicatingerea nivelului de echilibru in 5-7 zile,
comparativ cu fluoxetina (mai mult de dpgaimani). La momentul redagti protocolului de
fata nu exista nici un medicament cu autorizare spmcifientru depresia la copfi
adolescent, ulterior fluoxetina a dobandit-o.

Limit ari. Printre limitiri se nunara lipsa unui braplacebo, de control si lipsa unui sistem
dublu orb. De aceea, nu se poate trage o concluneti, direct, vis-a-vis de eficacitatea
unui grup sau altul de tratament.

O alta limitare o repreziatlotul relativ mic (88 de pacig¢inrandomiza) cu impact asupra
puterii statistice a studiului.

Concluzii. Intervenia psihologi@, psihoterapia sau terapia combinaeprezini metode
eficiente de a controla simptomele la adolesten depresie. In acest moment exisin
numar limitat de soldi terapeutice validatgi autorizate pentru copilui adolescentul cu
tulburari psihiatrice. De aceea, dezvoltagg@ublicarea rezultatelor din studiile clinice (ahi
si la loturi mai mici), precunsi desfisurarea de studii non-intervgonale sunt necesare
pentru a ghida clinicianul Tn decizia terapeuticCercelri viitoare, direcionate atre
intelegerea secvesi terapeutice optime, duratei optime de tratamBntfaza acuf,
continuareai mentinerea efectului dupoprirea intervetiilor terapeutice suntstéeptate.
Subanaliza la copii institdonalizasi. Copiii institutionalizgi au reprezentat doar 6,81%
(n=6) din totalul pacietilor inrolati in studiul de fe. Este cunoscut faptulida aceastgrup
de copiisi adolescefi se inregistrediz rate mai mari decat in poptita general pentru
tulburari emaionalesi tulburari de comportament. Datofinumirului mic de pacieth nu au
fost administrate teste de semnifiesstatisti@.

Principalele obseryi asupra acestei subpoptilasunt urnmitoarele: dificuliti de a oline
consimamantul informat de la gvinti/apatinatori legali pentru participare si continuarea
participirii in studiul clinic; severitatea simptomelor m@iare, scorurile iniale CGI-S au
fost mai mari decat la restul grupului — scorul mdd grupul de adolescgnnstitutionalizai

a fost de 4,08 (0,46); frecviencrescut a comorbiditilor (ADHD, anxietate)si existena
unei patologii somatice la momentul ewvalu clinice initiale (infeaii respiratorii, gastrit
sindrom convulsiv), frecvente intem anterioare in Clinica de Psihiatrie pentru tudfiou
emaionalesi/sau de comportament.

Evaluarea factorilor cu posibile implicgi in etiopatogenia depresiei la copii adolescenq.

In linie cu datele din literatura, un ndmmare de parametri au fost umi, iar datele
extrase din fisele paciglor de-a lungul celor 16 vizite programate: facsmcio-demografici

(rezidenta, nivel de socializare, distrittupe sexe) , antecedente heredocolaterale (factoru



genetic, boli cronice, consumul de alcool), antectéel personale (boli somatice, ADHD,
dezechilibre alimentare, confort etimmal), insefia sociala, interreléonarea subiect-ambient
institutional, climat familial, stilul de viga, consumul de alcool si droguri. Este importédnt s
fie cunoscy casi factori predispozai sau precipitat, si, bazat pe acedaswvulnerabilitate

crescul si se indrume rapid copilul sau adolescenitrecservicii specializate.

2C. Cercetare privind percegia personalului medical specializat asupra tulbugrilor
emationale la copiii institutionalizati din Roméania

Introducere. Evoluia Th domeniul protg®i copilului Tn Roméania include aplicarea unei
politici de dezinstittionalizare, fie prin reintegrarea lor in familiatmala sau exting, fie
prin inlocuirea misurii de protege de tip rezidetial cu una de tip familial. Toti} exis& inca

un nurmar mare de copii aftain sistemul de protgie social, acetia reprezentand un grup
vulnerabil sub aspectul problemelor de comportarsieerhgionale.

Scopulsi obiectivele cercedrii. Evaluarea perceiei personalului medical specializat asupra

frecvenei dificultatilor emaionale, respectiv a tulbanilor de tip depresiwi implicatiile
posibile.

Material si_metodi. Cercetare exploratorie, tip sondaj de opinie, cafli unui gantion

reprezentativ la nivel n@nal de medici din specialiile pediatrie si neuropsihiatrie
pediatrié/psihiatria copiluluisi adolescentului. La bé&za stat un chestionar &tait din 8
afirmatii, la care medicii interogaau avut 3 variante déispuns: acord, dezacord, nici acord
— nici dezacord. Administrarea chestionarului, faele, a fost realizat cu ajutorul unei
companii specializate (interviu telefonic — CATIGomputer Assisted Telephone Interjiew
de dtre personal special instruit Tn astfel de ceamteDurata medie de aplicare a unui
chestionar a fost de 15 minute.

Marimea @antionului: 117 medici, dintre care 41 avand spgiatea neuropsihiatrie
pediatrié/psihiatria copiluluisi adolescentului, iar 76 pediatrie. Cercetarea nurraarit
evaluarea difergelor intre cele dau specialiiti, dar prin @antionare s-a urdnit
reprezentativitatea pentru poptigaavuti in vedere. Datele au fost analizate prin metode de
statistié descriptiv simpk.

Rezultate. Peste 80% dintre medicii chestignau iaspuns ,de acord” la afirngia ,,Copiii si
adolescetii institutionalizai intampira mai multe dificuliti emaionale, comparativ cu

populaia general de copiisi adolescett’, iar peste 50% dintre participarsunt de acord cu



afirmaia ,Simptome specifice depresiei apar mai frecvéat copiii si adolescei
institutionalizai fata de populéa general de copiisi adolesceti’.

46,2 % dintre respondgn(cu un procent mai mare, 51,3%, in randul spatialr Tn
pediatrie) valideaz afirmaia ,medicii de familie recomaridmai wor consult de specialitate
(psihiatrie/psihologie) in cazul copiilor institonalizai’, iar 40% dintre acgia (de
asemenea, procent mai mare in cazul pediatril®g)Slideaz afirmatia "probabilitatea de
a fi internat in cazul prezemii la camera de ga#deste mai mare n cazul copiilor
institutionalizai”.

Discutii_si limit ari. Obtinerea datelor n studii clinice este difiGifiind necesare aprah

speciale de la Dirgide Generale de Asistéh Sociak si Protegia Copilului, iar in cazul
studiilor clinice este nevoie, pe l&nfprmularul de acord al copilului/adolescentujuide
consimamantul girintilor (dac nu sunt deizuti din drepturi) sau al tutorelui/aparatorului
legal.

Desi o cercetare exploratorie nu are nivelul de evidlexl unui studiu randomizat, taiu
consideim oporturd o astfel de evaluare, men#i evalueze percej medicilor. Una dintre
limitarile studiului este reprezeniatle eroarea desantionare, 11% pentru specialitatea
pediatrie, respectiv 12,7 % pentru specialitatehigisie. De metionat ing ca la acest grup,
gradul de acoperire a universului de medici estetéobun, respectiv de 34%.

O a doua limitare a studiului ar fi acegiagrupul medicilor chestionianu a cupringi medici

de medicii general/scolai din cadrul Diregilor de Protede General a Copilului, direct
implicati Tn Ingrijirea copiilor instittionalizati.

Concluzii: Copiii si adolescetii institutionalizai Tntampiri dificultati emaionale care pot
duce la instalarea tulbarilor de comportameni a tulbugrilor de tip depresiv.

Exista date din literatur care arat ca, in general, copiii adopdadin instituii, dupa ce au
suferit de deprivare socia$i materiali, s-au dovedit a avea un risc crescut pentru thferi
afeaiuni psihiatrice, de la problemele de @tment la ADHD, tulburare depresiva, sindromul
de stres post-traumatic.

Rezultatele ofinute n cercetarea detiaconfirma (la nivel de perceje a medicilor) impactul
semnificativ pe care instifionalizarea il are asupra copiilgradolescetilor. Masurile luate
privind dezinstittionalizarea sunt necesage este nevoie &se accelereze programele de
prevenire a sepani copilului de girinti: centre de zi, centre de recuperare, centre de
consiliere si sprijin pentru @rinti, precumsi servicii de prevenire a abandonului prin

planificarea familial, monitorizare prenataketc.



CONCLUZII GENERALE

1. Dupa modelul studiului TADS (Treatment for Adolescentish Depression Study), a
fost derulat in Clinica de Psihiatria Copilulgii Adolescentului Cluj (parte a unui
grant de cercetare) un studiu intenienal, randomizat, prospectiv, deschis,
unicentric.

2. Este primul studiu de acest tip d@sfrat in Romania, in contextul unui nammic de
proiecte pe plan global. Studiul a inclus 88 deigracalocgi aleatoriu pe unul din
cele brze de tratament: terapia psiholagi¢terapia cognitiv-comportamenig|
terapia farmacologic (sertralina) sau terapie combinata. Rezultateledighui
confirma nevoia instituirii unui tratament,agdnd o sédere semnificativ fata de
momentul infial a scorului CGI-S (obiectivul primarjii o diferena semnificatii
intre cele trei bn@ (analiza de tip intel® de a trata).

3. Ca element de originalitate, studiul a inclus stedminiri ale neuromediatorilor
(serotonina, noradrenalina, acid vanil mandelipoteniala soldie pentru realizarea
unui tratament individualizat, furie de dezechilibrele cu rol etiopatogenic, si /sau
pentru monitorizarea tratamentului. Au fost notdiferernte statistic semnificative
intre valorile pre- si postterapeutice ale seratensi noradrenalinei. O subanaliza a
fost efectuata la adolesagninstitutionalizai, insi din cauza nu@rului mic de
pacieni inrolati din aceast subpopulge (6.81% din populéa studiului) nu s-au
aplicat teste de semnifiga statisti@. Se confirni comorbiditatea frecventa cu
ADHD, evoluia cronid, cu frecvente integmi in antecedentsi un scor CGI-S la
intrarea n studiu de 4,08 (DS 0,46), mai mareatdecorul mediu inregistrat la
intreaga poputée de studiu.

4. Tratamentul depresiei la copil si adolescembdane un subiect insuficient clarificat,
fara recomandri clare in ghidurile terapeutice. Existatme date din studii clinice,
randomizate, controlate placebo, o singura moleeuitorizata (de atre FDA si
EMA), iar aspectele de sigunanau fost mult timp n atéia media, din perspectiva
cresterii riscului suicidar asociat cu medizaantidepresiva. A fost emisa o alerta de
catre autoristi (preluata si de Agera Naiionak a Medicamentului din Romania) ce a
cuprins medicii, familile, personalul de ingrijir@ paciefilor pediatrici aflai Tn
tratament cu antidepresive pentru depresie raau ali indicaie, indiferent dag

este o afegune psihiatrid sau nu.



5. Datele olinute intr-o cercetare exploratorie, tip sondaj agnie, aplical unui
esantion reprezentativ la nivel nanal de medici din specialiile pediatrie (N=76}i
neuropsihiatrie pediatri¢psihiatria copilului si adolescentului (N=41) valideaz
datele din literatur referitoare la frecvaa crescut a tulbuérilor emaionale si a
depresiei la copii institionalizai. 90,2% medici specialii psihiatriesi 86,8% medici
pediatrie au exprimat acordul cu afinmaa,Copiii si adolescetii institutionalizai
intdmpird mai multe dificuliti emaionale decat popuf@ general de copii si
adolesceti ,,.

6. Pe baza rezultatelor din aceasta cercetare semanfaptul ca rsurile luate privind
dezinstituionalizarea sunt necesagechiar este nevoieasse accelereze programele
de prevenire a sepaii copilului de girinti: centre de zi, centre de recuperare, centre
de consilierssi sprijin pentru @rinti, precumsi servicii de prevenire a abandonului

prin planificarea familia, monitorizare prenataktc.
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Depression in children and adolescent was accegdedn entity only 40 years ago,
primarily because it was considered that childraokéd the mature psychological and
cognitive structure necessary to experience thepgyms. Once the disorder was recognized
(Paedo-Psychiatry Congress, Stockholm, 1970) ansl maluded in the Diagnosis and
Statistical Manual of mental disorders (DSM), mathipical studies were run in order to
prove the role of the psychological and/or pharn@gioal interventions. Also specific
instruments for screening and follow up were depetb Pro and con debates exist and many
aspects remain unclear, from the decision to treigte and monitor the treatment in acute
phase, to the maintenance of the treatment, optimadtion and relapse prevention. Strong
collaboration with the patient and the family ameportant elements in all the paediatric
clinics, but for treatment of depressive disordeere is a mandatory mention included in the
Summary of Product Characteristics and Packagddtea$ special warning.

The PhD thesis has 101 pages and it is structaresa parts. The theoretical part brings
in discussion the theoretical aspects for child atolescent depression with emphasis on the

epidemiology, clinical presentation and coursegdasis, rating scales for depression and



Structured Diagnostic Interviews. The second ppetrsonal contribution, includes three
distinct chapters, each bringing new elementsafbetter decision regarding the therapeutic
plan for each patient.
2A. Revision of the data included in the Summaiymduct Characteristics and Package
Leaflet, for all the antidepressants registereRimania at March 01, 2010, regarding the
usage in child and adolescents and the revisioth@fmeasures taken by the Regulatory
authorities in US and Europe (FDA, EMA, ANM) foretlpractical usage of antidepressant
medication between 2004 - 2008.
2B. Prospective randomized, open label study etialmahe clinical effectiveness and safety
of pharmacological, psychological and combinedtinemt in adolescent patients (N= 88)
diagnosed with depressive disorder.
2C. Exploratory research, survey on a sample ofsiglans, evaluating the physician’s
perception, specialists in child psychiatry (N=4t)paediatrics (N=76), about the frequency
and impact of emotional disturbances in institudilimed children and the impact and
consequences of depressive disorders.

Scientific rationale for the thesis
Globally, solid epidemiological data for child depsion are lacking, due to deficiencies in
recognizing the disorder and the particular aspettthe clinical course impacted by
symptoms change by age and the relative limitedbmurof clinical studies.
In a number of studies the prevalence was in tmgaa2, 5% in child and 8, 3% in
adolescents. Also it was observed the increaséetmie prevalence and the fact that the age
at onset has fallen.
In a study sponsored by the Nationaktitute of Mental Heatf{NIMH) in US, at study
population between 9 and 17 y.o the prevalenaepfession (of any type) was estimated at
more than 6% for 6 months period while 4,9% wagpmdepression.
For Romania, prevalence of depressive disorde®&uiswith a suicide rate of 104/ 100.000
subjects, aged 15-19 years.
Childhood depression often persists, recurs andire@s into adulthood, in many cases a
predictor of more severe forms in adults.
Similar to other psychiatric disorders, there anty dimited therapeutical options developed
and authorized specifically for child and adolescand the number of randomized, placebo
controlled studies is also much lower compared w@ithlt population. When taking treatment

decision the clinician must balance between theicatdeed, the urgency and particular



aspects of each case and the regulatory hurdiesdriggs registered for paediatric indication,
and black boxwarning on all antidepressants on increased rislsuicidal thinking or
attempts.

2A. Revision of the international measures taken byhe regulatory bodies, on the
pharmacological intervention for child and adolescets with depressive

Method: Existing data on web page of the Romanian Natidwsncy for Medicines and
Medicinal Devices was evaluated, as of March 01,020or the Anatomical Therapeutic
Chemical classification system (ATC) code NO6A,amber of 16 active substances were
identified. For all 16, the data included in thédwing sections of the Summary of Product
Characteristics were searched: Clinical particulars Therapeutic indications and
Contraindications, Pharmacological properties —+fhao-dynamic properties

Also a revision of the data posted on the offigiabsite of the European Medicines Agency,
Food and Drug Administration and the Romanian NeioAgency for Medicines and
Medicinal Devices regarding antidepressants uséiid and adolescents was performed.
Results: Only one drug was specifically authorized for usagechild and adolescent
depression at the time of the search, fluoxetin®an{mary of Product Characteristics,
www.anmdm.ro). Special mentions and results frommicdl studies were included for
paroxetinum (Contraindications section), respettivesertralinum, citalopramum,
escitalopramum at the Pharmaco-dynamic properiesumber of 13 randomized clinical
studies were identified for this patient populatitice molecule with the higher number of
evidence was also fluoxetinum (3 studies).

Despite the safety management actions imposedéyetfulatory bodies, it is unanimously
accepted that pharmacotherapy can play an impoatahteffective part in the treatment of
children and adolescent depression, especiallyoderate and severe cases.

Correct usage requires knowledge of the pharmaetkinand pharmaco-dynamic
properties for each molecule; adequate selectidhepatients based on complete clinical
exam, tools to diagnose and monitor the treatmarthe same time, it is very important to
inform and educate the patient and the family @enabsociated risks.

2B. Sertraline in Adolescents with Major DepressiveDisorder: Results from a
prospective, randomized, open study

Background: One landmark study for adolescents depressiontvega$ ADS {Treatment for
Adolescents with Depression Stydg randomized controlled trial funded by the Nadil
Institute of Mental Health and conducted in 13 a&rwad and community centres in the
United States. The large, double blind study,uded 429 patients aged 12 to 17 with a



primary diagnosis of major depressive disorder ahdwed good efficacy results (at 12
weeks) for medication (fluoxetine) and combined gb®ypharmacological intervention
(fluoxetine plus cognitive behavioural therapy).

Method. Study design: The prospective randomized, openl,lali@centric study was
approved by the National Ethics Committee and taéddal Drug Agency (EudraCT 2007-
003163-48) and was run in line with the applicalgdgislation. The study included the
baseline visit followed by weekly visits until weel6. Subjects from the study were
randomly assigned to one of the three possiblanieat arms, using an equal allocation
ratio: pharmacological, psychological or combinegtment.

The primary study objective was the change fromelaes to visit 16 on the CGI-S score
(Clinical Global Impressions Scale — Severity congmin Secondary objectives included
safety evaluations, including hospitalization datad evaluation of the neuro-mediators
(serotonin, noradrenalin, vanillyl mandelic aciéfdre and after the treatment was initiated.
Statistical analyseslumerical data were expressed as percentage (Ya@sWied data were
expressed as mean (SD, standard deviation). Cosoparibetween treatment groups were
made using statistical significance testsStudent and Fischer exact test for quantitative
variables. Results were also analyzed globallyngui®iNOVA analysis of variance. For the
characteristics of lots, we performed the Mann-Wiyttest for continuous data and Fischer
test for categorical data.

Results: The baseline demographic and clinical charactesistif the participants who
entered in the study were similar among the threatment armsThe mean age of our
population was of 15 years, with 49 females andna®s enrolled, in line with the existing
epidemiological data. The average depressive epidadation was 3.2 months and majority
of patients §=71) presented moderate to severe illness severigsadreatment groups.

The baseline CGI-S score was higher in the fergedep: mean (SD) 4.12 (0.48) vs. 3.72
(0.60),p<.001. However, there was no statistically sigaificdifference at baseline on CGI-
S score between the three arms (p=0.8344), asatedidy ANOVA analysis.

Changes from baseline to visit 16 on the primagdgtmeasure (CGI-S score) showed a
significant improvement vs. baseline, with no siigaint difference between the three arms
(intent to treat/ITT analysis). In the group redejvCBT, CGI-S score decreased from 3.90
(0.61) at baseline to 3.52 (0.68) at week 8, raspy 2.76 (0.78) at week 16. For the group
on sertraline, the CGI-S score decreased from 8%6) to 3.32 (0.77) and 2.61 (0.62)
(p<0.001), while for the combination group the retitn was from 3.97 (0.55) to 3.40 (0.67)
and 2.62 (0.67), also statistically significantules (p <0.001).



Response was defined as CGI-S sco Based on this definition, the mean responte ra
(SD) that has been registered from baseline to iéekas: 28.57 (19.31) for group 1, 34.46
(14.7) for group 2 and 33.95 (16.58) for group BeToverall response rate was 46.5 %. No
significant differences between the treatment gsdugove been shown.

No Serious Adverse Events. The treatment has woiced any manic symptoms in none of
the subjects. Headache, tiredness, nausea, abdgmina were the most frequent Adverse
Events reported (each occurring at a rate of less 5%); no differences between the study
arms were observed. For the 2 study arms includieglication, a weight decrease was
reported in 8% of cases (7 patients), with an diverean change in body weight of 0.55 kg.
There were no statistically significant mean chanigem baseline to week 16 for laboratory
assessments (complete blood count, transaminds®esterol, and creatinine).

Based on the Biogenic Amine Hypothesis, the cumesgarch project included the collection
of samples at baseline and visit 16, with detertiona of serotonin, noradrenalin and the
end-stage metabolite —vanillyl mandelic acid (VMAhis part was voluntarily and did not
constitute a condition for study participation. Rred Postterapeutic levels (mean, pg/l) were
statistically different for serotonin (p <0,001)danoradrenalin (p=0.04), but not for VMA
(p=0.940).

Discussion:The results reported should be seen as a confomédr the need of intervention
in adolescents with major depressive disorder. sthdy was randomized, but had as primary
measure CGI-S, which is a well-established ratg used in research, that can be also
easily utilized by the clinician in the contextdsily busy clinical practice setting.

Sertraline was selected as pharmacological intéioreiconsidering the evidence from other
trials (positive double blind randomized controlletudy) , physician experience in
adolescents (sertraline was approved for paediasécin Obsessive-Compulsive Disorder),
available formulations ( drops and tablets) aredtime to steady state of 5-7 days, compared
with fluoxetine (more than 4 weeks).

At the time when the study Protocol was designedinig was having specific authorization
for usage in adolescents, only consecutively obtaby fluoxetine.

Limitations: First, neither placebo control arm, nor double-tldesign has been set. Thus,
no direct conclusion with regard to effectivenesghnbe obtained.

Other limitation is the small size group (88 randmed patients), insufficiently powered to

detect moderate to large difference.



Conclusion. Psychological treatment, pharmacotherapy, or coetbtreatments are efficient
ways for symptom control in adolescents with degimes

To date only limited approved therapeutic solutidos children and adolescents exist.
Therefore, clinical studies (even on small popolat) are needed to guide the clinician
decision. Future research that continues to explmetreatment optimal duration in acute
setting, to continuation and maintenance phaseainsnan important area of inquiry.

Sub analysis in institutionalized childrenThis subcategory only represented 6, 81% (n=6)
from the total study population. It is recognizéditt emotional and behavioural problems
among institutionalized children and adolescents @ore frequent than in the general
population. Due to the small sample size, statiktests were not performed.

The key observations in institutionalized adoletsenere the following: difficulties in
obtaining the informed consent from the parentsgal representatives for enrolment and
continuation in the clinical study; symptom sewerhigher than in the whole study
population - initial CGI-S score 4,08 (0,46); higite of co morbidities (ADHD, anxiety)
and somatic disorders at baseline (respiratoryctitfes, gastritis, seizures), frequent
admissions in the Child and Adolescent Clinic forogional and behavioural problems.
Evaluation of risk factors possibly connected wittepression in child and adolescents.
line with published data, our study evaluated thkowing factors during the 16 week
observation period: social — demographic data dessiy, social level, and gender
distribution), familial risk factors (genetic, cimio disorders, alcohol use), previous disorders
(somatic, ADHD, alimentary habits, emotional confomterrelation patient — institution,
parenting and family functioning, lifestyle, drugida alcohol abuse. It is important to
recognize those factors and based on the incrdaskgyic vulnerability and environmental

influences to address the child or adolescentaciafized clinics.

2C. Research on the Physician’s Perception, Spedésts in Child and Adolescence
Psychiatry or Pediatrics, about Emotional Disturbarces in Institutionalized Children in
Romania

Introduction. Child Protection in Romania have evolved and ideki distinct
deinstitutionalization policy, either by having tbeild’s reunited with their natural families,
professional maternal assistants or foster care.r&sidential type of protection switched to a
family type. Still there are a large number of drein included in the social protection

program and they represent a vulnerable grouprmmtienal and behaviour problems.



Scope _and objectivesEvaluating the physician’s perception, specialistshild psychiatry

or paediatrics, about the frequency and impactadte®nal disturbances in institutionalized
children.

Material _and Method. Exploratory research, survey on a sample of physgi

representative at national level for the two sgéem As base it was used a questionnaire,
developed specifically for the project, having Bigie statements. Participants were asked to
give their opinion, by selecting one of the thrdieraatives: agree, neither agree — nor
disagree, disagree. The questionnaire was appleghbne (CATI =Computer Assisted
Telephone Interview)y trained personnel from a specialized compahg. fiean duration of
one phone interview was 15 minutes. Study samdlé:ghysicians, 41 specialized in Child
and Adolescent Psychiatry and 76 in Pediatrics.résearch did not aim at the evaluation of
differences between the two specialties, but, bypdamg, at the representativeness for the
population taken into account. Data were analyzethgu simple descriptive statistical
methods.

Results. More than 80% of the participants were answeriagrée” for the statement
“Institutionalized Child and Adolescents face mamotional difficulties compared with
general child and adolescent population” and md@n t50% agree with the statement
“Symptoms specific for depression are more commmninstitutionalized children and
adolescents population versus general populatiéf;2 % of responders ( with a higher
percentage, 51,3% on paediatricians) validatedthement “ family physicians recommend
more easy Visit to specialists ( psychiatry / psyagy) for institutionalized children, while
40% ( also with a higher percentage for paediainsj 50%) agree with the statement *®
probability for hospitalization, if they arrive ®mergency rooms, is higher for hospitalized
children and adolescents”.

Discussion _and limitations Obtaining data is very difficult since special epls are

necessary from General Direction for Social Welfane Child Protection, and in the case of
clinical studies there is need not only for childdolescent’s agreement form but also for

parents’ (if they are not decayed from parentditsyor legal tutor's consent.

Although an exploratory research does not beas#me level of evidence as a randomized
trial, nevertheless, we consider appropriate sumcassessment meant to evaluate physicians’
perception. One of the study limitations lies ire tkampling error, 11% for Pediatrics,
respectively 12, and 7 % for Psychiatry. Howeveatenthat in this group, the degree of

coverage of physician universe is very high, respely 34%. A second study limitation



would be that the interviewed physicians group dndt include also general
practitioners/school physicians from Direction aér@ral Child Protection, directly involved
in institutionalized child care.

Conclusion Institutionalized children and adolescents facetinal difficulties which may
lead to behavioural and depressive disturbances.

There is literature evidence showing that childestopted from institutions, after having
undergone social and material deprivation, generptbved a higher risk for different
psychiatric disorders, from attachment problemsAf@HD, depressive disturbance, post-

traumatic stress syndrome.

The results obtained in our research confirm (atelleof physician’s perception) the
significant impact of institutionalization on chigh and adolescents. Measures taken
regarding deinstitutionalization are necessarythede is a need to accelerate the prevention
programs for child-parent separation: day centrespvery centres, parents counselling and
support centres as well as abandonment prevenéonces by family planning, prenatal

monitoring etc.

GENERAL CONCLUSIONS

1. Based on the TADS study (Treatment for Adolescents Depression Study), one
interventional, prospective, randomized, open |abedly was performed in the Child
and Adolescent Psychiatric Clinic Cluj (part ofimstitutional research grant).

2. It is the first interventional study run in Romarfiar adolescent population with
depressive disorder, in the context of limited agsk projects globally. 88 patients
were enrolled and were randomly assigned to onth@fthree possible treatment
arms, using an equal allocation ratio: psycholdgigatervention (cognitive
behavioural therapy, CBT), pharmacological treatmgsertraline) or combined
therapy. The results reported should be seen aenfirmation for the need of
intervention in adolescents with major depressigerder, with a significant decrease
of the CGI-S vs. baseline, but with no significaifterence between the three arms
(intent to treat analysis).

3. One original aspect, was the evaluation of the owwediators (serotonin,
noradrenalin and vanillyl mandelic acid), a potehsolution for an individualized
treatment based on neuromediators misbalancesrdndimeatment monitoring. Post

therapeutic levels (mean, pg/l) statistically déiet for serotonin and noradrenalin



were observed. Sub analysis in institutionalizedtobn was planned, but due to the
fact that this subcategory only represented 6, §1%6) from the total study
population, statistical tests were not performede Tfollowing aspects were
confirmed: frequent co morbidity with ADHD, chronievolution with frequent
hospitalizations and severity score CGI-S at baseli, 08 (DS 0, 46), higher than the
study mean score.

. There are still a number of open questions to Issvared regarding the treatment of
child and adolescent depression, including the tHc&lear therapeutical guidelines.
There is limited experience from randomized, placebntrolled studies, and only
one treatment authorized (FDA and EMA), while tlagdety warnings reflecting the
appearance of increased risk for suicidal behaweoere largely present in media.
One press release was issued (followed by Roma&asional Agency for Medicines
and Medicinal Devices) which included actionsfbysicians, families, nursing care
personnel of paediatric patients in treatment witkidepressants, independent of the
medical condition for which treatment was presatibe

Data obtained from one exploratory research, suwmeya sample of physicians,
representative at national level for the two sdéem Pediatrics (N=76) and Child
and Adolescent Psychiatry (N=41), confirm the pslitid data regarding increased
frequency of emotional disturbances and depressianstitutionalized children. 90,
2% of the physicians specialized in psychiatry 88d8% of the paediatric physicians
validated the statement “institutionalized andm@dd children and adolescents face
more emotional difficulties than general child aublescent population”.

. The results obtained in the current research cortfvat the measures taken regarding
deinstitutionalization are necessary and there meed to accelerate the prevention
programs for child-parent separation: day centrescovery centres, parents
counselling and support centres as well as abaneionprevention services by family

planning, prenatal monitoring etc.
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