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REFERATE GENERALE / GENERAL STUDIES

Genetica populatiilor umane: un izolat clasificat recent
cu tulburari psihice, neurologice si malformative

Genetics of human populations: an isolated community
recently classified with psychic, neurologic and malformation disorders

Constantin G. Lupu', Camelia Brosteanu?, Mihaela L. Ciublea’
REZUMAT

Introducere: Continuand studiile de genetica populatiilor umane incepute in anii 1963-1964, in care am descris populatii cu caracteristici de izolat, avind

coeficienti majori de endogamie si consanguinare, prezentim populatia dintr-un cartier al oragului B. din judetul Carag-Severin. Acest studiu inceput in
anul 2013, 1l continudm si in prezent (anul 2017). Ne referim la o micropopulatie compact de facturd indo-europeand de etnie romi (tigani) in care se
practicd uniuni intre rude, rezultind un procentaj crescut de patologie Autozomal Dominanti (AD) si Autozomal Recesiva (AR). In populatia studiati
predomini cazuistica de intarzieri cognitive AD si AR, patologie neuromusculard AR in comorbiditate cu microcefalie — asociere nesemnalatd pand in
prezent in Neuropatia Senzorio-Motorie (NSM). inregistrim cazuri de malformatii craniofaciale, aniridie AQ, surdomutitate, malformatii labio-pala-
tinale. Consultatiile si stabilirea diagnosticelor vor contribui la cunoasterea stirii de sinitate a acestei populatii, cit si la stabilirea sfaturilor medicale si
genetice corespunzitoare.

Cuvinte cheie: Genetica populatiilor umane mici, consanguinare, endogamie, izolat, patologie AD si AR la copii si adolescenti, predominenta intarzierilor
mintale §i a patologiei neurologice, comorbiditate cu malformatii congenitale; cazuri sociale, invitimant special, sfaturi medicale si genetice.

ABSTRACT

Introduction: Continuing studies on human genetics begun in 1963-1964, in which we described populations with the characteristics of isolated commu-
nities, having major coefficients of endogamy and consanguinity, we present the population from a neighbourhood of B. in Caras-Severin County. The
present study started in 2013 and is still going on (2017). We refer to a compact Indo-European micro-population of Roma ethnicity (Gypsy) Inpatient
where unions are made between relatives, resulting in an increased percentage of Autosomal Dominant (AD) and Autosomal Recessive (AR) pathology. In
the studied population, the casuistry of AD and AR cognitive delays, neuromuscular AR pathology in co-morbidity with microcephaly predominate — the
latter being an association that has not been identified in Sensory-Motor Neuropathy (SMN) yet. There are cases of craniofacial malformations, aniridia
AO, deaf-muteness, labio-palate malformations. Consulting and establishing diagnoses will help to know the health of this population and to establish
appropriate medical and genetic counselling.

Keywords: Genetics of small human populations, consanguinity, endogamy, isolated community, AD and AR pathology in children and adolescents,
predominance of mental retardation and neurological pathology, co-morbidity with congenital malformations; social cases, special education, medical and
genetic advice.

Prin definitie un grup de oameni care au un numar cartierul Migura, fertilitatea este prolifici fiind in

redus de strimogi, triiesc in conditii de izolare etnici,
geograficd si de traditii socio-culturale, constituie un
izolat de populatie umani (Hanhart). Conditiile pen-
tru constituirea unui izolat sunt stabilite prin existenta
uniunilor consanguine si organizarea in minim cinci
generatii. Sunt cunoscute grupuri de populatie izo-
latd §i in marile metropole. In populatia de romi din

evidentd familii cu 5 - 6 sau 8 copii.

Descrierile noastre se referd la un grup de populatie
din oragul B. jud. Caras-Severin, la Nord de paralela
45, in Muntii Dognecei (Banat). Dezvoltarea indus-
triald a acestei localititi corespunde cu inceputul me-
talurgiei in anii 1719-1720 si punerea in functiune a
primului cuptor de topit minereu de fier in anul 1725.
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REFERATE GENERALE

La inceputul sec. XIX s-a infiintat colonia Migura

cartier de romi rudari (mineri) si fierari.

Demografie: conform recensimantului din anul
2012 oragul B. are 15.840 locuitori din care 3,40%
etnici romi, adicd cca 640 locuitori. Aceasta popu-
latie de provenientd indo-europeani, s-a asezat in
cartierul montan Migura in anii 1925-1926, fiind o
populatie stabild, compacti dar cu unele oscilatii de-
mografice cuprinse intre 3,40% si 4,06% in decursul
anilor adici intre 640-656 locuitori. Caracteristica
de izolat se datoreste numirului mic de fondatori,
cisatoriilor endogame §i consanguine, apartenentei
la cultura specifici acestei etnii, pozitiei geografice
intr-o zona montani si particularititilor lingvistice
de tip dialect sau jargon.

Cei 128 copii i adolescenti cu probleme geneti-
ce, psihice, neurologice si malformative sunt luati in
evidentd prin consultatiile solicitate de parinti si re-
prezintd 19,05% din populatia de romi din cartierul
Migura. Apreciem ci cifra reald este diferitd, deoarece
in statistica noastrd nu sunt incluse toate cazurile de
adolescenti cu tulburiri de adaptare, de comporta-
ment, de scolarizare i refuz de consult medical.

Prin lipsa locurilor de munci in zoni, popula-
tia de romi este pauperd si subculturali. Conform
evidentelor din cabinetele medicilor de familie, dia-
gnosticele stabilite de specialisti se referd la :

» Intrzieri mintale ugoare si mijlocii AD;

+ Intérzieri mintale sechelare unor suferinte cerebra-
le pre-, intra sau postnatale cit si cele AR;

* Tulburiri psihice de adaptare, comportamentale,
opozitionism, refuz si abandon gcolar, TSA, stiri
prepsihotice si psihoze grefate pe retard mintal;

* Diferite grade de deficit al limbajului vorbit: alalie,
intarzierea vorbirii, dislogii; deficite ale limbajului
scris: agrafie, disgrafie;

* Tulburiri ale calculului aritmetic: acalculie, discal-
culii severe;

* Tulburiri ale limbajului scris: agrafie si disgrafie;

* Tulburiri severe ale cititului: alexie, dislexie.
Toate aceste tulburidri instrumentale ducind la
incadrarea in categoria “copil nescolarizabil”.
Aceste tulburiri ale instrumentelor de comu-
nicare sunt prezente si la generatiile anterioare,
de asemeni negcolarizati, avind deci transmisie
AD. Cunoscindu-se disabilititile psihologice ale
minorilor din Migura, in oragul B existd unitati
scolare speciale: gradinitd si scoald ajutitoare, la
care elevii beneficiazi de cursuri i transport gra-

tuit. Frecventa la aceste cursuri este oscilantd, pre-
dominind absenteismul;

* Diagnosticele de epilepsie la copii-adolescenti:
sunt in evidentd 11 cazuri ( 7 biieti i 4 fete) care
le-am incadrat in epilepsii G.M. familiale, epilepsii
cu retard mintal gi microcranie;

* Patologia neuromusculari este reprezentatd de mi-
astenie familala si de Neuropatia senzorio-motorie
specifica etniei de romi, prezentd la 3 biieti si 4
fete, asociatd la cinci din aceste cazuri cu micro-
cefalie, unul dintre biieti avind si surdomutitate.
Copii si adolescentii din cele sapte cazuri de ne-
uropatie provin din périnti §i bunici consanguini;

* Important de semnalat sunt tulburérile din spectrul
autist TSA( Tulburiri din Spectrul Autist) prezen-
te la trei baieti si doud fete;

* Tulburirile prepsihotice: la trei biieti adolescenti,
avand si retard mintal care nu au putut fi scolarizati;

* Patologia de somn este de tip AD: pavor nocturn
familial la cinci cazuri si enurezis la patru baieti;

+ In familiile examinate am identificat aspecte gene-
tice la trei cazuri de poli-ectrodactilie, malformatii
la nivel labio-buco-palatinal dupa cum urmeazi:
doi biieti cu dehiscentd labio-palatinald §i forme
de torus palatinal AD la 12 cazuri;

* Agenezii dentare cu deficit de implant, dentino-
genezd imperfectd a smaltului si dentinei; aniridie
AQ familiali, cataractd congenitald AO, epicantus
AOQ, toate la cite 2 - 5 cazuri;

* Tulburiri endocrinologice: 4 biieti cu agenezie tes-
ticulard si incd 4 cu criptorhidie. Instalarea precoce
a ciclurilor menstruale la 4 fete.

CONCLUZII

Inscriem un grup mic si compact de populatie din
SudVestul Romaniei, in categoria antropologici-me-
dicala de izolat uman, la care am constatat existenta
coeficientului crescut de endogamie si consanguinare.
Au fost efectuate studii medicale si de genetici la co-
pii si adolescenti incepand cu anul 2013 i in conti-
nuare, stabilindu-se existenta cazuisticii de patologie
AD si AR. In grupul studiat predomini diagnosticele
de intdrzieri cognitive si cele de neuropatie sensorio-
motorie specifice etniei de romi.

Vom continua studiile antropomedicale la acest
grup de populatie cu scopul de a fi utile grupului re-
spectiv si de a institui consiliere i sfaturi genetice.
Constatarile noastre pot fi utile autorititilor locale si
decidentilor judeteni.
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By definition, a group of people with a small num-
ber of ancestors, living in conditions of ethnic, geo-
graphical and socio-cultural isolation, constitute an
isolated human community (Hanhart). The conditi-
ons for establishing an isolated human community are
met by the existence of consanguineous unions and
the organization in at least five generations. Groups
of isolated populations are also known in large metro-
politan areas, too. In the Roma population from Ma-
gura neighbourhood, fertility is prolific, with families
with 5, 6 or 8 children on the record.

Our descriptions refer to a community in Caras-
Severin County, North of 45th parallel, in the Dog-
necei Mountains (Banat). The industrial development
of this locality corresponds to the beginning of the
metallurgy in the years 1719-1720 and the commissi-
oning of the first iron ore melting furnace in 1725. At
the beginning of the 19th century the colony Migura
was established, a neighbourhood of Roma so called
“rudari” (miners) and blacksmiths.

Demography: According to the 2012 census, town
B. has 15,840 inhabitants, of which 3.40% are Roma
ethnics, i.e. about 640 inhabitants. This Indo-Euro-
pean population settled in the Migura mountain dis-
trict in the years 1925-1926, being a stable, compact
population but with some demographic oscillations
ranging from 3.40% to 4.06% along the years, that is
between 640-656 inhabitants. The isolation feature of
this community is due to the small number of foun-
ders, to endogamous and consanguineous marriages,
belonging to the culture specific to this ethnicity, geo-
graphic position in a mountainous area and linguistic
peculiarities such as dialect or jargon.

The 128 children and adolescents with genetic,
psychological, neurological and malformation pro-
blems are on the record following the consultations
requested by the parents and represent 19.05% of the
Roma population in the Migura neighbourhood. We
estimate that the actual figure is different because our
statistics does not include all cases of adolescents with
adaptation, behavioural, schooling disorders and their
refusal of medical consultation.

Due to the lack of jobs in the area, the Roma po-
pulation is poor and sub-cultural. According to the
records of the family doctors’ offices, the diagnoses

established by the specialists refer to:

+ AD Mild and moderate mental retardation;

* Mental retardation due to pre-, intra- or post natal
brain disorders, as well as AR ones;

* Psychic disorders of adaptation, behavioural disor-
ders, negativism, school refusal and abandonment,
Autism spectrum disorder (48D), pre—psychotic states
and mental retardation psychoses;

* Different degrees of spoken language deficiency:
alalysis, speech retardation, dyslogies; disorders of
the written language: agraphia and disgraphia;

* Arrhythmic calculus disorders: acalculia, severe
discalculia;

* Severe reading disorders: alexia, dyslexia. All the-
se instrumental disturbances place the children in
the “unable-to-attend-school” category. These di-
sorders of the communication tools are also present
in previous generations, also unschooled, thus ha-
ving AD transmission. Knowing the psychological
disabilities of minors in Magura, there are special
school units in town B: a kindergarten and an au-
xiliary school where students receive free courses
and transport. Attendance in these courses is os-
cillating, absenteeism being predominant;

* Diagnostics of epilepsy in children-adolescents:
there are 11 cases (7 boys and 4 girls) that we have
diagnosed with familial grand mal epilepsy, epilep-
sy with mental retardation and microcephaly;

* Neuromuscular pathology is represented by famili-
al myasthenia and the Sensory-Motor Neuropathy
specific to the Roma ethnicity, present in 3 boys
and 4 girls, associated with five of these cases with
microcephaly, one of the boys also having a depre-
ssion. Children and adolescents of the seven cases
of neuropathy come from consanguineous parents
and grandparents;

* Itisimportant to note the disturbances in the autis-
tic spectrum ASD (Autistic Spectrum Disorders)
present in three boys and two girls; Pre-psychotic
disorders: Three adolescent boys with mental re-
tardation who could not be schooled;

* Sleep pathology is of AD type: family nocturnal
pavour in five cases and enuresis in four boys;

* In the examined families, we identified genetic as-
pects in three cases of poly-ectrodactyly and labio-
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buco-palatal malformations as follows: two boys
with labyrinth-palatal dehiscence and palatal torus
forms in 12 cases;

* Dental agenesis with deficit of implant, dentinoge-
nesis imperfecta of the enamel and dentin;

* Familial AO aniridia, congenital AO cataract, AO
epicanthus, all of them in 2-5 cases;

* Endocrine disorders: 4 boys with testicular agene-
sis and 4 with cryptorchidism. Early installation of
menstrual cycles in 4 girls.

CONCLUSIONS

We assign a small and compact group of popu-
lation from the South-West of Romania, to the an-
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Boli demielinizante ale sistemului nervos central-SNC:
clasificare si elemente de etiopatogenie

Demyelinating diseases of the central nervous system — CNS:
classification and elements of aetiopathogenesis

Axinia Corches

REZUMAT

Introducere: Sunt prezentate citeva mecanisme etiopatogenice si clasificarea bolilor demielinizante ale SNC, conform literaturii actuale de specialitate.
Bolile demielinizante sunt determinate de afectarea primari a mielinei de la nivelul SNC si sunt consecinta unui proces inflamator mediat imun, a unor
tulburdri metabolice genetice al metabolismului mielinei,sau a unui proces de demielinizare primard datorat unei leziuni cerebrale hipoxic-ischemice
sau toxice. Sunt caracterizate principalele forme clinice de encefalomielite acute diseminate, dup mecanismul de producere , cu sublinierea importantei
recunoasterii precoce ale acestora pentru instituirea tratamentului specific, cu limitarea in timp a evolutiei si imbunititirea calititii vietii pacientilor
diagnosticati cu aceastd boald .

Cuvinte cheie: boli demielinizante, SNC, mecanism fiziopatologic, forme clinice etiologice

SUMMARY

Introduction: Several actiopathogenic mechanisms and the classification of demyelinating diseases of the CNS are presented, according to the current
literature. Demyelinating diseases are caused by primary damage of myelin at the CNS level and are the result of an immune mediated inflammatory
process, of genetic metabolic disorders of myelin metabolism, or of a primary demyelinating process due to a hypoxic-ischemic or toxic brain injury. The
main clinical forms of acute disseminated encephalomyelitis are characterized, according to the mechanism of production, emphasizing the importance of
their early recognition for the establishment of specific treatment with the time-limited evolution and improvement of the quality of life in the patients

diagnosed with this disease.

Keywords: demyelinating diseases, CNS, physiopathological mechanism, actiologic clinical forms.

In grupul bolilor demielinizante se incadreazi o
serie de afectiuni a ciror trisiturd caracteristici mor-
fopatologici consti in afectarea si pierderea mielinei
de la nivelul SNC.

Conform literaturii actuale de specialitate, bolile
demielinizante sunt prezentate dupi mecanismele
etiopatogenice cu afectare primari a SNC.

Conceptul de demielinizare primard implic dis-
trugerea tecii de mielind, oligodentrocitelor si a ce-
lulelor Schwan cu prezervarea celorlalte componente
ale SNC. Afectarea axonali este comuni in leziunile
demielinizante si se coreleazi cu deficite functionale
permanente.

Bolile demielinizante ale SNC sunt consecinta:

* unui proces inflamator mediat imun urmat de

perturbarea dezvoltirii normale a mielinei (boli
demielinizante sau mielinoclastice);

* tulburidri metabolice si genetice ale metabolis-
mului mielinei cu formare de mielini anormald
(boli dismielinizante);

*un proces de demielinizare primari ca rezultat
al unei leziuni cerebrale hipoxic-ischemice sau a
unor toxice;

In Tabelul I este prezentati clasificarea tulburirilor

mielinei SNC dupi mecanismul de producere[1].

Encefalomielita acuti diseminati este cea mai co-
muni boald demielinizanti la copilul sub 12 ani, jar
Scleroza multipli la adolescenti si adulti.

Este dificil a distinge Encefalita Acutd Disemi-
nati (EAD) de primul episod de Sclerozi Multipli
(SM). Pentru diagnosticul de SM este necesar un al
doilea episod distinct dupd o luni de la debutul EAD.

Dupi ]. Menkes [1], este controversatd aceastd
ipotezd deoarece al doilea episod ar putea fi o recidivd
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Tabel 1. Clasificarea tulburirilor mielinei SNC

progresiva

: Inflamator/ . : Ereditar sau metabolic f
Autoimun Infectios demelinizant Toxic si metabolic Dismlelintzant Peroxizomal Vascular
Encefalomielita acuta Leucoencefalita multifocald L N Leuco encefalopatii .
diserminati progresiva Toxicitate Co Adrenoleucodistrofie mitocondriale Vasculite
Encefalomielita acutd Panencefalita subacutd - , Leucodistrofia
hemoragica sclerozanta DeikiendenitBiz metacromatica
Scleroza multipla P el ol Deficienta de folati Deficienta de sulfataza

de radiatii

Boala Marburg Encefalita subacuta HIV Toxicitate cu mercur Boala Krabbe

Boala Devic/ Encefalita subacuta Leukoencefalopatia post

Neuromielita optica Citomegalvirus hypoxic-ischemicd la nn Boala Alexander

Boala Bald/ Miglinoliza pontind si

scleroza concentrica extrapontind Boala Canavar

Boala Schilder/scleroza . . . | Boala Pelizaeus-Merz-
cerebrala difuzi Boala Marchiafava-Bignami bacher

Nevrita optica Leucoencefalopatie indusa Fenilcetonuria

Mielita transversa

Boala Tay-Sachs

Cerebelita postinfectioasa

Boala Nieman-Pick

Encefalita postinfectioasa de
trunchi cerebral

Gangliozidoze

Boala Fabry

EAD si nu primul episod de SM. Aceasti distinctie
poate fi ficutd numai in perioada prepubertara.
Nevrita opticd si combinatia intre nevrita optica si
mielita transversi (Boala Devic), frecvent sunt consi-
derate ca manifestiri ale EAD.

Mielita transversd purd este consideratd o entitate
nosologica distinctd datoritd unui mecanism complex
de producere: autoimun si post infectios [1].

O zonid de suprapunere semiologicd existd intre
EAD si sindromul Guillain Barré.

Este greu de clasificat SM tipul Marburg, Sclero-
za multipld mieloclastici (Boala Schilder) si Scleroza
Concentrici (Boala Balg).

La copiii mai mici de 2 ani, care au avut un singur
puseu de demielinizare severd cu edem, diagnosticul,
ar trebui si fie de SM sau, mai adecvat, EAD severi.

Mecanismul etiopatologicc al acestor boli demielini-
zante primare ale SNC (SM, EAD), este incomplet eluci-
dat sau chiar necunoscut (Boala Devic, Mielita transvers).

Ambele, SM si EAD sunt considerate ca boli au-
toimune, care presupun raspunsuri celulare si umora-
le, indreptate, cel putin in parte, fatd de antigene de
mielin;

Debutul de SM nu are o relatie clard etiologici cu
o infectie precedentd; puseele clinice ale bolii sunt de

obicei asociate cu producerea de imunoglobuline oli-
goclonale detectabile in lichidul cefalorahidian;

SM este determinati in multe cazuri, de o boali
infectioasa si este insotitd de concentratii crescute de
imunoglobuline in LCR;

Profilul normal al imunoglobulinelor in LCR este
caracteristic recurentelor din EAD, in comparatie cu
SM unde probabilitatea de anormalitate a imunoglo-
bulinelor in LCR este mai mare de 94% in asociere cu
recurenta in SM;

Un procent mic de pacienti care au prezentat pu-
see tipice de EAD in copiliria timpurie indeplinesc
criteriile clinice pentru diagnosticul de sclerozd mul-
tipla in timpul adolescentei;

Nu existd teste specifice de diagnostic sau bio-
marcheri de boald pentru a diferentia EAD de MS
la copil.

Este dificil de a diferentia EAD de alte encefalite
inflamatorii.

Sensibilitatea IRM pentru a demonstra anorma-
litatile in dezvoltarea si mentinerea mielinei au extins
conceptual tulburdrile care afecteaza mielina.

Intelegerea fiziopatologiei leucodistrofiilor evolu-
eazd si clasificirile leucodistrofiilor continui a fi ar-
bitrare.
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Tabel 2. Clasificarea leucoencefalopatiilor dupa mecanismul patologic de producere

Demielinizant

Dismielinizante o I

Spongiforme

Chistice

Adrenoleucodistrofia X-LINCATA Boala Pelizaeus-Merzbacher

Bola Canavan

cerebrald

Ataxia copilului cu hipomielinizare

Leucodistrofia Globoid cell Boala Alexander

Leucoencefalopatia megalencefalica

Leucodistrofia metacromatica Myelin basic protein deficiency

Maple syrup urine disease

Boli mitocondriale

Conform manualului de Neurologie pediatrici
Principles and Practice, editia a 4-a de Kenneth F. Swai-
man, bolile demielinizante sunt prezentate ca leuco-
distrofii si leucoencefalopatii [2].

Conceptul de Leucodistrofie a fost schimbat con-
siderabil de la definitia originald care a fost introdusi
pentru prima datd in 1928 de citre Bielschowvki si
Henneberg.

Termenul de leucodistrofie trebuie restrans la bo-
lile genetice care afecteaza dezvoltarea si intretinerea
mielinei si trebuie s excludd bolile dobandite ce afec-
teazd mielina cum este scleroza multipla si alte boli
care se asociazi leziunilor inflamatorii care afecteazi
mielina, bolile datorate unor toxice ca de exemplu ex-
punerea la solvent organic.

Termenul de leucodistrofie este totodatd contro-
versat pentru ci multe boli genetice care afecteazd
substanta albd chiar si acele boli care sunt considerate
leucodistrofii primare, pot implica nu numai substanta
albd a SNC sau nu numai mielina.

Chiar leucodistrofia primard poate implica nu nu-
mai substanta albi a sistemului nervos.

Termenul de leucoencefalopatie este mult mai
neutru si poate fi mai precis.

Leucoencefalopatiile cuprind bolile genetice
si dobdndite care selectiv sau predominant implicd
substanta albd a sistemului nervos central indiferent
de mecanismul fiziopatologic sau histologic de bazi.

Dupi mecanismul patologic leucoencefalopatiile
pot fi grosier impirtite in:
— Dismielinizante cu formare anormali de mielini

si cu tulburarea mielinizarii,

- Hipomielinizante cu sciderea producerii de mi-

eling,

— Demielinizante cu pierderea de mielind anterior
normal morfologic si functional,

— Spongiformd cu divizarea mielinei si formarea
de vacuole intramielinice,

— Chistica cu rarefiere a substantei albe si degene-
rare chistici.

In tabelul 2 sunt prezentate leucoencefalopatiile
dupid mecanismul patogenic de producere [3].

Clasificarea etiologici a leucoencefalopatiilor:
Leucoencefalopatiile dupi etiologie se clasifica
in urmatoarele entititi:
— Leucoencefalopatii mediate imun
— Tulburiri ale metabolismului lipidelor
— Tulburiri ale metabolismului proteinelor
—Tulburiri ale metabolismului aminoacizilor sau
a acizilor organici
— Defecte ale metabolismului energetic
— Alte cauze.
Este important a sublinia faptul ci nu se poate
face decit o clasificare artificiald in boli cu afectare
primard a substantei albe din miduva spindrii deoare-

Tabel 3. Clasificarea etiologici a leucoencefalopatiilor

: Sindrom MELAS Ataxia copilului cu
Scleroza multipla l(-i\idsrt(:ggruco E:grl;r g 5 Al Boala Canavan | (encefalomiopatia hipomielinizare
mitocondriala) cerebrala
, Leucodistrofia cu Deficienta primara de pro- | Aciduria
Bl sealless celule globoide teine a mielinei metalmalonica BoalaLeber
Encefalomielita acutd | Leucodistrofia Aciduria -
—— B — Boala Alexander oropionica Deficienta de complex |
Leucoencefalita acutd | Sindrom Sj6gren- - - Maple syrup urine | - .
hemoragic - Deficienta de merozind A Deficienta de complex Il
Sindrom Aicardi- Gout- | Xantomatoza Leucoencefalopatia Fenilcetonuria Deficienta de
ieres cerebrotendinoasa megalencefalicd citocromoxidaza
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ce bolile demielinizante pot fi si consecinta unor tul-
buriri generale de metabolism cu afectare secundard
a sistemului nervos, cum sunt galactozemia, fenilceto-
nuria, aciduria, boala Pompe si altele (Kolodny, 1993).

In tabelul 3 sunt prezentate principalele forme
etiologice de leucoencefalopatii [1].

CONCLUZII

Diagnosticul etiologic de boali demielinizanti
primard nu este usor de sustinut, avind in vedere me-

In the group of the demyelinating diseases there
are a series of diseases whose characteristic morpho-
pathological feature is the damage and loss of myelin from
the CNS. According to current literature, demyelinating
diseases are described according to the aetiopathogenic
mechanisms with primary involvement of the CNS.
The concept of primary demyelination involves the
destruction of myelin, oligodentrocytes and Schwann
cells with the preservation of other CNS components.
Axon damage is common in demyelinating lesions and
correlates with permanent functional deficits.

CNS demyelinating diseases are the consequence of:

* an imune mediated inflamatory process followed
by the disturbance of the normal development
of myelin (demyelinating or myelinoclastic
diseases);

* metabolic and genetic disorders in the myelin
methabolism with the formation of abnormal
myelin (dysmyelinating diseases);

* a process of primary demyelination as a result of
a hypoxic — ischemic or toxic cerebral lesion.

Table 1 presents the classification of myelin
disorders in the CNS according to the mechanism
that produces them [1].

Acute disseminated encephalomyelitis is the most
common demyelinating disease in the child under 12
years of age, while multiple sclerosis is most common
in adolescents and adults.

Itis difficult to distinguish the acute disseminated
encephalitis (ADE) from the first episode of Multiple
Sclerosis (MS) For the MS diagnosis, a second,
distinct episode is necessary after one month from the
first appearance of ADE.

According to J. Menkes [1], however, this

hypothesis is controversial because the second episode

canismele fiziopatologice implicate.

Este important insi a recunoaste o boald demieli-
nizantd primard pentru a putea institui un tratament
specific precoce cu limitarea in timp a evolutiei si
imbunititirea calititii vietii acestor pacienti si fami-
liilor lor.

Corticoterapia, imunoglobulinele si tratamentele
de ultimi generatie (INTERFERON), au dat un nou
sens vietii pacientilor diagnosticati cu boli demielini-
zante la vrsti mici.

might be an ADE relapse and not the first episode
of MS. This distinction might be made only in the
prepubertal period.

Optic neuritis and the combination between optic
neuritis and transverse myelitis (Devic disease) are
frequently considered manifestations of ADE.

The pure transverse myelitis is considered a
distinct nosologic entity due to a complex mechanism
of production: autoimmune and postinfectious [1]

There is a semiological area of superposition
between ADE and the Guillain Barré syndrome. It
is difficult to classify the MS of the Marburg Type,
the myelinoclastic MS (Schilder’s disease) and the
Concentric Sclerosis (Bald’s disease).

In children under 2 years of age, who had a single
severe demyelinating episode with oedema, the diagnosis
should be MS or, more adequately, severe ADE.

The aetiopathological mechanism of these
primary demyelinating diseases of the CNS (MS,
ADE) is incompletely elucidated or even unknown
(Devic’s Disease, Transverse Myelitis).

Both MS and ADE are considered as autoimmune
diseases, involving cellular and humoral responses
directed, at least in part, towards myelin antigens;
The debut of MS does not have a clear aetiological
relationship with a preceding infection; the clinical
bursts of the disease are usually associated with the
production of oligoclonal immunoglobulins that may
be detected in the cerebrospinal fluid (CSF);

In many cases, MS is determined by an
infectious disease and it is accompanied by increased
concentrations of immunoglobulins in the CSE;

The normal profile of the immunoglobulins in
the CSF is characteristic to the relapses in the ADE
compared to MS, where the probability of abnormality
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Table 1. Classification of myelin disorders at the level of the CNS.

encephalo-myelitis

panencephalitis

ystrophy

Hereditary
Auto immune i cl?ghasn:jmtogr{ atin Toxic and metabolic or metabolic Peroxisomal Vascular
y 9 Dismyelinating
Acute disseminated enceph- |Progressive multi focal L i Mitochondrial Leuko- "
alo-myelitis Leukoencephalitis Toxicity Go Al ey encephalo-pathies desali
Acute haemorrhagic Subacute sclerosing Vitaming B12 deficiency Metachromatic leukod-

Progressive rubella panen-

neuromyelitis optica

cytomegalovirus encephalitis

ko-encephalopathy in nn

Multiple sclerosis cephaliis Folate deficiency Sulphatase deficiency
. HIV-related subacute en- o .

Marburg disease cephali Toxicity with mercury Krabbe's disease

Devic’s disease/ Subacute Post hypoxic-ischemic Leu- Alexander disease

Bald’s disease/
concentric sclerosis

Pontine and extrapontine
myelinolysis

Canavan disease

Schilder’s disease/diffuse
cerebral sclerosis

Marchiafava-Bignami dis-
gase

Pelizagus-Merzbacher
disease

Leuko-encephalopathy in-

Optic neuritis

duced by radiations

Phenylketonuria

Transverse myelitis

Tay-Sachs disease

Pos-tinfectious cerebellitis

Nieman-Pick disease

Postinfectious brain stem
encephalitis

Gangliosidoses

Fabry’s disease

in immunoglobulins from CSF is higher than 94% in
association with the recurrence in SM;

A small percentage of patients who presented
typical bursts of ADE in their early childhood fulfil
the clinical criteria for the diagnosis of multiple
sclerosis in adolescence;

There are no specific diagnosis tests or disease
biomarkers in order to differentiate ADE from SM
in children.

It is difficult to differentiate ADE from other
forms of inflammatory encephalitis.

The MRI sensitivity to demonstrate abnormalities
in the development and maintenance of myelin
has conceptually extended the disorders affecting
myelin. Understanding the pathophysiology of
leukodystrophies is evolving, and classifications of
leucodistrophy continue to be arbitrary.

According to the Manual of Paediatric Neurology,
Principles and  Practice, 4" edition, by Kenneth FE
Swaiman, the demyelinating diseases are presented as
leukodystrophies and leukoencephalopathies [2].The
conceptofleukodystrophy hasbeen changed considerably
from the original definition, which was introduced in
1928 for the first time by Bielschowvki and Henneberg.
The term leukodystrophy should be restricted to genetic
diseases affecting the development and maintenance
of myelin and should exclude the acquired diseases
affecting myelin, such as Multiple Sclerosis and other
diseases associated with inflammatory lesions affecting
myelin, the diseases due to certain toxic substances such
as exposure to organic solvents.

Also, the term leukodystrophy is controversial
because many genetic diseases affecting the white
matter, and those diseases that are considered primary

Table 2 - Classification of leukoencephalopathies according to the pathogenic mechanism of production

Demyelinating /

Dysmielinating il e )

Spongiform Cystic

X-linked Adrenoleukodystrophy Pelizaeus-Merzbacher disease

Childhood ataxia with cerebral

Canavan disease hypomyelination

Globoid cell leukodystrophy Alexander’s disease

Megalencephalic
leukoencephalopathy

Metachromatic leukodystrophy Myelin basic protein deficiency

Maple syrup urine disease Mitochondrial diseases
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Table 3. Aetiological classification of leukoencephalopathies
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leukodystrophies, may involve not only the white
matter of CNS or not only the myelin. Even the
primary leukodystrophy may involve more than only
the white matter of the nervous system.

The term leukoencephalopathy is nore neuter
and could be more precise. The leukoencephalopathies
include genetic and acquired diseases which, selectively
or predominantly involve the white matter of the
CNS irrespective of the basic pathophysiological or
histological mechanism.

According to the pathological mechanism, the
leukoencephalopathies may be coarsely divided into:

— dysmyelinating with abnormal formation of
myelin and disorder in the myelination process,

- hypomielinating with decrease in the production
of myelin,

— demyelinating with loss of myelin which
was previously normal morphologically and
functionally,

- spongiform with myelin division and formation
of intramyelinic vacuoles,

— cystic with rarefaction of white matter and cystic
degeneration.

Table 2 presents the leukoencephalopathies according

to the pathogenic mechanism of production [3].

Aetiologicalclassificationofleukoencephalopathies:

According to their aetiology, leukoencepha-
lopathies may be classified into the following
entities:

- Immune mediated leukoencephalopathies,

— Lipid metabolism disorders,

— Protein metabolism disorders,

— Aminoacid and organic acid metabolism

disorders,

— Faulty energy metabolism,

— Other causes.

It is important to underline the fact that only
an artificial classification into diseases with primary

impact on the white matter from the spinal cord may
be formulated because the demyelinating diseases
may also be the consequence of certain general
metabolism disorders that affect the nervous system
secondarily, such as: galactosemy, phenylketonuria,
aciduria, Pompe disease and others (Kolodny, 1993)
Table 3 presents the main aetiological forms of

leukoencephalopathies [1].

CONCLUSIONS

The aetiologic diagnosis of primary demyelinating
disease is not easy to support, considering the
pathophysiological mechanisms involved in that
condition. However, it is important, to recognize
a primary demyelinating disease in order to
institute a specific early treatment with time-
limited evolution and improvement of the quality
of life of these patients and of their families.
Corticotherapy, immunoglobulins and state-of-the-
art treatments (INTERFERON) have given a new
meaning to the lives of patients diagnosed with
demyelinating diseases at an early age.
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Contributii la studiile tulburarilor mintale umane in cursul incendiilor,
cu referire la catastrofele recente

Contributions to the study of human mental disorders during fire,
referring to recent disasters

Constantin Lupu’, Doru Jurchescu?, Andras Lihor®

REZUMAT

Introducere: Incendiile cu participare umani sunt semnalate de la inceputurile istoriei. Clasificarea incendiilor dupi cauzele provocatoare: cauze natu-
rale datorate triznetelor si fulgerelor, gaze naturale autoaprinse, focuri aprinse prin fenomenul de lupi sau cele de cauze antropice inclusiv sabotajele si
incompetentele. Toate incendiile declanseazi stiri de anxietate, iar cele produse in colectivititi induc panici generald cu comportamente specifice. Copiii
si tinerii fiind nematurizati emotional, cognitiv si nepregatiti instructiv se manifesti imediat prin stiri psihopatologice de panici dominate de dezorien-
tare, paroxisme anxioase, fugi, tipete, agresiuni asupra vecinilor frici de moarte si alte tulburdri, de multe ori cu pasaj prin psihoze scurte cu ingustarea
constiintei, groaza si amnezie.

Cuvinte cheie: istorie, tulburdri psihice in incendii, stiri de spaimd i groazi, fugi stereotipe comportamente dezordonate, brutale cu striviri si zdrobiri,
stiri hiperanxioase si de panicd cunoscute din istorie si din incendiile recente, clasificarea incendiilor, elevi si adolescenti victimizati de panicd din incendii.

SUMMARY

Introduction: Fires involving human participation have been reported since the beginning of history. Fires may be classified according to the causes that
generated them: natural causes such as thunderbolts and lightning, self-igniting natural gas, fires ignited by the magnifying glass phenomenon or an-
thropogenic causes including sabotage and incompetence. All fires trigger anxiety and those that occur in communities induce general panic with specific
behaviours. Being immature emotionally and cognitively, as well as lacking specific training, children and young people immediately manifest psycho
pathological states of panic dominated by disorientation, paroxysms of anxiety, fleing, screams, aggressions against death-fearing neighbours and other
disorders, often with short psychotic episodes, narrowing of consciousness, horror and amnesia.

Keywords: history, psychic disorders in fires, fears and horrors, stereotyped fleeing, disordered, brutal behaviours, with crushing and smashing, hyper anxi-
ous and panic moods known from history and from recent fires, classification of fires, fire panicked victimized schoolchildren and adolescents.

Din mitologia greacd, de la zeul PAN s-a conce-
put cuvintul PANICA. Acest zeu avea puterea de a
produce dezordine, fricd, perturbdri printre oameni cu
trdiri de groazd si anxietiti. Inseamni ci aceste situatii
erau cunoscute din antichitate. In decursul secolelor au
apirut date noi despre diferite dezastre si multiple ma-
nifestdri de panici. S-a constatat ci stirile de panicd
umani, chiar si ale copiilor si adolescentilor sunt ase-
minitoare in diferite veacuri. Dar in istorie nu existi
semnalari despre suferintele in incendii ale adultilor si
copiilor cu dizabilititi motorii sau psihice sau cu riniti,
care avind aceste handicapuri devin frecvent victime
prin incinerare. Este cunoscut ci au existat multe in-
cendii in azile sau spitale cu pavilioane din lemn.

Dintre cele mai cunoscute incendii din istorie
amintim pe cel de la Sodoma si Gomora (Geneza
V.1 -9), incendiul provocat de imparatul Nero, care
a mistuit Roma in anul 64, arderile oraselor Pompei
si Herculaneum din anul 79 datorate eruptiei Vezu-
viului, etc. La noi sunt semnalate incendiile din sec
XVIII si XIX din Targoviste, Bucuresti, Brasov, lasi,
Séantana. Din trecut, din stirile si descrierile recente,
este cunoscut cd victimele sigure ale incendiilor — pro-
duse ziua sau noaptea — sunt sugarii si copiii mici, care
nu pot reactiona prin pirisirea spatiilor inchise.

Dar, comparind efectele psihice ale catastrofelor,
s-a stabilit ci tulburirile psihice sunt foarte diferite
dupid natura dezastrelor. Cele mai distrugitoare sunt
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marile inundatii, pandemiile, cutremurele, foamea si
rizboiul, situatii in care numirul victimelor s-a cifrat
la multe mii de morti si milioane de suferinzi. Dar in
cele mai mari incendii nu s-au inregistrat peste 1000~
2000 de victime. Unul din celebrele incendii din anul
1666 de la Londra nu a avut nici o victimi; nici la “in-
cendiul perdelelor” de la nunta lui Napoleon din anul
1809. Dupd uriasul incendiu din Bazar de la Charite
din Paris de la 4 mai 1897 au fost “numai” 150 de
victime, ceea ce este relativ putin pentru un dezastru
atit de mare. Atunci s-a constatat si s-a descris pentru
prima dati stereotipul panicii colective.
Sistematizdrile actuale apartin cercetitorilor
francezi de la “Institut International du Feu” care au
descris etapele panicii din incendiile mari, din bom-
bardamentele incendiare, din exploziile cu substante
pirotehnice, sau din deflagratiile prin scurgeri de gaze.
Simptomele care au fost selectate ca specifice
pentru tulburdrile psihice in incendii sunt pierderea

bruscd a controlului mintal si a controlului situatiei,
fuga spontand necontrolati si periculoasi spre iesiri
sau spatii mai largi, incluzind accidente precum ci-
derile si strivirile, incendierea hainelor si/sau arderea
suprafetelor neprotejate de piele (decolteuri, dezbri-
cate), strigite disperate. Intoxicarea cu gaze de ardere
produce cianozare si sufocare avind ca efecte pierde-
rile de constiinta. Fugile dezordonate sunt dominate
de anxietate paroxistici si de teami — fobia - de moar-
te (tanatofobia) declansatd de panica grupului.

La incendiul prin sabotaj din 7 aprilie 1990 de pe
vaporul de pasageri "SCANDINAVIEN STAR”s-a
declansat spaima si panica cu fugi in multe directii. In
incendiu au pierit 159 de oameni. Dupi acest dezastru,
tirile scandinave au infiintat “Centrul de cercetiri ale
stirilor de panicd in catastrofe”. Ei au initiat conditii
pentru prevenirea panicii stiind cd “anxietatea, frica si
panica, sunt mai puternice decat curajul”. In incen-
diile recente din Bucuresti de la cluburile “Colectiv”

Fig. 1. Incendiul provocat de turci la Minastirea Maria Radna, jud Arad - 1780
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si “Bamboo” cu participarea in majoritate de elevi si
studenti, au fost descrise manifestari specifice si cu-
noscute in literatura de specialitate referitoare la pa-
nica din incendii. Au fost victimizati elevi, adolescenti
si tineri. Studiile psihologice si sociografice din aceste
catastrofe au confirmat cunostintele clasice despre
tulburirile din situatiile de panici colectivd. Se impun
masuri de informare in care s se faci exercitii de pani-
cd provocatd pentru evitarea situatiilor de dezinhibitie
psihici cu agitatie si provocarea de victime.

CONCLUZII

Tulburirile psihice din incendii ale copiilor,
adolescentilor si adultilor sunt amenintiri destul de
frecvente. Cele mai cunoscute sunt suferintele cu arsuri
in catastrofe casnice. Frecventa incendiilor cu partici-
piri colective este semnalati in toate tarile, iar in aceste
situatii tulburirile psihice anxioase, fugile si panica nu
se pot evita. Cunoscindu-se simptomele panicii, de-
ducem cd instruirile si exercitiile preventive, ar putea
controla victimizarea prin panica din incendii.

Reproduceri din Muzeul Mandstirii Radna jud. Arad
Foto: C. Lupu

The word PANIC derives from the god PAN in
Greek mythology. This god had the power to provoke
disorder, fear, disturbances among people with
feelings of terror and anxieties. This means that such
situations have been known since Antiquity. Along
the centuries, new data were recorded about various
disasters and multiple manifestations of panic. It has
been found that human panic states, even in children
and adolescents, are similar in various centuries.
But in history, there are no reports of fire sufferings
endured by adults and children with motor or psychic
disabilities or injured persons with these disabilities
becoming frequent victims through incineration. It is
known that there have been many fires in asylums or
hospitals with wooden pavilions.

Among the most famous fires in history, we
mention that from Sodom and Gomorrah (Genesis
V.1 - 9), the fire caused by Emperor Nero, who
destroyed Rome in the year 64, the burning of the
cities of Pompeii and Herculaneum in the year 79 due

Fig. 2. Incendiul din Santana, jud. Arad -2 mai 1858
Fuga locuitorilor adulti si copii

to the eruption of Vesuvius, and so on. In our country,
the fires of the 18th and 19th centuries in Targoviste,
Bucharest, Brasov, Iasi, Sintana are recorded. From
the past and from recent news and descriptions, it is
known that the indisputable victims of fires - produced
by day or night - are infants and young children who
can not react by leaving enclosed spaces

But, comparing the mental effects of
catastrophes, it has been established that psychic
disorders are very different according to the nature
of disasters. The most destructive are the major
floods, pandemics, earthquakes, hunger and war,
in which the number of victims came to many
thousands of deaths and millions of sufferers. But
in the biggest fires there were no more than 1,000-
2,000 victims. One of the most famous fires, in
1666, in London, had no victim; not even the “fire
of curtains” at Napoleon’s wedding in 1809. After
the huge fire in the Bazaar at Charite in Paris on

May 4,1897 there were “only” 150 casualties, which
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is relatively little for such a disaster. Then, the
stereotype of collective panic was first discovered
and described.

The current systematizations belong to the French
researchers at the “Institut International du Feu”, who
described the stages of panic in large fires, incendiary
bombings, pyrotechnic explosions, or gas leakage
deflagrations.

Symptoms that have been selected as specific
for mental disorders in fires are sudden loss of
mental control and situation control, uncontrolled
and dangerous spontaneous flight to larger exits or
spaces, including accidents such as falls and crashes,
burning of clothes and / or burning of unprotected
surfaces of the skin (cleavage, undressed parts of the
body), desperate shouts. Combustion gas poisoning
produces cyanosis and choking, resulting in loss of
consciousness. The disordered flights are dominated

by paroxysmal anxiety and death fear/ phobia -
(tanatophobia) triggered by group panic.

The sabotage fire of April 7, 1990 on the
SCANDINAVIEN STAR passenger ship triggered
fear and panic with flights in many directions. In
the fire, 159 people died. After this disaster, the
Scandinavian countries set up the “Disaster Panic
Research Center”. They initiated conditions to
prevent panic knowing that “anxiety, fear and panic are
stronger than courage”. In the recent fires in Bucharest
from “Collective” and “Bamboo” clubs, with the
participation of mostly students and other categories
of youth, specific manifestations were described and
known in the literature on panic from fires. Students,
adolescents and young people have been victimized.
The psychological and sociological studies of these
catastrophes confirmed the classical knowledge about
disorders in collective panic situations. Information

Fig. 1. The fire set by the Turks at Maria Radna Monastery, Arad County, 1780
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measures are required to initiate drills in provoked
panic to help prevention in situations of psychological
dis-inhibition with agitation and resulting in victims

CONCLUSIONS

Mental disorders of children, adolescents and
adults due to fire disasters are rather frequent threats.
The most well-known are the sufferings with burns
in domestic catastrophes. The frequency of fires with
collective participation is signalled in all countries, and
in these instances the anxious psychic disorders, the
running away and panic cannot be avoided. Knowing
the symptoms of panic, we conclude that training
and preventive exercises might control victimization
through panic due to fires.

Facsimiles from the Museum of Radna Monastery,
Arad County
Photography: C. Lupu
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Tipare de identificare a emotiilor la parintii copiilor
cu tulburare de spectru autist

Patterns of emotions identification in parents of children
with autism spectrum disorders
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Andprei Nicolae Vasilescu®, Cristina Maria Nedelcu, Ilinca Mihailescu®,
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REZUMAT

Introducere: Recunoasterea emotiilor in fenotipul tulburirilor de spectru autist este un subiect intens studiat, dar existi putine studii care se adreseazd
valentei atribuite emotiilor ambigue la indivizii cu aceastd patologie. Scopul acestui studiu a fost de a identifica diferente in perceptia emotiilor la parintii
copiilor cu tulburdri de spectru autist in comparatie cu périntii copiilor cu alte patologii. 136 participanti cu varsta cuprinsi intre 19 si 56 ani au fost inclusi
in acest studiu, dupd semnarea consimtimantului informat si obtinerea aprobirilor etice locale. 14 dintre acestia au copii diagnosticati cu tulburare de
spectru autist (pASD), 16 au copii diagnosticati cu alte tulburdri psihice (pPD-nASD), 36 au copii care nu au fost niciodatd diagnosticati cu o tulburare
psihici si 70 subiecti nu au avut niciodatd copii (NC/CNP). Subiectii au fost expusi la o serie de fotografii cu actori ce imitd diverse expresii faciale si au
fost rugati si le atribuie acestora valente si si recunoasci emotiile. Au fost identificate diferente semnificative in recunoasterea expresiei faciale doar in cazul
expresiei neutre (%(123,2) =20.31, p<0.001). Latenta in atribuirea valentei diferitelor emotii a fost semnificativ diferitd intre cele doud grupuri. Latentele
in rispunsuri au variat in functie de valentele atribuite fiecirei emotii, cum ar fi latenta pentru emotiile cirora le-au fost atribuite valente pozitive a fost
semnificativ mai mare pentru subiectii din gupul NC/CNP (Z=35407.5, n1(valenti negativi) =355, n2(valentd pozitivi) =173, p=0.04.

Bazandu-ne pe rezultate, putem concluziona ci parintii copiilor cu tulburiri psihice pot interpreta diferit emotiile faciale.

Cuvinte cheie: autism, emotii faciale, valent emotional, recunoasterea emotiei, psihiatria copilului si adolescentului.

ABSTRACT

Introduction: Emotion recognition in the autistic spectrum disorder phenotype is a widely studied subject, however there are few studies that address the
valence attributed to ambiguous emotions by individuals with this pathology. The aim of this study was to identify differences in emotion perception in pa-
rents of children with autism spectrum disorders in comparison with parents of children with other pathologies. 136 participants aged 19 to 56 years were
included in this study, based on informed consent and with local ethical approval. 14 had children diagnosed with autism spectrum disorders (pASD), 16
had children diagnosed with other mental health pathologies(Ppd-nASD), 36 had children that have never been diagnosed with any mental health disor-
der and 70 subjects did not have children (NC/CNP). The subjects were exposed to a series of photographs of an actor mimicking various facial expressions
and were asked to attribute valences to these and to recognize the emotions. There were significant differences in recognizing the expression only in the
case of the neutral face, (¥(123,2) =20.31, p<0.001). The latency in attributing a valence to certain emotions was significantly different between the groups.
'The response latencies have varied according to the valence attributed to each emotion, such as the latency for emotions that had been attributed positive
valences was significantly higher for the subjects in the NC/CNP group (Z=35407.5, n1(negative valence) =355, n2(positive valence) =173, p=0.04.
Based on these results, it may be concluded that parents of children with psychiatric disorders might interpret facial emotions differently.

Keywords: autism, facial emotions, emotional valence, emotion recognition, children and adolescents psychiatry.
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INTRODUCERE

De la teoriile epigenetice pini la cele legate de
mariajul asortativ [1], a fost acordati multd atentie
investigdrii trisiturilor specifice parintilor copiilor cu
tulburiri de spectru ca posibili factori predictivi. 2, 3].

In 2001 si 2006 Baron-Cohen si echipa sa au pu-
blicat doui articole [4, 5] care au aritat ci mamele
copiilor cu tulburiri de spectru autist au un coeficient
de empatizare scizut (EQ), in timp ce tatii au pre-
zentat un coeficient de sistematizare crescut (SQ).
Aceastd descoperire a devenit mai tirziu numiti ca
teoria mariajului asortativ [6,7], ficind cunoscutd
astfel ideea ci pirintii copiilor cu tulburiri de spectru
autist prezintd fenotipuri specifice de comportament,
fiind mai putin predispusi la interactiuni sociale ex-
tinse [8]. Aceste teorii au ridicat semne de intrebare
privind influenta educatiei versus cea a bagajului gene-
tic [9] in dezvoltarea tulburirilor de spectru autist. Cu
alte cuvinte, dacd parintii prezinta comportamente de
atasament atipic in mica copildrie, este foarte posibil
ca acestia s aibd o influentare importanti a maturdrii
corticale, in special daci existd o predispozitie geneticd
a copilului privind trisiturile de spectru autist.

In plus, a fost recent raportat faptul ci pirintii co-
piilor cu tulburiri de spectru autist au o dezvoltare mai
lentd a abilititilor legate de limbaj si o evolutie inegald
a performantelor in diferite domenii educationale in
anii de scoald, ce se coreleazd cu severitatea simpto-
melor copiilor acestora [10]. De asemenea, de la de-
scrierea fenotipului tulburirilor de spectru autist de
citre Asperger si Kanner, s-a observat ci rudele de
gradul intéi ale copiilor cu tulburiri de spectru autist
prezintd pattern-uri particulare de interactiune soci-
ald, cu o scidere a interesului fatd de relatiile sociale
si cu un grad mai mare de retragere sociali [11,12].
Acesta a fost descris ca un fenotip autist extins [13].
Toate aceste observatii au dus, de fapt, la mai multe
intrebdri decat rispunsuri: daci fenotipul autistic ex-
tins a existat inainte, de ce abia acum se inregistreazd
o crestere atat de mare a incidentei acestei patologii?
Ce anume o determina? Ce s-ar intdmpla cu toti acei
copii care sunt acum diagnosticati la o varstd foarte
mici fird terapie? Este aceasta o consecintd a pattern-
urilor de parenting curente sau sunt responsabili alti
factori de mediu? Toate aceste intrebiri au fost abor-
date in diverse lucriri de cercetare dar riman incd in
dezbatere [14, 15].

In prezent, ,standardul de aur” in tratamentul
tulburirilor de spectru autist este terapia comporta-

mentald personalizati [16]. Totusi, doar interventia
psihoterapeuticd nu este suficientd, fiind necesard o
abordare comportamentald permanentd pentru fami-
lie [16].1n general, copii cu formele mai usoare de tul-
burare de spectru autist, vor prezenta o imbunititire
semnificativd in ariile cognitie si limbaj, la marea ma-
joritate mentinindu-se dificultitile in interactiunea
sociali in stadiile de dezvoltare ulterioare [17]. De
aceea, este foarte important pentru périnti sa devind
sensibilizati la indiciile emotionale pe care trebuie
si le prezinte copiiilor acestora. In situatia in care, ei
insisi au dificultiti in perceperea emotiilor, este crucial
s se lucreze si cu acesti pdrinti, pentru a obtine re-
zultate optime in procesul de terapie al copiilor [18].

In acest context, scopul principal al studiului nos-
tru a fost s verifice dacd parintii copiilor cu tulbu-
rare de spectru autist prezinti anumite dificultiti
in recunoasterea expresiilor faciale si in atribuirea
valentelor potrivite pentru acestea.

MATERIAL SIMETODE

O suti treizeci si sase de participanti cu varsta cu-
prinsi intre 19 si 56 ani au fost inclusi in acest stu-
diu, dupd semnarea consimtiméantului informat si
obtinerea aprobirii etice locale. Dintre acestia, 14 (un
tatd) au avut copii diagnosticati cu tulburiri de spec-
tru autist, 16 (3 tati) au avut copii diagnosticati cu alte
tulburdri mintale, 36 (12 tati) au avut copii care nu au
fost niciodatd diagnosticati cu o tulburare mintald si
70 subiecti fird copii (25 birbati).

Diagnosticul copiilor a fost stabilit in Departa-
mentul de Psihiatrie a Copilului si Adolescentului
din cadrul Spitalului Clinic de Psihiatrie “Prof. Dr. Al
Obregia” din Bucuresti, Romania, conform criteriilor
ICD 10 si dupa aplicarea testelor coprespunzitoare.

Un actor calificat a fost fotografiat exprimind
urmitoarele emotii: fricd, furie, fericire, surprinde-
re, dezgust, dispret, tristete si o expresie neutrd, in
concordanti cu Sistemul de codare al expresiilor faci-
ale al lui Paul Ekman [19]. Un program personalizat a
fost conceput in OpenSesame 3.1.2 [20], folosind fo-
tografiile. Testul a constat in doua faze. In prima faz,
subiectii au vizut imaginile, fiecare emotie pe rind
ruland pe ecranul calculatorului. Au fost rugati si
apese 0 anumita tastd dacd considerd emotia din ima-
gine pozitivi si o altd tastd dacd o considerd negativi,
cit mai repede posibil. Fotografiile s-au schimbat la
apisarea unei taste. Valoarea atribuitd si latenta in
rispuns au fost inregistrate. In cea de-a doua parte
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a experimentului, subiectii au fost rugati si aleagid
emotia potrivitd pentru fiecare fotografie dintr-o listd
de emotii.

Toti subiectii care nu au reusit si completeze
partea respectivd a testului din cauza unor erori teh-
nice (au apisat tasta prea rapid sau au raportat ci nu
au acordat suficientd atentie imaginilor de pe ecran)
au fost exclusi din analiza. In total, 123 parinti au
completat prima parte a testului (94 pirinti ai copiilor
fird patologie psihiatricd si adulti fird copii (NC/
CNP), 15 pirinti ai copiilor diagnosticati cu alte tul-
buriri mintale (PD-nASD) si 14 pirinti ai copiilor
diagnosticati cu tulburare de spectru autist (ASD).
Cea de-a doua parte a experimentului a fost comple-
tatd cu success de 94 subiecti (66 NC/CNP, 15 PD-
nASD, respectiv 13 ASD).

Datele au fost analizate folosind SPSS 22.0, re-
spectiv Excel. Distributia datelor a fost verificati fo-
losind testul Shapiro-Wilk si teste parametrice au
fost utilizate pentru p>0.05. Comparatii post-hoc
au fost utilizate pentru testarea multiplelor variabile
pentru a determina diferentele specifice dintre cele
doui grupuri.

REZULTATE

In prima parte a experimentului, majorita-
tea subiectilor din grupul NC/CNP au recunoscut
emotiile in concordantd cu descrierea acestora din
FACS. Nu s-au inregistrat diferente semnificative in-
tre parintii cu copii neurotipici si adultii fard copii, asa
cd au fost considerati un singur grup in analizele ul-
terioare. Tabelul 1 prezinti procentul emotiilor faciale
recunoscute in fiecare grup.

Avind in vedere faptul ci inspectia vizuali a
distributiei datelor in interiorul grupurilor sugereazi
cd ar putea fi diferente intre subiecti din diferitele gru-
puri, testul binomial asociat a fost aplicat pentru a ve-
rifica nivelul de semnificatie al acestor diferente. S-au
observat diferente semnificative in recunoasterea ex-
presiei faciale doar in cazul emotiei neutre, (4*(123,2)
=20.31, p<0.001), pentru ci subiectii din grupul
PD-nASD au avut o rati mai mici de recunoastere
a emotiilor in comparatie cu celelalte doud grupuri

Tabelul 2 - Rezultatele testului Kruskall-Wallis privind
latentele in atribuirea unei valente pentru fiecare emotie.
Pentru fiecare testare, df=2, n=94. LpTD = latenta raspun-
sului la parintii copiilor cu dezvoltare tipica, LpOP=latenta
raspunsului la parintii copiilor cu alti patologie psihiatrica,
LpASD-= latenta raspunsului la parintii copiilor cu tulburiri
de spectru autist.

. , rezultatele comparatiilor
emotie P % | post-hoc
- LpTD<LpASD (p=0.014)
fericire 0.001 14.65 LpTD<LpOP (p:0007)
. LpTD<LpASD (p=0.023)
surprindere | 0.001 | 13.67 LpTD<LpOP (p=0.009)
N LpTD<LpASD (p=0.02)
) LpTD<LpASD (p=0.015)
LpTD<LpASD (p=0.026)
LpTD<LpASD (p=0.028)
_ LpTD<LpASD (p=0.024)
. LpTD<LpASD (p=0.038)

(p<0,01 in ambele cazuri) (figura 1).

Latenta in atribuirea valentei diferitelor emotii a
fost semnificativ diferitd intre grupuri, verificatd prin
testul Kruskall-Wallis, cu comparatii post-hoc utili-
zate (tabelul 2).

Variatiile in interiorului grupului intre latentele in
asocierea de valente a fost semnificativi in toate cele
trei grupuri, acestea fiind verificate cu testul non-pa-
rametric Friedman ANOVA (pentru NC/CNP xX(7,
66) =397.59, p<0.001, pentru pASD (;4(7, 13) =87.02,
p<0.001, pentru pPD-nASD (7, 15) =102.95,
p<0.001).

Latenta in rdspunsuri a variat in functie de valenta
atribuiti fiecirei emotii, ca de exemplu in cazul latentei
pentru emotii cdrora li s-au atribuit valente pozitive,
aceasta fiind semnificativ mai mare la subiectii din
grupul NC/CNP (Z=35407.5, n1(valentd negativi)
=355, n2(valentd pozitivd) =173, p=0.04, latenta me-

Tabelul 1- Procentul emotiilor faciale recunoscute de membrii fiecirui grup in concordanta cu definitia FACS

% Surprindere Dezgust Tristete Dispret Fericire Frica Neutru Furie
NC/CNP 93.9 50.5 424 51.5 93.9 51.5 72,7 90.9
PD-nASD 80 60 26.7 26.7 93.3 40 33.3 73.3
ASD 92.9 64.3 50 50 92.9 50 21.4 78.6
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Numéar subiecti

NC/TC

Figura 1. Numirul de subiecti care au recunoscut corect/incorect emotia de surprindere din fiecare grup

diand pentru emotiile cu valentd negativi = 3.9s, IQR
=2.8s, latenta mediand pentru emotiile cu valenti
pozitivi =4.5s, IQR=3.7s). La subiectii din celelalte
doud grupuri nu au fost identificate variatii in latenta
rispunsului in functie de valenta atribuiti.

CONCLUZII SIDISCUTII

Avind in vedere aceste rezultate, poate fi conclu-
zionat ci pdrintii copiilor cu tulburiri psihiatrice pot
interpreta diferit emotiile faciale. Acest aspect nece-
sitd cercetdri ulterioare, avind in vedere importanta
educatiei in interpretarea expresiilor faciale. Un aspect
remarcabil care a fost observat in rezultatele noastre
este acela cd in grupul parintilor cu copii neurotipici/
subiecti fird copii, latenta rispunsului la cerinte a fost
mai mare pentru imaginile percepute ca pozitive, in
comparatie cu cele percepute ca negative. Acesta este
un fenomen studiat in comportamentul uman, unde
in loc de a evita stresul indus de stimuli neplicuti,
tendinta este de a minimiza expunerea la acesta, ma-
ximizand expunerea la stimuli plicuti [21]. Interesant
insd, este faptul ¢, parintii copiilor cu patologie psihi-
atricd, fie ¢ vorbim despre tulburiri de spectru autist
sau alte patologii psihiatrice, nu au prezentat rispun-
suri discriminative in grupul nostru de studiu. Acesta

cnASD

Raspunsuri

gresit
] corect

cASD

poate fi explicat printr-o alterare a rispunsului la stres
la acesti pirinti, asa cum a fost descris anterior [22].
In plus, performanta la cerinte, misuratd prin viteza
rispunsului a fost mai mare la subiectii fird copii/
cu copii neurotipici in comparatie cu celelalte doud
grupuri de studiu. Aceasta se poate datora, cel putin
partial dificultatilor percepute in recunoasterea expre-
siilor faciale, observindu-se si prin diferentele sem-
nificative in recunoastere, in mod particular pentru
emotiile ambigue. In situatiile sociale, poate fi dificil
pentru pdrintii acestor copii si rispundd adecvat
sau si inteleagd intrebiri subtile, acesta fiind un
aspect important de luat in considerare in abordirile
psihoterapeutice si in managementul cazului.

Aceste rezultate subliniazd idea ci, pentru un re-
zultat pozitiv al terapiei comportamentale aplicatd
copiilor cu tulburdri psihiatrice, in special celor cu
tulburiri neurodevelopmentale, o abordare sistemi-
ci ar trebui luati in considerare. In plus, pare si fie
cruciald asigurarea ci interpretarea intrebarilor legate
de emotii la care pirintii acestor copii rispund este
adecvati si in concordanti cu interpretarea standard.

Un alt aspect important de luat in considerare este
acela al fenotipurilor subclinice ale pirintilor copii-
lor cu patologii psihiatrice, ceea ce ridicd mai departe
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intrebdri privind intricarea educatiei cu natura plus
educatia mediului de dezvoltare al diverselor patologii
psihiatrice. S-a dovedit deja ci, caracteristicile fenoti-
pale ale parintilor copiilor cu tulburiri de spectru au-
tist pot influenta rezultatele copiilor in terapie.

From epigenetic theories to assortative mating [1],
a lot of attention has gone into searching for specific
traits in the parents of children with autism spectrum
disorders as possible predicting factors [2, 3].

In 2001 and 2006 Baron-Cohen and his team
published two articles [4, 5] that showed that the
mothers of children with autism spectrum disorders
had low empatization quotients(EQ), whereas the
fathers had high systematization quotients (SQ).
This discovery later became known as the theory of
assortative mating [6,7], establishing the idea that the
parents of children with autism spectrum disorders
present, themselves, specific behavioral phenotypes,
less prone to extensive social interactions [8]. These
theories have raised a very interesting point regar-
ding the influence of nurture versus nature [9] in the
development of autism spectrum disorders. In other
words, if the parents exhibit non-typical attachment
behaviors in the early age, it is very likely for these to
have an important influence of the cortical maturati-
on, especially if the child has a genetic predisposition
towards autistic traits.

Furthermore, it has been recently reported that
parents of children with autism spectrum disorder
had a slower development of language related skills
and an uneven evolution of their performance in
different educational domains in their school years,
which correlated to the severity of their children’s
symptoms [10]. Also, since the description of the
autistic phenotypes by Asperger and Kanner, it has
been noted that the first degree relatives of children
with autism spectrum disorders exhibit peculiar pat-
terns of social interactions, with a decreased interest
in social relationships and a higher degree of soci-
al withdrawal [11,12]. This has been described as a
broader autistic phenotype [13]. All these observati-
ons have, in fact, led to more questions than answers:
if the broader autistic phenotype existed before, why
do we only now see such an increase in the incidence

of the pathology? What determines it> What would

Concluziondm prin sublinierea necesititii ur-
miririi subiectului si abordirii terapeutice sistemice
pentru patologiile de neurodezvoltare ale copiilor si
adolescentilor.

happen to all the children who are now diagnosed at a
very young age without therapy? Is this a consequence
of current parenting patterns or are there other en-
vironmental factors responsible? All these questions
have been addressed in various research papers, how-
ever, they are still under debate [14,15].

Currently, the golden standard in the treatment
of autism spectrum disorders is the personalized be-
havioral therapy [16]. Still, just the psychotherapy is
not enough, this needs to be a permanent behavioral
approach for the family [16]. In general, the children
with the milder forms of ASD will make good progress
on the cognitive and language domains, most of them
maintaining difficulties in social interactions in further
development stages [17]. This is why it is important for
the parents to become sensitive to the emotional cues
that they need to present to their children. If they, in
themselves, have difficulties in perceiving emotions, it
is crucial to work on these with the parents as well, for
optimal results in the child’s therapy process [18].

In this context, the main goal of our study was to
verify whether the parents of children with ASD have
more difficulties recognizing facial emotions and at-
tributing appropriate valences to these.

MATERIALS AND METHODS

One hundred thirty-six participants aged 19 to 56
years were included in this study, based on informed
consent and with local ethical approval. Out of these,
14 (one father) had children diagnosed with autism
spectrum disorders, 16 (3 fathers) had children dia-
gnosed with other mental health pathologies, 36 (12
fathers) had children that have never been diagnosed
with any mental health disorder and 70 subjects did
not have children (25 males).

The children’s diagnoses were established in the
Child and Adolescent Department of the “Prof. Dr.
Al. Obregia” Clinical Psychiatry Hospital in Bucha-
rest, Romania, based on ICD10 criteria and appropri-
ate diagnosis tests.
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A trained actor was photographed while expres-
sing the following emotions: fear, anger, happiness,
surprise, disgust, contempt, sadness and a neutral
face, according to Paul Ekman’s Facial Action Co-
ding System [19]. A custom program was designed
in OpenSesame 3.1.2 [20], using the photos. The test
consisted of two phases. In the first phase, the subjects
saw the images, one emotion at a time, on a computer
screen. They were asked to press one key if they found
the emotion in the picture positive, and another key if
they found it negative, as fast as possible. The photos
changed on key press. The attributed value and the
latency of response were recorded. In the second part
of the experiment, the subjects were asked to pick the
suitable emotion for each photograph from a list.

All the subjects that failed to complete the respec-
tive part of the test due to technical errors (they pre-
ssed the keys to fast, or had reported that they not
paying sufficient attention to the images on screen)
were excluded from the analysis. In the end, 123 pa-
rents completed the first part of the task (94 parents
of children without pathology and adults without
children (NC/CNP), 15 parents of children with
non-ASD psychiatric diagnoses (PD-nASD) and 14
parents of children with ASD (ASD)). The second
part of the experiment was successfully completed
by 94 subjects (66 NC/CNP, 15 PD-nASD, respec-
tively 13 ASD).

The data were analyzed using SPSS 22.0, respec-
tively Excel. The distribution of the data was checked
using the Shapiro-Wilk test, and parametric tests
were used for p>0.05. Post-hoc comparisons were
employed for multiple variables testing in order to
determine the specific differences between each two
groups.

RESULTS

In the first part of the experiment, most of the sub-
jects in the NC/CNP group recognized the emotions
in accordance to their description from FACS. There
were no significant differences between the parents
with neurotypical children and the adults without
children, so they were considered as a single group

Table 2 - The results of Kruskall-Wallis testing of the
latencies of attributing a valence to each emotion. For each
test run, df=2, n=94. LpTD =latency of response in parents

of children with typical development, LpOP= latency of
response in parents of children with other pathologies,
LpASD=latency of response in parents of children with
autism spectrum disorders.

emotion p y2 | post-hoc comparison results

LpTD<LpASD (p=0.014)
LpTD<LpOP (p=0.007)
LpTD<LpASD (p=0.023)
LpTD<LpOP (p=0.009)
LpTD<LpASD (p=0.02)
LpTD<LpOP (p=0.004)
LpTD<LpASD (p=0.015)
LpTD<LpOP (p=0.004)
LpTD<LpASD (p=0.026)
LpTD<LpOP (p=0.002)
LpTD<LpASD (p=0.028)
LpTD<LpOP (p=0.006)
LpTD<LpASD (p=0.024)
LpTD<LpOP (p=0.006)

LpTD<LpASD (p=0.038)
LpTD<LpOP (p=0.008)

happiness | 0.001 | 14.65

surprize 0.001 | 13.67

fear 0.001 | 15.02

sadness 0.001 | 15.31

neutral 0.001 139

disgust 0.001 | 139

anger 0.001 | 14.06

contempt 0.001 | 13.07

for further analysis. Table 1 presents the percentage of
recognized facial emotions in each group.

Given the fact that the visual inspection of the
distribution of the data within the groups suggests
that there might be differences between the subjects
in the different groups, paired binomial testing was
applied to check the significance level of these diffe-
rences. There were significant differences in recog-
nizing the expression only in the case of the neutral
face, (y4(123,2) =20.31, p<0.001), because the subjects
in the PD-nASD group had a lower rate of emotion
recognition when compared to the other two groups
(p<0,01 in both cases) (figure 1)

The latency in attributing a valence to certa-
in emotions was significantly different between the
groups, as verified by the Kruskall-Wallis test, with
post-hoc paired comparisons (table 2).

The within group variation between the latencies
in emotion valence appropriation was significant in
all three groups, as verified by Friedman’s non-para-

Table 1 - The percentage of emotions recognized by the members of each group in accordance to thei FACS definition

% Surprise Disgust Sadness Contempt Happiness Fear Neutral Anger
NC/CNP 93.9 50.5 42.4 515 93.9 51.5 72,7 90.9
PD-nASD 80 60 26.7 26.7 93.3 40 33.3 73.3
ASD 92.9 64.3 50 50 92.9 50 21.4 78.6
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Figure 1. The number of subjects that have correctly/incorrectly recognized the emotion of surprise in each group.

metric ANOVA test (for NC/CNP (7, 66) =397.59,
p<0.001, for pASD (347, 13) =87.02, p<0.001, for
pPD-nASD (¥*(7,15) =102.95, p<0.001).

The response latencies have varied according to
the valence attributed to each emotion, such as the
latency for emotions that had been attributed positive
valences was significantly higher for the subjects in
the NC/CNP group (Z=35407.5, nl(negative valen-
ce) =355, n2(positive valence) =173, p=0.04, median
latency for emotions with negative valence = 3.9s,
IQR =2.8s, median latency for emotions with positive
valence =4.5s, IQR=3.7s). The subjects in the other
two groups there were no identifiable variations in
response latency according to valence.

CONCLUSIONS AND DISCUSSION

Based on these results, it may be concluded that
parents of children with psychiatric disorders mi-
ght interpret facial emotions differently. This needs
to be further investigated, given the importance of
education in interpreting facial expressions. One
remarkable aspect that has been revealed by our re-
sults is that in the group of parents with neurotypi-
cal children/ subjects with no children, the latency

cnASD

Answers

B wrong
M right

cASD

of response to the task was higher for the pictures
perceived as positive, than for those perceived as
negative. This is a studied phenomenon in human
behavior, where, in order to avoid the stress induced
by non-pleasant stimuli, one tends to minimize the
exposure to it, whereas maximizing the exposure to
pleasant factors [21]. Interestingly, the parents of
children with psychiatric pathologies, be they ASD,
or other pathologies, have not exhibited this discri-
minative response in our study group. This may be
due to an altered stress response in these parents, as
previously described [22]. Moreover, the task per-
formance, as measured in the response speed was
higher in for the subjects with no children/with
neurotypical children than in the other two study
groups. This may be, at least, partly due to the per-
ceived difficulties in recognizing the facial emoti-
ons, as hinted by the significant differences in re-
cognition, particularly for the ambiguous emotions.
In social situations, this may make it difficult for the
parents of these children to respond accurately, or
to understand subtle ques, and this is an important
aspect to consider in terms of the psychotherapeutic
approach and case management.
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CLINICAL STUDIES

These results substantiate the idea that, for a po-
sitive outcome of behavioral therapy in children with
psychiatric disorders, especially those with neurode-
velopmental disorders, a systemic approach should
be considered. Moreover, it seems of the utmost im-
portance to make sure that the interpretation of the
emotional ques to which the parents of these children
respond is accurate and in accordance with the stan-
dard interpretation.

Another important aspect to be considered is
that of the subclinical phenotypes in parents of chil-
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REZUMAT

Introducere: Consecintele LCP in majoritatea cazurilor sunt influentate de diagnosticul intirziat si de ineficienta tratamentului timpuriu. Cercetirile curente

din domeniul neurostiintelor sunt directionate spre identificarea modelelor care vor preveni afectarea si moartea celulelor nervoase conditionati de diversi factori
patologici. Scopul studiului: evidentierea variabilelor etiologice, manifestirilor clinice precoce, modelelor imagistice, electrofunctionale si imunologice la copiii cu
LCP, sugestive pentru formarea prognosticului afectiunilor reziduale ale SNC. Metodologia cercetarii: Au fost cercetati 1036 de copii niscuti la termen repar-
tizati in felul urmitor: 422 copii cu LCP de gradul I, 310 copii cu LCP de gradul II, 304 copii cu LCP de gradul I11. Toti copiii au fost urmiriti de la 1-3 pini
12 60 (48£12) luni. A fost efectuat examenul electroencefalografic si imagistic, examenul factorilor neurotrofici (BDNF si CNTF) prin metoda imunoenzimatici
ELIZA. Pentru analiza statistici a datelor obtinute au fost utilizate programele Statistica 7.0 (Statsoft Inc) si EXCEL. Rezultate obtinute: Simptomele cele
mai frecvente sugestive pentru LCP s-au intalnit in loturile copiilor cu LCP de gradul II si III. Colectarea anamnezei a permis evidentierea a 38 factori de risc
responsabili de LCP. Analiza prin metoda regresiei logistice a permis s sumarizim 5 factori cu risc major ce au influentat dezvoltarea LCP i s calculim probabi-
litatea evolutiei acestora spre AR. A fost gisiti o asociere intre anamneza perinatali observati la nastere si riscul dezvoltirii AR majore (RR 53,3; 95, 3,35-4,37).
Probabilitatea dezvoltirii AR si riscul invalidititii au fost apreciate pe baza unor criterii definite: aspecte imagistice, electrofiziologice si nivelurile serice scizute ale
BDNF (r =-0,918) si CNTF (r_=-0,921) la vérsta de 1-3 luni. Concluzii: A fost atestati o legaturi directi puternici intre gradul e afectare a SNC la nagtere si
severitatea tulburdrilor neuropsihice in perioada de recuperare (r_=0,899, mY=0,05"). Analiza matematici permite, in functie de variabilele individuale prezente, si
se aprecieze probabilitatea i riscul aparitiei AR ale SNC. Riscul relativ (RR) al sechelelor neurologice poate fi prezentat prin urmitorii indici, in leziunile cerebrale
de gradul: I - risc redus (RR=1,28-1,61); II - risc mediu (RR=1,7-2,5), I1I - risc major (RR=>2,5). Corelatiile dintre modificirile structurilor cerebrale, anomaliile

elecroencefalografice si nivelurile serice scizute ale BDNF si CNTF confirmi riscul invalidititii neuropsihice severe.

Cuvinte cheie: leziuni cerebrale perinatale (LCP), afectiuni reziduale (AR), hipoxic ischemic (HI), paralizie cerebrali (PC), epilepsie (EP), factori neurotrofici (FN)

SUMMARY

Introduction: The consequences of PCL, in the most cases, are influenced by delayed diagnosis and early treatment ineffectiveness. Current research in neuroscience is

geared towards identifying patterns that will prevent nerve cell damage and death by various pathological factors. Scope of the study: to highlight etiological variables,
primary clinical manifestations, imagistic, electro-functional and immunological models in children with PCL, suggestive for the prognosis of residual CNS disorders.
Methodology of research: 1036 children born in term, were distributed as follows: 422 children with 1st degree PCL, 310 children with PCL grade I1, 304 children with
PCL grade III. All children were monitored from 1-3 to 60 (48+12) months. The electroencephalographic and imaging examination was performed, the neurotrophic
factor (BDNF and CNTF) examination by the ELIZA immunoenzymatic method. Statistica 7.0 (Statsoft Inc) and EXCEL were used in the statistical analysis of the
obtained data. Obtained results: The most common symptoms suggestive of PCL have been found in groups of children with PCL IH grade I and III. Collection of
the anamnesis allowed to highlight 38 risk factors responsible for PCL. The logistic regression analysis allowed us to summarize 5 major risk factors that influenced the
development of PCL and calculate the probability of their progression to RD. An association was found between the perinatal anamnesis observed at birth and the risk
of developing major RD (RR> 3.3; 95, 3.35-4.37). The probability of RD development and disability risk was assessed on the basis of defined criteria: imagistic, elec-
trophysiological and the low serum levels of BDNF (r,_=-0.918) and CNTF (r_ = -0.921) at 1-3 months of age. Conclusions: A strong direct relationship was found
between the degree of CNS involvement at birth and the severity of neuropsychiatric disorders during recovery (r, =0.899,mY =0,05"). The mathematical analysis allows,
depending on the individual variables present, to assess the likelihood and risk of occurrence of RD of the CNS. The relative risk (RR) of neurological sequelae can be
presented by the following indices in cerebral lesions of grade I: low risk (RR = 1.28-1.61); II - medium risk (RR = 1.7-2.5), III - major risk (RR => 2.5). Correlations

changes in the brain structures, electroencephalographic anomalies and the low serum levels of BDNF and CNTE, confirm the risk of severe neuropsychiatric disability.
Keywords: Perinatal cerebral lesions (PCL), residual disorder (RD), hipoxic ischemic (IH), cerebral palsy (CP), epilepsy (EP)
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STUDII CLINICE

Introducere: Complicatiile din partea SNC, cum
sunt leziunea hipoxic-ischemici, deseori sunt respon-
sabile de declinul in neurodezvoltare. Mai multi au-
tori considerd ci aceasta se produce, in cea mai mare
parte, antepartum sau intrapartum [1, 2]. Sub 36%
dintre decesele inregistrate la copiii sub cinci ani au
loc in perioada neonatald si sunt provocate de naste-
rea prematurd, asfixie la nastere si infectii. Unii autori
remarci ci accidentele vasculare (AVC) ischemice
sunt unele dintre cele mai frecvente complicatii ale
hipoxiei si ischemiei in prima siptimani de viati [1].
Autorii unui ghid canadian privind problemele AVC
considerd cd, desi rezultatele neurodezvoltirii sunt
anormale, deseori cauza acestora rimane neclard si
trebuie ciutatd in perioada perinatali [2, 3].

Leziunile cerebrale perinatale (LCP) pot influenta
in mod negativ dezvoltarea neuropsihomotorie ulte-
rioard a copilului avind implicatii medico-sociale si
economice severe. Gravitatea procesului lezional la
nastere, precum si rapiditatea si corectitudinea ma-
nevrelor terapeutice efectuate sunt decisive pentru
prognostic. Consecintele LCP variazd de la 20-40
pand la 60% dintre copiii care supravietuiesc unui
prejudiciu al creierului. Mai multe studii relateaza ci
consecintele hipoxiei variazi de la deficite comporta-
mentale ugoare pand la afectiuni severe, retard mental
si/sau paralizie cerebrali (PC) si epilepsie (EP) [4]. In
ultimii ani, numeroase studii urmiresc scopul de a gisi
modalititile de prevenire, de diagnostic timpuriu si de
tratament neuroprotector al leziunilor cerebrale [5-8].
Se depun eforturi sustinute pentru intelegerea meca-
nismelor patogenetice care stau la baza patologiilor
reziduale (PR) ale SNC [9-13]. Unii autori sustin c3,
in ciuda unui management adecvat al encefalopatiei
neonatale (EN) hipoxic-ischemice, multe asfixii peri-
natale nu pot fi prevenite [14].

Consecintele LCP in majoritatea cazurilor sunt
influentate de diagnosticul intdrziat si de ineficienta
tratamentului administrat timpuriu. Cercetirile cu-
rente din domeniul neurostiintelor sunt directionate
spre identificarea modelelor care vor preveni afectarea
si moartea celulelor nervoase conditionati de diversi
factori patologici. In pofida cercetirilor realizate in

ultimele doud decenii, nu sunt stipulate clar metodele
de preventie a LCP.

Scopul studiului: cercetarea factorilor de risc,
printre care evidentierea variabilelor etiologice, a ma-
nifestarilor clinice si paraclinice precoce, care intru-
nesc modele sugestive pentru formarea prognosticului
afectiunilor reziduale ale SNC la copiii cu leziuni ce-
rebrale perinatale.

Metodologia cercetarii: au fost supravegheati
1036 (L,) copii niscuti la termen, care au suportat
encefalopatie neonatali (EN) hipoxic-ischemici, re-
partizati in functie de gradul de severitate a leziunii
cerebrale perinatale (LCP) in felul urmitor: 422 copii
—gradul I (L,,); 310 — gradul II (L,,); 304 — gradul
111 (L1c)‘ Lotul martor (LO) — 344 copii ,conventional
sinitosi”. Toti copiii au fost urmdriti de la 1-3 pani la
60 (48+12) luni (tabelul 1).

Toate cazurile au fost evaluate prin examenul
anamnestic, clinic, electroencefalografic si imagistic.
Pentru elucidarea particularititilor patogenetice si de
prognostic al LCP, intr-un lot de 100 de copii selec-
tati din lotul de bazi (25 — gradul I, 25 — gradul II, 25
— gradul III si 25 -, conventional sinitosi”), la vérs-
tele de 1-3 luni, au fost evaluate concentratiile serice
ale factorului neurotrofic derivat din creier (BDNF) si
ale factorului neurotrofic ciliar (CNTF), prin metoda
imunoenzimatici ELIZA. A fost aplicat setul de pro-
grame statistice SPSS v1.8, QUANTO v1.2, Review
Manager (RevMan) v/, 5.1, GMDR software Beta 0.9,
cu utilizarea urmitoarelor metode: media aritmetici,
eroarea standard, frecventa relativi, coeficientul de
corelatie, testul Student, testul y2 (chi pitrat), testul
ANOVA, testul Mann-Whitney, regresia logistici.

Rezultatele regresiei logistice modeleaza relatia
dintre o multime de variabile independente si o vari-
abild dependenti dihotomici (tabelul 2).

Probabilitatea evenimentului pentru fiecare subiect
din studiu poate fi calculati prin urmatoarea formul:
y
e

,unde ¢ — este o constanti
1+e”

matematicd = 2,72.
Exemplu: cazul in care toate variabilele sunt pozi-
tive obtinem urmitoarea ecuatie de prognostic:

P=

Tabelul 1. Repartitia copiilor in loturile de studiu in functie de gradul de severitate a LCP, in baza datelor retrospective (abs., %)

Grupuri de studiu

L, (1=334) L, (1=422)

L,,(n=310) L,,(n=304)

Abs. P+ES (%) Abs. P+ES (%)

Abs. P4ES (%) Abs.

P4ES (%)

334 | 24,4% (95,22,13-26,67) | 422

30,8% (95,28,35-33,25) | 310 | 22,6% (95,20,39-24,21) | 304

2,2% (95,20,01-24,39)

30 Revista de Neurologie si Psihiatrie a Copilului si Adolescentului din Roménia - Iunie 2017 - vol. 23 - nr. 2



STUDII CLINICE Metode predictive de apreciere a riscului aparitiei leziunilor cerebrale * Svetlana Hadjiu
Tabelul 2. Descrierea regresiei logistice

Variabila Coeficientul (B) ES Criteriul Wald (52) p OR 95,
Hipoxie intrauterna 1,633 0,375 18,941 0,000 5118 2,453-10,678
Patologiile cordonului ombilical 0,997 0,365 7,485 0,006 2,71 1,327-5,538
Evolutia patologicd a sarcinii
(iminenta de avort, toxicoza 1,377 0,476 8,382 0,004 3,963 1,560-10,068
gravidicd)
Patologile placenteisiale 2,150 0,404 28,327 0,000 8588 | 3,890-18,959
membranelor
Asfixie In nastere 2,121 0,237 9,538 0,003 1,143 0,542-3,176
Constantd -2,346 3,955 0,352

Y=-2,346 + (1,633 x 1) + (0,997 x 1) + (1,377 x 1) + (2,15
x 1)+ (2,121 x 1) = 5,932
) 725,932

“Teg 7

Probabilitatea dezvoltirii PR in acest caz este de
0,997 sau 99,7%.

Explicatie: copilul la care sunt prezenti toti facto-
rii de risc are o probabilitate de dezvoltare a bolii de
0,997 (99,7%).

Un alt exemplu, cazul in care copilul a prezentat
doar primele 4 criterii de prognostic (fird asfixie), ob-
tinem urmitoarea ecuatie:

Y=-2346 + (1,633 x 1) + (0,997 x 1) + (1,377 x
1) +(2,15x 1)+ (2,121 x 0) = 3,811

072381
142,72

Probabilitatea dezvoltirii PR la acest copil este de
0,978 sau 97,8%.

Cazul in care a fost prezentd hipoxia intrauterind
si evolutia patologicd a sarcinii, obtinem urmétoarea
ecuatie:

Y=-2,346 + (1,633 x 1) + (0,997 x 0) + (1,377 x
1) + (2,15 x 0) + (2,121 x 0) = 0,664

0,664
:LOGM:O,GGO
142,72%

Probabilitatea dezvoltirii PR la acest copil este de
0,660 sau 66,0%.

Astfel, in functie de numirul variabilelor prezente,
putem calcula riscul dezvoltirii PR la copil.

Rezultate obtinute. Starea de sinitate a parintilor
péni la conceperea fitului, indeosebi cea a mamei, este
importantd pentru sindtatea viitorilor copii. In studiu
s-au autoapreciat drept sinitoase 1249 (91,2%; 95,
90,43-91,97) femei din cei 1370 copii urmdriti, cea

=0,978

mai mare pondere fiind printre mamele copiilor din
L,—317(94,9%; 95.,93,7-96,1), 1ar cea mai mica prin-
tre mamele copiilor din L, . — 258 (84,9%; 95 ., 82,84-
86,96) femei (x2=22,0, gl=3, p<0,001) (tabelul 3).

Cele mai multe probleme de sinitate in timpul
sarcinii le-au avut mamele din L. - 228 (75,0%;
95.,72,52-77,48), dupi care au urmat mamele din
L, — 197 (63,5%; 95, 60,77-66,23), apoi cele din
L, — 246 (58,3%; 95, 55,9-60,7) cazuri. Mame-
le din L au fost conventional sinitoase, 51 (15,3%;
95, 13,3-17,3) au prezentat anemie de gradul I, iar
25 (7,5%; 95, 6,1-8,9) — pielonefriti.

Sarcina a avut o evolutie fiziologici la 235 (17,2%;
95, 16,2-18,2) femei, majoritatea fiind mame ale co-
piilor din L, — 214 (15,6%; 95, 14,62-16,58). Cea
mai frecventd problemi din sarcini a fost gestoza tim-
purie — 740 (54%; 95 ., 52,65-55,35) cazuri, urmati de
iminenta de avort — 459 (33,5%; 95, 32,22-34,78) si
gestoza tardivd — 333 (24,3%; 95, 23,14-25,46) ca-
zuri. Frecventa evolutiei patologice a sarcinii in lotu-
rile de studiu a fost mai mare in L, si L. (figura 1,
tabelul 3).

Traumatisme in timpul sarcinii au suferit 22
(1,6%; 95, 1,3-1,9) femei. Cea mai mici pondere
a traumatismelor s-a Inregistrat printre mamele din
L, -2 (0,6%; 95, 0,2-1,0) cazuri, iar cea mai mare
pondere — printre mamele din L, . - 12 (3,9%; 95,
2,8-5,0) cazuri (y2=14,6, gl=3, p<0,01).

Misciri patologice ale fitului s-au inregistrat in
157 (11,5%; 95, 10,6-12,4) cazuri. Rezultatele cele
mai bune au fost inregistrate in lotul de copii sinitosi
(x2=122, gl=3, p<0,001).

Una dintre cele mai frecvente probleme inregis-
trate in timpul sarcinii a fost hipoxia intrauterind —
982 (71,7%; 95, 70,48-72,92) cazuri, cu o diferentd

considerabild si statistic autentificatd intre copiii care
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Fig. 1. Frecventa problemelor care au determinat evolutia patologici a sarcinii la mamele copiilor inclusi in studiu (n=1370, %)
Noti: GTim — gestozd timpurie, LA — iminentd de avort, GT - gestozd tardivd, NF — nefropatie, HA — hipertensiune arteriald,
IVF — infectii virale frecvente, SP - supraponderabilitate, CV — convulsii, HC — hipercolesterinemie, EF — evolutie fiziologicd.

au dezvoltat ulterior LCP - 974 (71,1%; 95, 69,88~
72,32) cazuri si cei sinitosi — 8 (2,4%; 95, 1 56 3,24)
cazuri (p<0,000). Alte probleme antenatale intalnite
mai des au fost: evolutia patologicd a sarcinii (gesto-
za timpurie si cea tardivd, iminenta de avort, toxemia
gravidici etc., p<0,004), patologiile placentei (placen-
ta praevia, placenta abruptio, polihidramnio, p<0,000)
si ale membranelor (chorioamnionitis, ruperea pre-
maturd sau prelungiti, p<0,000), diferite patologii ale
cordonului ombilical (procidenta sau circularea, cor-
don scurt etc., p<0,006).

Nu mai putin importante sunt afectiunile postna-
tale, printre care citim asfixia postnatalid de diferite
grade, de care au suferit 535 (39,1%; 95 ., 37,78-40,42)
nou-niscuti. Ponderea acestui factor agravant a fost
mai mare printre copiii care au dezvoltat ulterior tul-
buriri neurologice — 533 (51,4%; 95, 49,85-52,95)
cazuri (p<0,003, rxy=0,714). Traumatism perinatal
asociat au suportat 235 (17,2%; 95, 16,18-18,22)
nou-niscuti, cea mai mare pondere fiind printre co-
piii din L, — 172 (56,6%; 95, 53,76-59,44) cazuri,
(p<0,001) (tabelul 3).

Starea copilului imediat dupd nastere se apreciazi
prin scorul Apgar. La 1 minut dupd nastere, scorul
mediu Apgar integral a constituit 5,4+0,1 puncte, cu
valoarea minimi 1 si maxima 9 puncte. Cea mai micd
medie a scorului Apgar a fost inregistratd in L, , — 2,4
(95, 2,36-2,44) puncte, iar cea mai mare in L — 7,7
(95.,7,66-8,36) puncte. Peste 5 minute dupi natere,

valoarea medie a scorului Apgar a crescut compara-

tiv cu perioada imediatd dupd nastere, media esanti-
onului fiind de 6,9 (95, 6,85-6,95) puncte, cu valori
cuprinse intre 2 si 10 puncte. Ca si in cazul datelor
inregistrate la 1 minut, cel mai mic scor mediu peste 5
minute a fost inregistrat in L, . — 4,5 (95 ,4,45-4,55)
puncte, iar cel mai inalt in L, - 8,6 (95, 8,56-8,64)
puncte.

Au fost inregistrati parametrii antropometrici la
nastere: greutatea si perimetrul cranian. Greutatea
medie a copiilor inclusi in studiu a fost de 3381,5
(95, 3368,8-3394,2) grame, copiii din L,. avind
cea mai micd medie de grup — 3300,4 (95, 3264,7-
3336,1) grame. Perimetrul cranian mediu la copiii lu-
ati in studiu a fost de 33,7 (95, 33,68-33,72) cm, cu
cea mai micd valoare medie la copiii din L, — 33,4
(95, 33,32-33,48) cm. Diferenta semnificativi statis-
tic intre loturi — p<0,001. Copiii niscuti cu VG 37-38
sdptimani s-au intalnit in special in L, ., iar cei ndscuti
supratermen (VG >40 siptimani) —in L, si L.

Prezenta sindroamelor sugestive pentru o afectiu-
ne neurologicd a fost importantd pentru determinarea
severititii LCP si categorisirea copiilor in grupuri de
urmirire. Simptomele cele mai frecvente in acest sens
s-au intalnit la copiii din L. (figura 2, tabelul 3). Du-
rata manifestirilor clinice este unul dintree cele mai
importante criterii pentru aprecierea severititii bolii.
Astfel, la copiii din L, , simptomele clinice s-au pre-
lungit pe parcursul a 24/36 ore, la cei din L, - 72/94
ore, iar la cei din L, . — mai mult de 1 sdptimana (ta-

belul 3).
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Tabelul 3. Factori nocivi cu semnificatie pentru dezvoltarea parologiilor reziduale ale SNC la copii

Parametri statistici
Nr d/o Factori de risc Coeficient de Eroarea (mr) Criteriul t- Semnificatia statistica
corelatie (rxy) Student (tr) (%2), ()

| Din partea mamei in timpul sarcinii (x2)
1 Anemie 0,72 0,013 55,3846 ¥2=82,6; <0,001
2 | Pielonefrita 0,64 0,016 40 y2=41,3; <0,001
3 Hipertensiune arteriald 0,52 0,019 27,3684 ¥2=20,1; <0,001
4 | Hipotiroidie 0,46 0,011 21,2856 x2=18,3; <0,001
5 Diabet zaharat 0,12 0,001 9,2 12=2,24; p>0,05
6 Viciu cardiac 0,24 0,010 12,3242 ¥2=7,02; p>0,05
7 | Convulsii 0,08 0,000 58 ¥2=11,1; p<0,05
8 | Gestozd timpurie 0,81 0,009 90 ¥2=86,6; <0,004
9 | Gestozd tardivd 0,59 0,018 32,7778 y2=74,8; <0,004
10 | Iminentd de avort 0,42 0,22 19,0909 y2=12,4; <0,004
11 | Alimentatie incorecta 0,46 0,013 19,3578 ¥2=16,8; <0,001
12 | Regim de viata suprasolicitant 0,38 0,009 17,4664 ¥2=11,9; p<0,01
13 | Supraponderabilitate 0,40 0,012 16,9876 ¥2=15,2; p<0,01
14 | Traumatisme in timpul sarcinii 0,36 0,010 14,5386 ¥2=14,6; p<0,01
I Suferinte fetale
1 Hipoxie intrauterind 0,85 0,008 106,25 ¥2=198; <0,000
2 Patologiile membranelor 0,48 0,021 22,8571 ¥2=174; <0,000
3 | Patologiile placentei 0,46 0,020 21,7882 ¥2=168; <0,000
4 | Patologiile cordonului ombilical 0,51 0,02 25,5 ¥2=138; <0,006
5 Miscéri fetale patologice 0,48 0,016 22,3 ¥2=122; p<0,001
6 | Malpoztii fetale 0,22 0,009 18,978 ¥2=28; p<0,001
7 Sarcind gemelard 0,28 0,012 12,426 ¥2=26; p<0,001
[ Parametri de sanatate in timpul nasterii

Asfixie postnatala 0,74 0,012 61,6667 ¥2=126; <0,003
2 Traumatisme perinatale asociate 0,89 0,006 148,3333 <0,001
3 :irLtﬁJrivent,ii laborioase in timpul trava- 0.48 0,015 16,3474 12=98; <0,001
g | Nestere n perioada critca (37-38 0,24 0,011 19,4356 12=102; <0,001

saptamani)
v Semne de suferinta la nastere (Testul Wilcoxon, p, F, 12)
1 Scor Apgar 0,56 0,017 30,5776 7=31,506;p<0,001
9 Greutatea corporald la nastere (gra- 0.48 0,009 18,6689 F=16,432;

me) p<0,001
3 Perimetrul cranian la nastere (cm) 0,38 0,018 20,4356 F=17,280; p<0,001
4 |pH<7 0,68 0,012 88,989 ¥2=112,0;p<0,001
5 Iritabilitate cerebrald 0,72 0,011 112,435 ¥2=211,0;,p<0,001
6 Tulburéri vegetative 0,76 0,009 98,684 ¥2=118,0;p<0,001
7 | Tulburéri de constientd 0,62 0,014 89,589 ¥2=1000,0;p<0,001
8 | Convulsii neonatale 0,58 0,112 69,464 %2=997,0;p<0,001
9 | Strabism convergent 0,34 0,007 22,435 ¥2=762,0;p<0,001
10 | Anomalii de tonus muscular 0,48 0,024 64,167 ¥2=719,0;p<0,001
11 | Anomalii ale reflexelor primitive 0,44 0,016 46,956 ¥2=512,0;p<0,001
12 ﬁggsrr;alu ale reflexelor osteotendi- 056 0,009 33656 12=623,0:0<0,001
13 | Durata manifestérilor clinice 0,64 0,016 54,854 ¥2=534,0;p<0,001
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Fig. 2. Manifestari clinice intlnite in perioada de nou-niscut, sugestive pentru dezvoltarea PR, (%)

Examenul neurosonografic a permis depistarea
anomaliilor tesutului creierului, marcate prin: stazi sau
edem periventricular, pseudochisturi periventriculare,
dilatare de diferite grade a ventriculilor cerebrali, eco-
densitati periventriculare, etc. Cele mai multe modi-
ficdri s-au intalnit la copiii din L, ., de la dificultiti de
vizualizare a substantei cerebrale — 114 (37,5%; 95,
34,72-40,28; p<0,001) si dilatare de diferite grade a
ventriculilor cerebrali — 273 (89,8%; 95 ., 88,06-91,54;
£<0,001), pani la stazi si edem periventricular — 214
(70,4%; 95, 67,78-73,02; p<0,001), hemoragie intra-
cerebrald — 6 (2%; 95, 1,2-2,8; p<0,05), ecodensititi
in plexurile coroide — 138 (45,4%; 95, 42,54-48,4;
£<0,001), etc. (figura 3). Modificirile neurosonografi-
ce au corelat cu gradul de severitate a LCP: L, (r, =-

0)24)) LlB (l'xy=‘0,53) §1 LlC (rxy=‘0,78).
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Fig. 3. Unele aspecte NSG intilnite

Traseele electroencefalografice (EEG) la copiii
din L, la varsta de nou-niscut au fost exprimate prin
activitate bioelectrici normald. La 139 (32,9%; 95,
30,61-35,19; t=6,3547) copii din L, la vérstele mici
modificirile bioelectrice s-au manifestat sub for-
mi de activitate iritativi (exces de unde ascutite sau
spike-uri de frecventd inaltd) si semne de imaturi-
tate bioelectricd cerebrald (unde lente, preponderent
unde theta deformati si intricati cu delta). Astfel
de trasee nespecifice au corelat cu tulburirile rezi-
duale minime (r =-0,22; p<0,001). La varstele mici,
in marea majontate a cazurilor, in L, s-au intalnit
urmitoarele trasee: activitate 1r1tat1va - 50 (16,1%;
95, 14,01-18,19; t=6,0108; p<0,001); unde lente —
34 (11%; 95, 9,23-12,77; t=0,4916; p>0,05); unde
lente ascutite — 18 (5,8%; 95, 4,47-7,13; t=7,3829;

93.4
38.8 375 367
| | ‘ 2% 15 1
SIL SSAL CVE SPV  EDPV  CsPV
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la copiii cu LCP in prima luni de viata.

Nota: AN — aspect normal, SCNVC — substanta cerebrali nu se vizualizeazd clar, VLd — ventriculi laterali dilatati (u— ugor, m — moderat,
s —sever), SIL — spatiul interemisferic largit, SSAL — spatiul subarabnoidian lirgit, CVE — cavitdtile ventriculare estompate, SPV — staza

periventriculard, EDPV — ecodensitdti peri

ventriculare, CsPV — chisturi periventriculare.
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<0,001) si activitate lentd izolatd — 28 (9%; 95,
7,37-10,63; t=6,4798; p<0,001) cazuri, care semnifi-
cd prezenta pragului convulsivant scizut, cu risc de
dezvoltare pe viitor a EP (rxy=—0,42). In L,. au fost
inregistrate urmitoarele anomalii EEG: trasee cu
amplitudine redusa — 147 (48,4%; 95, 45,53-51,27,
$<0,001) cazuri, printre care: unde lente — 37 (12,2%;
95, 10,32-14,08; p<0,01); unde lente ascutite — 56
(18,4%; 95, 16,18-20,62; p<0,01); activitate lentd
izolati — 16 (5,3%; 95, 4,02-6,58); activitate lentd di-
fuzd — 18 (5,9%; 95, 4,55-7,25; p>0,05) cazuri, la fel
si, activitate tip ,suppression burst” — 25 (8,2%; 95,
23,42-9,78; p<0,001) si varf-undi focali - 16 (5,3%;
95.,4,02-6,58; p<0,05) cazuri, care au semnificat risc
de aparitie pe viitor a EP (r_=-0,72).

A Xy

In urma studiului manifestdrilor clinico-paraclini-
ce am stabilit o relatie intre diagnozele clinice si se-
veritatea LCP; cu cit mai grave sunt acestea, cu atat
mai sever este diagnosticul. Criteriul Mann-Whitney
a confirmat aceasta relatie, semnificatia cazului fiind
- mY=0,002

Concomitent cu testirile neuropsihologice, atat la
copiii cu LCP, cit i la cei sindtosi, au fost apreciate
nivelurile serice ale FN BDNF si CNTF. Rezultate-
le obtinute s-au caracterizat printr-o variatie statistic
semnificativd a concentratiilor FN. Valorile cele mai
mari ale BDNF si CNTF au fost apreciate in L, iar
cele mai scizute — la copiii cu leziuni cerebrale severe
(L,.)- S-a stabilit o corelatie statisticd indirectd pu-
ternicd intre nivelurile serice ale BDNF (r -—0 918,
<0,001) si CNTF (r_= - =-0,921, p<0,001) cu gradul de
severitate a LCP. Totodatd, s-a determinat o corelatie

directd puternici intre BDNF si CNTF la virsta de

14 12.3
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2.65 03 229 505
2
0
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BDNF

3 luni (r_=0,939), ceea ce confirmi implicarea ambi-
lor FN in procesele de neurodezvoltare si de neuro-
regenerare. Aplicarea acestor teste la copiii cu LCP
faciliteazd probabilitatea depistirii PR, mirindu-se
de cateva ori pentru fiecare entitate, ceea ce presu-
pune ameliorarea diagnosticului la pacientii suspectati
pentru PR ale SNC (figura 4).

De asemenea, s-au observat corelatii puternice in-
tre valorile scizute ale FN (BDNF si CNTF) si tul-
buririle structurale ale creierului (rxy=—0,72, $<0,001),
confirmate prin diagnozele severe precum PCsi (r_=-

xy
0,59, p<0,01) EP. La fel, au fost determinate corela-
tii indirecte intre concentratiile serice ale FN la 1-3
lum si modificirile EEG, L BDNF (r ——0 ,24) si
CNTF (rxy-—O 22); L. BDNF (r =-0 72) si CNTF
(r xy-—O 74), ceea ce sugereaza evolutla in EP uneori
forme severe farmacorezistente.

Investigatiile complexe prin estimarea mai multor
parametri au permis efectuarea unei analize matema-
tice de evaluare a riscului relativ de dezvoltare a PR.
S-au obtinut urmitoarele rezultate: la copiii din L,
RP+=1,2-1,6; L ;: RP+=1,7-2,5; L, : RP+=2,5-3,5.
Aceste date oferd posibilitatea aprecierii riscului de
dezvoltare a PR la copiii cu LCP, facilitand astfel selec-
tarea metodei de evaluare a neurodezvoltirii pe termen
lung, dar si abordarea psihologici si terapeuticd adec-
vatd, justificatd in vederea ameliordrii prognosticului si
incadririi sociale a subiectilor din aceasti categorie.

DISCUTII

EN HI este cauzati de sciderea concentratiei de O,
in sange si dereglarea fluxului sangvin cerebral, capabi-
le si dezvolte un proces encefalopatic, exprimat clinic

BDNF AUC =0,863; CNTF AUC = 849

5.69
445 458 4.14

LR

BTC TT EP PC

CNTF

Fig. 4. Raportul de probabilitate pozitiv (RP+) pentru BDNF si CNTF vizavi de predictia PR
Noti: AUC - autenticitate, TC — tulburiri comportamentale, TAH — tulburdri de atentie 5i hiperkinetice, TLC — tulburdri de limbay 5i comuni-
care, TMU — tulburiri motorii usoare, BTC — balbism tonico-clonic, T'T — tulburiri de ticuri, PC - paralizie cerebrald, EP — epilepsie.
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printr-un sindrom neurologic [13, 15], cu consecinte
pe termen lung in procesele de neurodezvoltare [16].
Documentarea simptomelor neurologice in functie de
scorurile acumulate la nastere, evaluarea in timp a pro-
gnosticului sugarilor cu EN HI au permis explicarea re-
zultatelor obtinute intr-un studiu prospectiv de duratd
[17]. Cel mai important rol in prognosticul pe termen
lung al PR ale SNC il au severitatea si durata hipoxiei.
Autorii unui studiu afirmi ci sugarii cu hipoxie se nasc
adesea cu tulburiri metabolice profunde sau acidemie
mixtd, cu un pH scizut (<7) din cordonul ombilical, sco-
rul Apgar fiind mic (<3 puncte) la 0 si 5 minute dupi
nastere. Uneori, in cazurile severe, in timp de la 12 1a 36
de ore, episodul HI evolueazi in EN [16]. Deseori se
constatd asocierea dintre pH din cordonul ombilical la
nagtere si rezultatele neurologice pe termen lung [18].
Se relateazi ci evenimentul HI se asociazd cu un pre-
judiciu al materiei cenusii profunde, al hipocampusului,
al nucleelor geniculate laterale, putamenului, nucleilor
talamici ventrolaterali si mezencefalului dorsal, etc. [16].
Este destul de complicat sd apreciem mecanismele
initiale ale prejudiciului neuronal. Se cer studii clinice
pe nou-niscuti, care vor asigura cercetarea tuturor fac-
torilor implicati in acest proces pand la aparitia leziunii.
Un rol important in aprecierea prognosticului il
are EEG neonatali, efectuatd in primele 24-72 de
ore dupd nastere. Prognosticul devine din ce in ce mai
grav, daci copilul riméne intr-o stare de encefalopa-
tie severd, iar EEG este sever suprimati. Persistenta
acestei stiri mai mult de 48-72 de ore semnaleazi ci
sansele copilului sunt rezervate. De asemenea, este
important s se efectueze o IRM, care poate vizualiza
edemul cerebral si intensitatea semnalului anormal,
pentru confirmarea severititii leziunii [19, 20]. Cu
toate acestea, predictibilitatea si rezultatul final al EN
depinde de gradul de severitate a leziunii cerebrale. In
gradele moderat si sever, rezultatele dezvoltirii neuro-
logice indicd urmiri nesatisticitoare. Pentru o apre-
ciere adecvatd a stirii neuropsihice a nou-niscutului
sunt necesare testiri clinice repetate, monitorizarea
indicilor biochimici, a lactatului, gazelor sangvine,
continuumului EEG si IRM cerebrald [21, 22].
Stabilirea prognosticului EN HI este dificild, insd
monitorizarea clinicd continud a copiilor care au sufe-
rit leziuni cerebrale poate oferi date importante suges-
tive pentru PR ale SNC, cum sunt: tulburirile moto-
rii, tetraplegia spasticd, microcefalia, deficite cognitive
si de alimentare, tulburdri vizuale si dificultiti de co-
municare. Diagnosticarea timpurie a PC se sprijind pe

cunoasterea semnelor clinice predictive pentru aceastd
boali [23, 24], iar factorii care influenteazi perioada
prenatald contribuie in mod semnificativ la etiologia
PC [25]. Examenul neurologic complex este impor-
tant la bolnavul cu PC si alte PR ale SNC pe tot par-
cursul perioadei de supraveghere [26].

Analiza comparati a concentratiilor joase ale fac-
torilor neurotrofici (FN) BDNF si CNTF la copiii cu
LCP permite aprecierea severititii procesului patolo-
gic si probabilitatea aparitiei PR. Nivelurile scizute
ale FN coreleazi cu gradul de severitate al tulburirilor
neurologice. Se sugereazi ci deficitul de FN conduce
la anomalii morfologice si bioelectrice. Probabilitatea
dezvoltirii sechelelor neurologice este mai mare la co-
piii cu gradele moderat i sever al LCP, cu valori semni-
ficativ scizute ale FN, ceea ce dezintegreazd procesele
de supravietuire a neuronilor, scad rezistenta celulelor
nervoase la leziunile induse de ischemie [26, 27].

In studiul prezent am confirmat ci riscul de dez-
voltare a PR ale SNC cuprinde mai multe aspecte:
antecedente ante-, intra- si postnatale, prezenta in
perioada postnatal a simptoamelor clinice evocatoa-
re pentru o leziune cerebrald, prezenta modificirilor
imagistice si anomaliilor EEG, la fel si a concentratii-

lor serice scizute ale FN BDNF si CNTE.

CONCLUZII

1. EN HI reprezinti o cauzd majori de dezvoltare
a sechelelor neurologice pe termen lung. Factorii de
risc au un rol important in aparitia sechelelor neuro-
psihice si motorii severe. Polimorfismul clinic si du-
rata manifestirilor neurologice sunt definitorii pentru
evolutia bolii.

2. Analiza matematici individualizati a factorilor
de risc potential in dezvoltarea LCP va permite pro-
nosticarea PR ale SNC, reprezentind o directie de vi-
itor pentru cercetitori. Bilantul cauzelor si al stirii de
sindtate a copilului cu EN HI va permite aprecierea
prognosticului si optimizarea directiilor terapeutice
preconizate.

3. Dezvoltarea LCP si prevenirea complicati-
ilor acestora pot fi realizate in felul urmator:
tratamentul si monitorizarea bolilor materne,
eliminarea nocivitiatilor pand la si in timpul
gravidititii, monitorizarea sarcinii, prevenirea
suferintelor hipoxice ale fitului, asfixiei ne-
onatale si a altor complicatii, rapiditatea si co-
rectitudinea instituirii manevrelor de resuscitare si
stabilirea in timp util al diagnosticului, evaluarea
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neurologicd timpurie prin teste neuropsihologice si
examene suplimentare (EEG §i IRM cerebrali), ad-
ministrarea timpurie a terapiilor neuroprotectoare si
a terapiilor fizice.

4. Testele imunologice aplicate copiilor cu EN

Introduction: Complications affecting cen-
tral nervous system (CNS) such as hypoxic ische-
mic lesion, often are responsible for the delaying of
neurological development. Many authors consider
that it occurs mostly before and during delivery
[1, 2]. Fewer than 36% of deaths in children under
five years of life occur in the neonatal period and
are caused by premature birth, birth asphyxia and
infections. Some authors note that cerebrovascular
accidents (CVA) are one of the most common com-
plications of hypoxia and ischemia in the first week
of life [1]. The authors of a Canadian Guide on
conditions related to CVA considered that althou-
gh neurological development is often abnormal the
cause remains unclear and must be addressed to the
perinatal period [2, 3].

Perinatal cerebral lesions (PCL) can have an im-
pact on child’s neuro-psychical development which
supposes medico-social and economic burdens. The
severity of the lesion at birth process, as well as early
and accurate applied therapeutic measures are decisi-
ve for prognosis. Consequences of PCL determined
from 20 — 40% up to 60% of affected children who
survive an injury of the brain. Several studies show-
ed that the consequences of the cerebral hypoxia vary
from mild behavioral deficits to severe pathology ma-
nifested with mental retardation and/or cerebral palsy
(CP) and epilepsy (EP) [4]. In recent years, numerous
studies aim to find measures of prevention, early di-
agnosis and treatment of cerebral lesions by neuro-
protective agents [5-8]. Efforts made to understand
the pathogenesis underlying residual pathology (RP)
of the CNS [9-13]. Some authors argue that, despite
an adequate management of hypoxic-ischemic neo-

HI amelioreaza diagnosticarea si prognosticul PR
ale SNC. FN BDNF si CNTF se pot califica drept
predictori ai sechelelor neurologice la copiii cu LCP,
nivelurile serice scizute fiind asociate cu TR minore

si majore (PC si EP).

natal encephalopathy (NE), in much cases perinatal
asphyxiation cannot be prevented [14].

The consequences of the PCL in most cases are
aggravated by delayed diagnosis and ineffectiveness
of early administered treatment. Current researches
in neuroscience are directed toward identifying mo-
dels of preventing the damage and death of nerve
cells due to various pathological factors. Despite re-
searches conducted over the past two decades, there
are no clear principles of PCL prevention.

Scope of the study: the research of risk factors, in-
cluding highlighting of etiological variables, early cli-
nical and paraclinical manifestations, which allow to
develop the models of prognosis of residual pathology
of CNS in children with perinatal cerebral lesions.

Methodology of research: there observed 1036
view (L,) full-term children, who suffered hypoxic-
ischemic neonatal encephalopathy (NE), distributed
according to the degree of severity of perinatal cere-
bral lesion (PCL): 422 cases (L, ,) — I grade, 310 cases
(L,p) II grade, 304 cases (L,.) IIT grade. The control
group (L) comprises 344 “conventional healthy” chil-
dren. All the children were supervised from 1 -3 up
to 60 (48 + 12) months (Table 1).

All cases were assessed through historical exami-
nation, clinical, imaging and electroencephalographic
investigations. To elucidate pathogenetic and pro-
gnostic peculiarities of the PCL, in a group of 100
children selected from the main group (for 25 of each
L, II, and III grade and 25 of “conventional healthy”
children), at the ages of 1 — 3 months, to determine in
serum the Brain-derived neurotrophic factor (BDNF)
and Ciliary neurotrophic factor (CNTF) by Enzyme-
Linked Immunosorbent Assay (ELISA). Was appli-

Table 1. Distribution of children in the study groups according to the degree of severity of PCL,

based on retrospective data (abs.,%).

Study groups
L,(n=334) L,, (n=422) L, (n=310) L. (n=304)
Abs. P£ES (%) Abs. P£ES (%) Abs. P£ES (%) Abs. P£ES (%)
334 | 244%(95,22,13-26,67) | 422 | 30,8%(95,28,35-33,25) | 310 | 22,6% (95,20,39-24,21) | 304 | 22,2%(95,20,01-24,39)
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Table 2. Description of logistic regression

Variable Coefficient (B) SE The Wald Criterion (52) p OR 95,
Intrauterine hypoxia 1,633 0,375 18,941 0,000 5118 2,453-10,678
Umbilical cord pathologies 0,997 0,365 7,485 0,006 2,711 1,327-5,538
Pathological evolution of pregnancy

(imminence of abortion, pregnancy 1,377 0,476 8,382 0,004 3,963 1,560-10,068
toxicology)

Placental and Membrane pathologies 2,150 0,404 28,327 0,000 8,588 3,890-18,959
Asphyxia at birth 2,121 0,237 9,538 0,003 1,143 0,542-3,176
Constant -2,346 3,955 0,352

ed statistic software set SPSS v1.8, QUANTO v1.2,
Review Manager (RevMan) ol. 5.1, GMDR software
Beta 0.9, using the following test methods: arithmetic
mean, standard error, relative frequency, correlation
coefficient, Student test, x* (chi square) test, ANOVA
test, Mann-Whitney test, logistic regression.

The results of the logistic regression model of the
relationship between the lots of independent variables
and a dichotomous dependent variable (Table 2).

The probability of the event for each item of study

can be calculated by the following formula:

_ e ,where ¢—is a mathematic
" 1+’ constant =2,72.
Example: case in which all variables are positive we
get the following equation of prognosis:
Y=-2,346 + (1,633 x 1) + (0,997 x 1) + (1,377 x
1) +(2,15x1) + (2,121 x 1) = 5,932
2,72592
142,725

=0,997

Probability of development of RP in this case is
0,997 or 99,7%.

Explanation: the child who are present all the risk
factors has a likelihood of developing the disease of
0,997 (99,7%).

Another example, in which the child have only
first 4 prognostic criteria without the asphyxia we get
the following equation:

Y=-2,346 + (1,633 x 1) + (0,997 x 1) + (1,377 x
1) +(2,15x 1)+ (2,121 x 0) = 3,811

070381
142,72%81

Probability of development of RP in this case is
0,978 or 97,8%.

The case in where present intrauterine hypoxia and
pathologic course of pregnancy we get the following
equation:

=0,978

Y=-2,346 + (1,633 x 1) + (0,997 x 0) + (1,377 x
1) + (2,15 x 0) + (2,121 x 0) = 0,664
0,664
= B2 55— 0,660
1+2,72%

Probability of development of RP in this case is
0,660 or 66,0%.

Thus, depending on the number of variables, we
can calculate the risk of development of RP.

Obtained results. Health status of parents before
conception, especially mother’s health, is important
for health of future children. In present study by self-
assessment were determined as healthy 1249 women
(91,2%; 95, 90,43-91,97) of 1370 followed children,
maximal share was in mothers of children from L,
— 317 cases (94,9%; 95, 93,7 - 96,1), and minimal
in mothers of children from L, . — 258 (84,9%; 95,
82,84 - 86,96) (2=22,0, gl=3, p<0,001) (Table 3).

Most health problems during pregnancy were no-
ted in mothers from L, .~ 228 (75,0%; 95, 72,52 -
77,48), followed by mothers from L., — 197 (63,5%;
95, 60,77 = 66,23), and mothers from L , — 246
(58,3%; 95, 55,9 — 60,7). Mothers from L, were
“conventional healthy”, 51 (15,3%; 95, 13,3 - 17,3)
suffered from anemie I grade, and 25 (7,5%; 95, 6,1~
8,9) suffered from pyelonephritis.

Evolution of pregnancy was normal in 235 cases
(17,2%; 95, 16,2 — 18,2), majority of mothers of chil-
dren from L, - 214 (15,6%; 95, 14,62 — 16,58). Most
prevalent complication of pregnancy was early toxicosis
of pregnancy — in 740 cases (54%; 95, 52,65 - 55,35),
followed by threat of miscarriage — in 459 cases (33,5%;
95.,32,22 - 34,78) and late toxicosis of pregnancy — in
333 cases (24,3%; 95, 23,14 - 25,46). The prevalence
of pathologic evolution of pregnancy in studied group
was higher in L, and L, . groups (Figure 1, Table 3).

Trauma during pregnancy have suffered 22 women

(1,6%; 95, 1,3 = 1,9). The smallest share of trauma

38 Romanian Journal of Child and Adolescent Neurology and Psychiatry — June 2017 - vol. 23 - nr.2



CLINICAL STUDIES

Predictive methods for the assessment of the risk of the appearance * Svetlana Hadjiu

was registered among the mothers from L, -2 (0,6%;
95, 0,2-1,0), and highest share among the mothers
from L. — 12 cases (3,9%; 95, 2,8-5,0) (x2=14,6,
gl=3, p<0,01).

Pathological movements of fetus were registered
in 157 cases (11,5%; 95, 10,6 — 12,4). The better re-
sults were registered in the group of healthy children
(x2=122, gl=3, p<0,001).

One of more frequent registered problem of preg-
nancy was intrauterine hypoxia — 982 cases (71,7%;
95, 70,48 - 72,92), with evident and statistic relia-
ble difference between the children with outcome to
PCL - 974 cases (71,1%; 95, 69,88 — 72,32) and
healthy — 8 cases (2,4%; 95, 1,56 — 3,24) (p<0,000).
Another most prevalent problems before birth were:
pathological evolution of pregnancy (early of late toxi-
cosis, threat of spontaneous abortion, toxemia of preg-
nant women etc., p<0,004), pathologies of placenta
(placenta praevia, placenta abruptio, polyhydramnios,
p<0,000) and amniotic membranes (chorioamnio-
nitis, early or late membrane rupture, p<0,000), di-
fferent pathologies of umbilical cord (circulating or
strangulation, short umbilical cord etc., p<0,006).

Was also important postnatal diseases, including
postnatal asphyxia of different grade, which were in
535 newborns (39,1%; 95C1 37,78 — 40,42). The share
of this aggravating factor was higher among children
who subsequently developed neurological disorders —
in 533 cases (51,4%; 95, 49,85 — 52,95) (p<0,003,
rxy=0,714). Associated perinatal trauma was registered
in 235 newborns (17,2%; 95, 16,18 — 18,22), most
prevalent in children from L, — 172 cases (56,6%;

920
78
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70
60 549
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L 31.5
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20 43
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95, 53,76 = 59,44), (p<0,001) (Table 3).

Status of the child immediately after birth is
assessed by the Apgar score. At one minute after birth,
Apgar score was 5,4+0,1 points, with minimal value
1 and maximal value 9 points. The lowest average
Apgar score was recorded in L, — 2,4 points (95,
2,36 — 2,44), while the highest one in L, - 7,7 points
(95.,7,66-8,36). Over 5 minutes after birth, the ave-
rage value of the Apgar score has increased compared
to the immediate period after birth, being average 6,9
points (95, 6,85 - 6,95), with values ranged from 2 to
10 points. As in the case of data recorded at 1 minute,
the lowest average score over 5 minutes was recorded
in L, — 4,5 points (954,45 — 4,55), while the hi-
ghest one in L, - 8,6 points (95, 8,56 — 8,64).

Have been registered anthropometric parameters
at birth, i. e., weight and head perimeter. The ave-
rage weight of children included in the study was
3381,5 g (95, 3368,8 — 3394,2), in children from
L, was registered lowest average value was 3300,4 g
(95, 3264,7 — 3336,1). The average head perimeter
of children included in the study was 33,7 ecm (95,
33,68 — 33,72), with registered lowest average value
in children from L, - 33,4 (95, 33,32 - 33,48) cm.
Significant statistic difference between group was no-
ted — p<0,001. Children born with gestational age 37
— 38 weeks were more prevalent in L, but born at
more than normal term (gestational age more than 40
weeks) —in L, and L .

The presence of syndromes suggestive for a ne-
urological pathology was important in determining

the severity of PCL and distribution of children in
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Fig. 1. Frequency of problems that determined the pathological evolution of pregnancy,
at the mothers of the children enrolled in the study (n = 1370,%)
Note: EG - early gestosis, I4 - imminence of abortion, LG - late gestosis, NF - nephropathy, HA - hypertension,
FVI - frequent viral infections, OW - overweight, SR — seizures, HC — hypercholesterolaemia, PhE - physiological evolution.
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Table 3. Noxious factors with Significance for Development of Residual Parodies of CNS in Children.

Statistical parameters
No | Risk factors Coefficient of Error (mn) Criteriont- | Statistical significance
correlation (r, ) Student (tr) (x2), (p)
I From the mother during pregnancy (y2)
1 | Anemia 0,72 0,013 55,3846 ¥2=82,6; <0,001
2 | Pyelonephritis 0,64 0,016 40 y2=41,3; <0,001
3 | Hypertension 0,52 0,019 27,3684 ¥2=20,1; <0,001
4 | Hypothyroidism 0,46 0,011 21,2856 ¥2=18,3; <0,001
5 | Diabetes 0,12 0,001 9,2 ¥2=2,24; p>0,05
6 | Cardiac illness 0,24 0,010 12,3242 x2=7,02; p>0,05
7 | Seizures 0,08 0,000 58 y2=11,1; p<0,05
8 | Early gestosis 0,81 0,009 90 ¥2=86,6; <0,004
9 | Late gestosis 0,59 0,018 32,7778 v2=74.8; <0,004
10 | Imminence of abortion 0,42 0,22 19,0909 v2=72,4; <0,004
11 | Incorrect food 0,46 0,013 19,3578 ¥2=16,8; <0,001
12 | Overwhelming lifestyle 0,38 0,009 17,4664 ¥2=11,9; p<0,01
13 | Overweight 0,40 0,012 16,9876 x2=15,2; p<0,01
14 | Traumatisms during pregnancy 0,36 0,010 14,5386 ¥2=14,6; p<0,01
I Fetal sufferings
1 | Intrauterine hypoxia 0,85 0,008 106,25 ¥2=198; <0,000
2 | Membrane pathologies 0,48 0,021 22,8571 ¥2=174; <0,000
3 | Pathology of placenta 0,46 0,020 21,7882 ¥2=168; <0,000
4 | Umbilical cord pathologies 0,51 0,02 25,5 12=138; <0,006
5 | Pathological fetal movements 0,48 0,016 22,3 ¥2=122; p<0,001
6 | Fetal malposition 0,22 0,009 18,978 ¥2=28; p<0,001
7 | Gemelary pregnancy 0,28 0,012 12,426 ¥2=26; p<0,001
Ml Health parameters during childbirth
1 | Postnatal asphyxia 0,74 0,012 61,6667 ¥2=126; <0,003
2 | Perinatal trauma associated 0,89 0,006 148,3333 <0,001
Laborious interventions during labor 0,48 0,015 16,3474 12=98; <0,001
4 | Kidney in critical period (37-38 weeks) 0,24 0,011 19,4356 x2=102; <0,001
v Signs of birth pain (Wilcoxon Test, p, F, x2)
1 | Apgar score 0,56 0,017 30,5776 7=31,506;p<0,001
2 | Body weight at birth (grams) 0,48 0,009 18,6689 F;lggg 12 :
3 | Cranial perimeter at birth (cm) 0,38 0,018 20,4356 F=17,280; p<0,001
4 |pH<7 0,68 0,012 88,989 ¥2=112,0;p<0,001
5 | Cerebral irritability 0,72 0,011 112,435 ¥2=211,0;p<0,001
6 | Vegetative disorders 0,76 0,009 98,684 ¥2=118,0;p<0,001
7 | Disturbances of consciousness 0,62 0,014 89,589 ¥2=1000,0;p<0,001
8 | Neonatal convulsions 0,58 0,112 69,464 ¥2=997,0;p<0,001
9 | Convergence strabismus 0,34 0,007 22,435 ¥2=762,0;p<0,001
10 | Muscle tonus abnormalities 0,48 0,024 64,167 ¥2=719,0;p<0,001
11 | Anomalies of primitive reflexes 0,44 0,016 46,956 ¥2=512,0;p<0,001
12 | Anomalies of osteotonic reflexes 0,56 0,009 33,656 ¥2=623,0;p<0,001
13 | Duration of clinical manifestations 0,64 0,016 54,854 ¥2=534,0;p<0,001
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Fig. 2. Clinical manifestations encountered in the newborn period suggestive of RP development, (%)

groups for surveillance. The most common symptoms
in this regard were mentioned in children from L,
(Figure 2, Table 3). The duration of clinical manifes-
tations is one of the most important criteria in asses-
sing the severity of the disease. Thus, in the children
from L, , clinical symptoms were extended during the
24/36 hours, in L ; 72/94 hours, and in those in the
L, more than 1 week (Table 3).

Neurosonografic examination allowed the detec-
tion of anomalies in brain tissue, manifested with:
stasis or peri-ventricular edema, peri-ventricular
pseudo cysts, peri-ventricular dilation of ventricles
of different severity, high neurosonographic density
etc. Most of the changes have been determined in the
children from L, ., from the difficulties of imaging of
cerebral tissue — 114 cases (37,5%; 95, 34,72 - 40,28;
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£<0,001) and dilation of different severity of cerebral
ventricles — 273 cases (89,8%; 95, 88,06 — 91,54;
$<0,001), up to stasis and peri-ventricular edema —
214 cases (70,4%; 95, 67,78 - 73,02; p<0,001), cere-
bral hemorrhage — 6 cases (2%; 95, 1,2 - 2,8; p<0,05),
high neurosonographic density of choroid plexus - in
138 cases (45,4%; 95, 42,54 — 48,4; p<0,001), etc.
(Figure 3). Neurosonographic changes correlates with
severity of PCL: L, (rxy=—0,24), L, (rxy=—0,53) and
L. (rxy=—0,78).

Electroencephalographic features (EEG) in new-
born children from L were normal bioelectric activity.
In 139 cases (32,9%; 95, 30,61 — 35,19; t=6,3547)
from L,, in small age bioelectric changes manifested
as excitatory activity (excess of sharp waves and peaks
of high frequency) and signs of bioelectric immaturity
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Fig. 3. Some ultrasound issues encountered in children with PCL in the first month of life.
Note: NA - normal appearance, CSNCV - cerebral substance not clearly visualized, DLV - dilated lateral ventricles
(Ig - light, mod - moderate, sev - severe), WISS - Wider inter-spherical space, ISS - enlarged subarachnoid space,
BVC - blurred ventricular cavities, PVS - periventricular stasis, PVE - periventricular ecobodies, PVCs - periventricular cysts.
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of the brain (slow waves, especially deformed theta
waves combined with delta waves). Thus non-speci-
fic features correlates with minimal residual disorders
(r =-0,22; p<0,001). In small age in majority of cases
in L 5 were registered the following features: excita-
tory actrvrty in 50 cases (16,1%; 95, 14,01 - 18,19;
t=6,0108; p<0,001); slow waves in 34 cases (119%; 95 .,
9,23 - 12,77; t=0,4916; p>0,05); sharp slow waves in
18 cases (5,8%; 95, 4,47 — 7,13; t=7,3829; p<0,001)
and slow isolated activity in 28 cases (9%; 95
7,37 — 10,63; t=6,4798; p<0,001), that suggests the
presence of low convulsive threshold, with risk of PE
development in future (r_=-0,42). In L, . were regis-
tered the following EE& abnormahtres recordings
with reduced amplitude in 147 cases (48,4%; 95,
45,53 - 51,27; p<0,001), from which slow waves in
37 cases (12,2%; 95, 10,32 — 14,08; p<0,01); sharp
slow waves in 56 cases (18,4%; 95, 16,18 — 20,62;
£<0,01); isolated slow activity in 16 cases (5,3%; 95,
4,02 — 6,58); diffuse slow activity in 18 cases (5,9%;
95, 4,55 = 7,25; p>0,05), and also suppression burst
activity in 25 cases (8,2%; 95, 23,42 - 9,78; p<0,001)
and focal spike-and-wave activity in 16 cases (5,3%;
95.,4,02 = 6,58; p<0,05), which confers significant
risk of PE in future (rxy=—0,72).

In the study, clinical and paraclinical manifestati-
ons have established a relationship between clinical
diagnosis and PCL severity; much worse are clini-
cal manifestations, the more severe is the diagnosis.
Mann-Whitney criterion confirmed this relationship,
the significance of the case being — mY=0,002".

Simultaneously with neuro-psychological testing
in children with PCL as well as in healthy children
was determined the serum levels of neurotrophic fac-
tors BDNF and CNTF. Obtained results are charac-
terized by statistic significant variation of concentrati-
ons of neurotrophic factors. Highest values of BDNF
and CNTF were determined in L, and lowest levels
in children with severe cerebral lesions (L, .). Was es-
tablished strong indirect statistic correlation betwe-
en serum level of BDNF (r =-0,918, p<0,001) and
CNTF (r =-0,921, p<0,001) wrth grade of severity of
PCL. At the same time, it has a strong direct corre-
lation between BDNF and CNTF at age 3 months
(rxy=0,939), which confirms implication of both ne-
urotrophic factors in process of neurologic develop-
ment and degeneration. Application of these tests in
children with PCL facilitates probability revealing of

RP, increasing several times the probability for each

condition, which means improving the diagnosis in
patients suspected for RP of the CNS (Figure 4).

We also have strong correlations observed betwe-
en low values of neurotrophic factors (BDNF and
CNTF) and structural lesions of the brain (r =-0,72,
$<0,001), confirmed by severe diagnosis as CP and
EP (r =-0,59, p<0,01). Similarly, indirect correlations
were obtained between serum concentrations of neu-
rotrophic factor sat the age of 1 — 3 months and EEG
changes, L ,: BDNF (r =-0,24) and CNTF (
0,22); L, BDNF (r, -0, ,;72) and CNTF (r,=-0 74)
suggestmg evolution into severe pharmacologrcally
resistant forms of EP.

Comprehensive investigations by predicting more
parameters have allowed a mathematical analysis of
evaluation of relative risk for the development of
the RP. Were obtained the following results: in chil-
dren from L, ,: RP+=1,2-1,6; L, .: RP+=1,7-2,5; L, .:
RP+=2,5-3,5. These data provides the opportunity
for the appreciation of the risk of development of RP
in children with PCL, thus facilitating the selection
of the method of assessment of neurological develop-
ment in long-term perspective, and allow adequate
psychological approach, justified in order to improve
the prognosis and social classification of the subjects
in this category.

DISCUSSIONS

Hypoxic ischemic neonatal encephalopathia
(HINE) caused by decreasing of O, concentration
in blood and disorder of cerebral blood flow, capable
provoke encephalopathic process expressed clinically
by neurologic syndrome [13, 15], with long-term con-
sequences in the process of neurological development
[16]. Documenting the neurological symptoms depen-
ding on the accumulated scores at birth, timely evalu-
ation of the prognosis of infants with HINE allowed
an explanation of the results obtained in long-lasting
prospective study [17]. The most important role in
long-term prognosis of RP of SNC have severity and
duration of hypoxia. The authors claims that infants
with hypoxia often are born with metabolic disorders
or mixed acidosis with a low pH (< 7) in the blood
obtained from umbilical cord, Apgar score being small
(< 3 points) from 0 to 5 minutes after birth. Someti-
mes, in severe cases, from 12 to 36 hours, HI episode
evolved into NE [16]. Often it is found the associa-
tion between pH of blood from the umbilical cord at
birth and long-term neurological consequences [18].
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Fig. 4. Positive (RP +) probability ratio for BDNF and CNTF versus prediction (PR).
Note: AUC - authenticity, BD - behavioral disorders, AHD - attention and hyperkinetic disorders, LCD - language and communication disor-
ders, LMD - light motor disorders, TCE - tonic-clonic embarrassment, TD - tic disorders, EP — epilepsy, CP - cerebral palsy.

It suggests that the HI event associated with injury of
deep grey matter and hippocampus, of lateral genicula-
te nuclei, putamen, thalamic ventrolateral ganglia and
dorsal midbrain, etc. [16].

Este destul de complicat sd apreciem mecanismele
initiale ale prejudiciului neuronal. Se cer studii clinice
pe nou-nidscuti, care vor asigura cercetarea tuturor fac-
torilor implicati in acest proces pand la aparitia leziunii.

An important role in the assessment of prognosis
having an EEG recorded in the first 24 — 72 hours
after birth. The prognosis becomes increasingly more
serious if the child remains in a state of severe en-
cephalopathy, and EEG is severely suppressed. The
persistence of this state more than 48 — 72 hours
showed that the chances of the child shall be reserved.
It is also important to perform a MRI, which can vi-
sualize the brain edema and abnormal signal intensity,
to confirm the severity of the lesion [19, 20]. Howe-
ver, predictability and the outcome of NE depend on
the severity of the cerebral lesion. In moderate and se-
vere lesions the results for neurological development
are abnormal. For a proper appreciation of the status
of the newborn repeating clinical testing is necessary,
monitoring of biochemical indices, lactate, blood ga-
ses, EEG monitoring and cerebral MRI [21, 22].

Establishing HINE prognosis is difficult, but conti-
nuous clinic monitoring of children suffered from bra-
in injuries can provide important suggestions for RP of
the CNS, such as motor disorders, spastic quadriplegia,
microcephaly, cognitive and alimentary deficits, visual
impairment and communication difficulties. Early di-
agnosis of CP is based on knowledge of the clinical
predictive signs for this disease [23,24], and the factors

influencing prenatal period contributes significantly to
the etiology of CP [25]. Neurologic examination is im-
portant to the patient with CP and other RP of SNC
throughout the surveillance period [26].

Comparative analysis of low concentrations of ne-
urotrophic factors (NF) BDNF and CNTF in chil-
dren with PCL allows assessment of the severity and
the probability of the occurrence of RP. Low levels of
FN correlates with the severity of neurological disor-
ders. It is suggested that the lack of NF leads to struc-
tural and bioelectrical anomalies. The likelihood of
neurological consequences is higher in children with
moderate and severe grades of the PCL with signifi-
cantly decreased values of FN, which disintegrates the
processes of survival of neurons, decrease resistance of
nerve cells to ischemia-induced lesions [26, 27].

In the present study we confirmed that the risk
of developing RP of CNS comprises several aspects:
historical events in ante-, intra- and postnatal perio-
ds, presence in the postnatal period for symptoms of
cerebral lesions, presence of imaging and EEG chan-
ges as well as low serum concentrations of NF BDNF

and CNTE

CONCLUSIONS

1. HINE represents a major cause for the deve-
lopment of long-term neurological sequelae. The
risk factors have an important role in the occurren-
ce of severe motor and neuropsychological sequelae.
Polymorphism and clinical neurological manifestati-
ons are defining for the evolution of the disease.

2. Mathematical individualized analysis of risk
factors in PCL developing will enable prognosis of
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RP of CNS, representing a future direction for resear-
chers. The totals of the causes and of the health of the
child with HINE will allow assessment of prognosis
and optimizing providing therapeutic measures.

3. Preventing PCL and its complications can be
made by using the following measures: the treatment
and monitoring of maternal diseases, elimination
of hazards before and during pregnancy, pregnancy
monitoring, preventing hypoxic disorders of the fe-
tus and neonatal asphyxia and other complications,
timely and effective application of resuscitation tech-
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REZUMAT:

Introducere: Mononevrita multiplex la copil imbracd mai multe forme de manifestare clinici putind fi adesea ingeldtoare chiar si pentru clinicieni

experimentati. Aspectele etiologice multiple precum si investigatiile complexe pentru a o diagnostica duce la o subdiagnosticare a afectiunii, ducind uneori
la grave si regretabile erori de tratament. Mononevrita multiplex este o afectiune care implici cel mai adesea implicarea unor leziuni multifocale si asime-
trice. Ele pot evolua acut sau cronic iar in timp pot deveni simetrice.

Obiective: Dorim si inventariem cauzele, modalititile de debut dar si diagnosticul diferential minutios si, facilitind specialistilor sau medicilor care referd
cazul chei diagnostice care si scurteze timpul de diagnostic si si duci la aplicare mai rapidi a terapiilor corecte. De asemnea dorim si aritim ci gold
standardul este utilizarea tehnicilor moderne de diagnostic IRM, EMG, teste imunologice.

Material si metode: Am utilizat bazele de date Medline si Pubmed si am inventariat literatura de specialitate din ultimii 5 ani dar am citat si refeinte
clasice sau cirti si manuale de neurologie de referiintd, accesind in acelasi timp si alte baze de date.

Rezultate: Diagnosticul implici uneori costuri destul de mari de aceea bolnavul este bine si fie referit in centre specializate pentru patologie neuromuscu-
lard si/sau geneticd. Tratamentul se bazeazi pe diagnosticul corect fiind atat etiologic cat si suportiv, si de recuperare. Cel mai des se foloseste corticoterapia,
dar sunt utilizate dup caz si imunoglobulinele intravenoase, azatioprina, ciclofostamida. Un rol important revine tehnicilor microchirurgicale de corectie
aleziunilor invalidante care pot duce la alterarea functionalititii pacientului, astfel de exemplu este salvatoare tehnica de operare antigheard in cazul lezi-
unilor persistente dupd afectiuni ale nervului ulnar.

Concluzii si discutii: Tratamentul rapid al mononeveritelor multiplex duce la sechele minime sau recuperare complet. Dupi diagnosticarea corectd se
abordeazi multimodal pacientul. Rolul terapiilor medicamentoase, fizice, chirurgicale sunt la fel de importante, terapia trebuind individualizati in functie
de afectiunea generatoare si particularititile fiecirui pacient. Educare pacientului ocupi un loc important cum ar fi de exemplu educarea copiiilor obezi
privind dieta lor, educare privind evitarea anumitor pozitii care pot duce la compresia si ischemierea nervului, evitarea efortului fizic intens. Pacientul e
bine si atingi cel mai inalt grad de functionalitate posibil, pentru a-si putea relua ritualurile zilnice, a se putea recupera motor si social, aceste inablititi
afectindu-i calitatea vietii atat lui cit si familiei sale. Cercetdrile viitoare aduc noi substante care s-au testat pe soarece unde pot actiona pe receptorii meta-
botripi glutamat 7 care au rol in comportamentele afective si de durere fiind situati in cortexul limbic. Astfel putem privi integrativ abordarea mononevritei
multiplex de la medicina moleculard la semne clinice clasice ce ne pot atrage atentia asupra acestei patologii.

Cuvinte cheie: monoevrita multiplex, cauze, diagnostic diferential.

ABSTRACT:

Introduction: Mononevritis in children can have more clinical aspects, and can be deceptive even to experimented physicians. The multiple etiologies and
the complex investigations needed to put a diagnosis can lead to underrecognizing this condition, resulting to severe and regrettable traitment options.

Mononevritis multiplex give multifocal and asymetric lesions, they can have acut or chronic presentation and in time can get symmetric.

Objectives: We want to put on table the most various causes of the disease, the onset symptomes of the disease and the fine differential diagnosis, so faci-
litating to the doctors which send the case to the specialist, diagnostic clues and so shorteninig the delay of diagnosis and the correct therapeutic approach.
Gold standard are the modern diagnostic test, MRI, EMG, immunologisc tests.
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Material and methods: We took the literature on this field in the last five years, Medline, Pubmed , classic bibliography and other sources.

Results: The costs for the diagnosis are generally high so the patient must be reffered to tertiary care center in neuromuscular and/or genetic disease.
Treatment comes after a correct diagnosis involving mostly the treatment of the underlying cause and the supportive care for the disabilities generated
by the disease. Often ther is used cotricotherapy and immunoglobulines but also Azathioprine and Ciclophosphamide. Important are the surgical
mycrotechniques for the corection of the invalidant lesions which can alter the nerve function and the functionality of the patient, so for example the anti-
claw procedure is saving the nerve after the lesions of the ulnar nerve.

Conclusions and discussions: The rapid treatment of monoevritis multiplex gives miniem sequelaesor complete recovery. After a correct diagnosis the
patinet is having a multimodal care plan. The role of each medical, surghical or physical therapy is approximately of equal importance , an individualised
therapy is needed after the etiology of the disease and the patients characteristics. Educations of the patients is important for example in obesity education
of dietetic habits and the avoidance of positions which can lead to nerve compression and ischemia of the nerve as also avoidance of intnese physical effort.
The patient must get the highest capacity of cuntioning, for to regain his daily rituals, to can rehabilitate motor and social, this inabilities affecting his
social and his family life and of the members of the family. Future research brings new substances active on the limbic cortex having role in the affective
and pain behaviors now beeing tested on mice. So we can look in an integrative manner to the mononevritis multiplex concept from molecular medicine
to the classical clinical aspects of it which can make us attentive on it.

Keywords: monoevritis multiplex, causes, differential diagnosis

Mononevrita multiplex poate fi definitd ca o mo- Tabel I. Cauze ale mononeuropatiei multiplex
noneuropatie multipld cu multiple leziuni la nivelul Cronice Diabet zaharat
mai multor nervi periferici (deci din plexuri nervoase Vasculitd
diferite). Deficitele vor fi asimetrice si vor fi multifo- Amiloidoza
cale motorii, senzitive si reflexe [1]. Pe misurd ce boala Tumorale (limfom, leucemie)
se agraveazd scade caracterul ei multifocal tinzand si Amiloidozi
devini simetricd [2]. Boala poate evolua zile sau ani. Poliarteritis nodosa
Poate cauza si durere care este caracterizati ca o du- Arteritd reumatoid
rere profundi care este mai severd noaptea si frecvent Lupus eritematos sistemic

manifestatd ca dorsalgie sau durere la nivelul coapsei

Sindroame paraneoplastice
sau membru inferior [3]. Procesele neuropatice ce se

o i £ tmpirtite 1 Boala celiacd
prez‘mta'{n copilirie poF 1 1rvnpaf',c1te mv pvrocesci pro- nfectioase infectioase
gresive si in procese ce tind si se imbunititeascd de-a Boala Lyme
lungul timpului. Cele care se pot ameliora de-a lungul Lepra
timpului sunt cele dobandite cum ar fi deficientele —
L. . .. ’ Hepatita virala A
vitaminice, cele toxice, mediate imun sau mononeu- ——
Hepatita virald B

ropatiile focale. Cele progresive includ neuropatiile
care sunt ereditare/genetice cum sunt grupul etero-
gen al neuropatiilor ereditare sensoriomotorii si unele
neuropatii mediate imun. In general cind aceste neu-

Hepatita virald C
Infectie acuta cu Parvovirus B-19

Infectie cu virus herpes simplex

ropatii se prezintd mai devreme in copilirie cursul si ADSHIV
prognosticul este mai rdu fatd de cele care se prezintd Febra Dengue
in perioada adulti. Existd unele exceptii cum ar fi unii Reumatologice | Reumatologice
copii care se prezintd ca floppy infant datoritd unei Granulomatoza Wegener
neuropatii congenitale cu dificultiti respiratorii pot Sindromul Henoch-Schonlein
obtiine abilitatea de a umbla independent [4]. Cauze Sindrom Sjogren
ale mononeuropatiei multiplex, tabel . Boala Behcet

CELIACHIA: Complicatiile neurologice ale ce- Arterita temporala cu celule gigante
liachiei cum ar fi epilepsia, ataxia, neuropatia si cefa- Sclerodermia
leea sau migrenele sunt prezente la aproximativ 10% Reactie cronicd de grefd contra gazdé
dintre pacientii cu boala celiacd, dar implicarea sis- Tumorale Tumorale
temului nervos periferic la copii cu boala celiaci nu Invazie tumorald directd cu diseminare
este frecventd. Neuropatia asociatd cu boala celiaci se intraneurala-limfomul
manifestd in mod curent ca o neuropatie senzoriali - leucemia cu celule B

- tumord carcinoida

sub forma unor pierderi distale senzoriale, parestezii,
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Paraneoplazic-cancer pulmonar cu celu-
le mici
Hematologice Hematologice
Sindrom Churg-Strauss
Hipereozinafilia
Crioglobulinemia
Nevritd legata de atopie
Purupura tromobocitard idiopatica
Medicamente Sulfonamide
Propylthiouracyl
Hydralazina
Factorii de stimulare a coloniilor
Allopurinol
Cefaclor
Minocyclina
D-Penicillamina
Fenitoina
Isotretinoin
Methotrexate
Interferon
Inhibitori TNF-alfa
Chinolone
Inhibitori de leucotriene
Minociclina
Metabolice Mucopolizaharidoze
Cauze diverse Angeita datd de amfetamine
Inhalarea de benzind
Disimune
Deletie de 17p11.2
Ereditare Mononevrita multiplex ereditard cu predilectie
brahiald

Adaptat dupa [5], [2], [6[7],(8], [9],[10}, [11], [12][13][1]

si tulburdri de echilibru. Rar este prezent un sindrom
rapid progresiv cum ar fi o polineuropatie inflamato-
rie demilinizantd, mononevrita multiplex, neuropatia
motorie puri si disfunctia autonomi au fost raportate
ca fiind asociate cu boala celiaci sau cu anticorpii an-
ti-gliadin sau anti-endomisiali [14].

BOALA TANGIER: Alfalipoproteinemia este
0 boali rari, transmisi autosmal recesiv, ce produce
deficienta severd lipoproteinelor cu densitate mare
(HDL) in plasmi cu depozitarea de esteri de coles-
terol in diferitele tesuturi (amigdald, splind, cornee,
miduva osoasd); Gena ABCA1 (ATP binding casette
transporter); CERP (proteina reglatoare a efluxului de
colesterol) Locus 9931. ABC1 are rol cheie in elimi-

narea lipidelor din celule. Boala debuteazi intre 2-67
de ani si poate evolua si ca o monneuropatie multipld
cu evolutie favorabild fluctuantd sau mononeuropatie
izolati la nivelul membrelor pe lingi alte forme de-
scrise cum ar fi pseudosiringomielie cu sensibilitate
disociatd sau polineuropatie senzitivo-motorie sime-
tricd lent progresivi [15].

DIABETUL ZAHARAT: Riscul asociat de la de-
butul diabetului cu simptome evidente la 5 ani de la
debutul diabetului: 4%-10%, 25 ani: 13%-15%. Tim-
pul mediu de debut al neuropatiilor asociate diabetu-
lui este 8 ani. Adolescentii si adultii tineri prevalenta
neuropatiei mai mult la cei cu DZ tip 2 (26%) fati
de prevalenta la cei cu DZ tip 1 (8%). Cand debutul
este precoce atunci ea este asimptomatici, cu pierde-
rea sensibilititii. Adesea este pansenzoriald dar uneori
poate implica selectiv anumite fibre cum ar fi cele mici.
Pragul termal este redus, durere adesea prezenti de la
debutul simptomelor implicand fibrele largi. Simt vi-
bratoriu redus. Pot fi prezente parestezii. Reflexe ahi-
liene absente. Plexopatia lombosacrali poate exista
si sub denumirea de neuropatie diabeticd proximali,
amiotrofie diabeticd, neuropatie diabetici multifocald.

Prevalenta generald: 0,08% din diabet, mai frec-
vent in diabetul de tip II (1,1%) fatd de tipul I (0,3%).
Clinic sldbiciune, asimetrie, slabiciunea este proxima-
13 in cvadriceps si in adductorii coapsei, psoas. Sli-
biciunea distald la glezne si la degete, relationate la
plexul sacral sau emergentele lombare nervoase. Du-
rerea este localizatd mai mult la nivelul soldului sau
coapsei si poate fi severd si adesea dureazi luni dupa
debutul bolii. Pierderea sensibilititii este distald si si-
metrici, reflexele osteotendinoase normale sau reduse.
Factori asociati: slabul control al diabetului, pierdere
in greutate, DZ noninsulinodependent. Diagnostice
diferentiale includ: plexopatie lomobosacrati, leziune
de coada equina. Electrodiagnostic: Denervare mul-
tifocald in muschii paraspinos si ai membrelor inferi-
oare. Viteze de concudere nervoasi: pierderi axonale
CMAPS mici si SNAP mici. Substrat fiziopatologic:
vasculopatie inflamatorie si umorali cu acumula-
re de mononucleare si/sau PMN pe langi vasele de
mic calibru. Capilarele endoneurale se ingroase prin
depunerea de C5b-9 complement si cu extravazarea
hemosiderinei in apropierea vaselor. Tratamentul vi-
zeazi controlul durerii, a diabetului corticosteroizi ca
Solumedrol si Imunoglobuline intravenos cu recupe-
rare lentd de la 6 luni la 24 de luni dupi controlul

diabetului [16].
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De fapt mononevrita multiplex apare frecvent in
diabet dar adesea aceastd complicatie a diabetului la
copil nu este luatd in calcul [17]. Neuropatia conse-
cutivi diabetului este mai frecventd odati cu cresterea
duratei diabetului, control glicemic slab si vérsta avan-
satd [18]. Cetoacidoza diabetici ce complici diabetul
zaharat poate duce la coagulare intravasculard dise-
minatd in diabet care la rindul ei se poate complica
cu mononevrita multiplex datoritd tromobozelor vasa
nervorum si ischemiei prelungite [19].

POLYARTERITIS NODOSA este o vasculiti
rard in copilirie. Forma infantild a poliarteritei nodoase
este recunoscuti ca formi severi a bolii Kawasaki. Co-
pii au o formd cutanatd, infantili si sistemica. Literatu-
ra descrie un caz cu mononevrita multiplex [21].

MUCOPOLIZAHARIDOZA: Mucopolizaha-
ridozele (MPS) sunt un grup de boli cu o incidenti
de aproape 100% a incidentei de sindrom de tunel
carpian in formele de MPS I, II si VI. Daci se ope-
reazd rezultatele electrofiziologice se imbunititesc
semnificativ [22]. Bolile lizozomale sunt cauze frec-
vente pentru eredopatiile care determind sindrom de
tunel carpian la copil. Dupd decompresie chirurgi-
cald se giseste o compresie severd a nervului median
prin ingrosarea flexorului retinculum. Histopatologia
tesutului ingrosat a aritat fibre si un flexor retinacu-
lum. La microscopia electronici macrofagele cu in-
cluzii tip corpuri zebra membrano-vacuolate [23].
Sindromul bilateral de tunel carpal poate complica
cursul mucopolizaharidozei I1I (polidistrofia pseudo-
Hurler) [24]. S-au efectuat misuritori ecografice la
nivelul nervului median la nivelul emergentei ner-
vului din tunelul carpian precum si la niveul treimei
medii a antebratului la pacientii cu MPZII si nervul a
fost gisit ingrosat fatd de loturile de subiecti sinitosi.
Alte modificiri gisite datorate acestei afectiri au fost
hipoecogenitate, fascii musculare ingrosate, contur
neregulat, si anomalii ale semnalului Doppler [25].

HEPATITE AUTOIMUNE: Pentru multi paci-
enti cu hepatite autoimune prezenta trisiturilor extra-
hepatice este bine recunocutd la momentul prezentirii
si a monitorizdrii pe termen lung si foarte lung. Tulbu-
riri autoimune concomitente au fost descrise la apro-
ximativ 20-25% dintre pacienti cu hepatitd autoimund
atat la adulti cat si la copii. Astfel asociazi dureri arti-
culare, artrita cronicd juvenild, boli de tesut conjunctiv,
rush cutanat, sindrom febril, boali celiaci, deficitul de
IgA, boala Crohn, colita ulceroasd, sindrom Sjogren,
Lupus eritematos sistemic, glomerulonefritd, alveoli-

ta fibrozanti, anemie hemoliticd, uveiti, mononevrita
multiplex, polimiozita si scleroza multipli [26].

LUPUSUL ERITEMATOS SISTEMIC: Preva-
lenta manifestirilor neuropsihiatrice in populatia pedi-
atricd este de 28%, iar in 1999 subcomitetul colegiului
american de reumatologie American College of Rhe-
umatology a propus existenta a 19 sindroame neuro-
psihiatrice prezente in lupusul eritematos sistematizat
la copil, iar 7 dintre acestea implicd sistemul nervos
periferic. Mononevrita multiplex este cea mai comuni
formi de prezentare cind este implicat sistemul nervos
periferic dar acesta poate fi afectat si sub forma neuro-
patie demielinizantd acuti si cronicd precum si neuro-
patia distald senzitivo-motorie distald. Mononevrita se
datoreazi leziunilor vasa nervosum, se poate produce
ocluzia lor ceea ce duce la ischemie care la rindul ei
duce la degnerescenti Walleriand [27].

PURPURA HENNOCH SCHONLEIN sau
vasculita cu IgA este multisistemicd putdnd implica
sistemul nervos cu cefalee, ataxie, crize convulsive sau
status mental alterat. Chiar daca rar, cind este prins
la nivelul sistemului nervos periferic putem avea
paralizie faciald perifericd, sindrom Guillaine Barre,
plexopatie brahiald, neuropatie peroneald dar se poate
manifesta si ca mononevritd multiplex ce primeste
tratament cu steroizi [28].

MONONEVRITA ASOCIATA HIV: vasculi-
td asociatd infectiei HIV este mai frecventd la adult,
unde este prima manifestare a bolii dar poate apare si
dupi ce celilalte simptome ale SIDA s-au dezvoltat si
se manifestd ca o neuropatie senzoriomotorie sime-
tricd sau ca un sindrom ce evolueazi cu mononevrita
multiplex. Infiltratele inflamatorii sunt de obicei cu
celule T CD8 si macrofage [29].

FEBRA DENGUE: Atunci cand ea implici sis-
temul nervos central asociazi convulsii febrile, ence-
falopatie, encefaliti, meningita asepticd, hemoragii
intracraniene, tromboza intracraniand, efuziuni sub-
durale, mononeuropatii, polineuropatii, sindromul
Guillain-Barre si mielita transversd [30].

LEPRA: Boala Hansen, sau lepra este incd o ca-
uzd majord a unor neuropatii periferice in tiri in curs
de dezvoltare. Mycobacterium leprae infecteazi si le-
zeazd celulele Schwann, deficitele incep intéi senzitiv
apoi progreseazd spre motorii. Forma pur neuriticd
este rard, fird stigmatele cutanate caracteristice [31].

BOALA LYME: Este cauzati de spirocheta
Borellia Burgdorferi si e transmisd prin intepitu-
ra de cipusi. Ea are trei stadii. Stadiul 1 urmeazi la
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aproximativ o lund e caracterizatd de un rash cutanat
la 80% din cazuri, si simptome cum ar fi mialgii, gat
intepenit, febrd, cefalee, artralgii. In stadiul 2 se pot
dezvolta neuropatii periferice la 15% din cazuri dar
si eritemul cronic migrans la citeva siptimini de la
intepdturd i meninigita limfocitard asepticd manifes-
tatd cu cefalee, mononevrita multiplex, mielitd, ataxie
cerebeloasd. lar stadiul 3 poate surveni la peste 2 ani
cu mielopatie, encefalopatie, neuropatie, tubluriri psi-
hiatrice [32].

MONONEVRITA MULTIPLEX EREDITA-
RA CU PREDILECTIE BRAHIALA (Neuropatia
de plex brahial ereditard) este o afectiune autosomal
dominanti ce constd in amiotrofii dureroase cu tul-
buriri de sensibilitate, mai frecventi la fete, poate fi
asociati cu sarcina (apare in al 3-lea trimestru), cu de-
but in decada 1-a, a 2-a sau a 3-a, orice nerv provenit
din plexul brahial putind fi afectat, VCN motorii in
segmentele distale ale membrelor normale si prezenta
durerii le diferentiazd de neuropatia ereditari [13].

FIZIOPATOLOGIE

Durerea neuropati se afli in relatie cu produce-
rea de H2S sulfit de hidrogen. Expresia cistation beta
sisntetazei si formarea de H2S la nivelul L4-L6 au
fost studiate si s-a detectat a avea rol in durerea ne-
uropatd. Aminooxiacetic acid (AOAA) este un inhi-
bitor al cistationbetasinstetazei (CBS)AOAA scade
semnificativ activarea NF-kB(p65) [33]. Existd 5 ti-
puri de proteine NFk-B la mamifere (RelA/NFkB-
p65, RelB, c-Rel, NF-_B1/NFkB-p105, si NF-_B2/
NFkB-p100). Ele formeazi o varietate de homodi-
meri si heterodimeri, iar fiecare dintre ele are un set
caracteristic genetic [34]. In cazul bolilor sistemice
cum ar fi lupusul s-a decelat prin biopsia nervului su-
ral o vasculitd [35]. Arterita necrozanti este cel mai
comun pattern de implicare vasculard in mononevrita
multiplex, adesea implicand arterele mici precapilare
ale vasa nervorum ducind la ischemie distribuiti ale-
ator de-a lungul cursului unui nerv [5].

DIAGNOSTIC

Pacientul se poate prezenta cu deficite motorii sau
senzitive dureroase acute sau subacute care sunt limi-
tate la un nerv sau pot fi multifocale. Pot fi asociate
simptome de vasculitd sistemicd implicind mai multe
organe si sisteme cum ar fi febrd, transpiratii nocturne,
umflarea articulatii, infectie nazald sau orald, sau lezi-
uni cutanate. In vasculitele sistemice sau nonsistemice

pot apirea pierdere de greutate, oboseald, mialgie, sau
artralgie. Testele de laborator includ teste functionale
renale, glicemie, formuld leucocitard, markeri infla-
matori, autoanticorpi asociati cu vasculitd sistemici,
serologia pentru antigen pentru hepatitd B, antigen
pentru hepatiti C, si HIV, EMG, uree, creatinini, cri-
oglobuline, complement seric, anticorpi pentru boala
Lyme, anticorpi citoplasmici si perinucleari (c-Anca,
p-Anca) factor reumatoid, ANA, ADN dublu-ca-
tenar, anticorpi anti-SSA sau anti SSB, enzima de
conversie a angiotensinei serice, electroforeza prote-
inelor si imunofixare, radiografie de torace, biopsie de
muschi si de nervi. Anticorpi anti —Sm, anti topoi-
someraza I, anti-Scl 70) si anti centromerul (ACA)
anticorpi, biopsie de piele, biopsie de buze, anticorpi
anti-Hu, analiza lcr, CT abdomen, pelvis, PET scan,
al toracelui, abdomenului, sau pelvis,angiografie con-
ventoinald, angiografie cu rezonantd magnetici [5].

Pentru diagnosticul de vasculitd pledeazi anemia,
leucocitoza, eozinofilia precum si o vitezi de sedimen-
tare crescutd sau proteina C reactivd, anticorpii anti-
nucleari, ADN dublu-catenar, anticorpi antineutrofilici
citoplasmaticic ANCA  sau anticorpi antineutrofilici
perinucleari perinucleari P-ANCA, antigen crescut
relationat cu factorul VIII (von Willebrandt), cryoglo-
bulinmia, complexe imune circulante, hematuria, alti
autoanticorpi specifici, de exemplu SS-A/Ro, SS-B/
(sindrom Sjogren) anticorpi anti-SCL-70 (scleroder-
ma) RNP (boala mixti de tesut conjunctiv [36].

DIAGNOSTIC DIFERENTIAL

Neuropatia ulnari de pozitie care este foarte rard
la copil dar poate surveni iar riscul aparitiei sale la
copil tocmai de aceea este subestimat, mai ales ci
poate apare la copii anesteziati. In plus pacientii ti-
neri raspund la tratamentul conservativ al neuropatiei
mai putin favorabil decit adultii si rispunsul depinde
de mecanismul patogenetic al lezarii nervului ulnar.
Nerecunoasterea de citre anestezist sau chirurg a
posibilititii acestei lezdri poate avea consecinte me-
dico-legale uneori [37]. Neuropatia ulnard instabili
poate fi corectatd chirurgical. Nervul ulnar poate fi
subluxat sau impinis spre epicondilul median cu flexia
cotului astfel nervul devenind ,instabil”. Tratamentul
chirurgical duce la reducerea simptomelor la copiii la
care se aplici cum ar fi amorteala, furnicituri [38].

Leziunile nervoase dupd fracturile sau dupa luxarea
cotului: Fracturile supracondilare ale humerusului sunt
foarte comune in populatia pediatrica. Initial 10-16%
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din pacienti au leziuni ale nervuli ulnar la fel si parali-
zia de nerv median in 6,4% si paralizia de nerv radial
in 2,6% [39].

Neuropatia fibulari (peroneali) a copilului si adoles-
centului: Blocul de conducere nervoasi la nivelul ca-
pului fibulei existd la 35% dintre pacienti. Pierderea
axonali profundi a fost identificata in 77% din cazuri,
pe cand pierderea axonald fibulari superficiald a fost
identificatd in 45% din cazuri. Fiziopatologia a fost
axonalid in 72% din cazuri, majoritatea demielinizantd
in 6% din cazuri si mixt 22% [40].

Paralizia de nerv peroneal consecutiv unui chist pro-
ximal tibiofibular sinovial. Este o patologie rar intal-
nitd. Existd doud forme macroscopice: chist extrane-
ural si intraneural. Nu este o patologie comuni dar
trebuie recunoscutd si tratatd rapid, in aceste cazuri
recuperarea fiind completd [41].

Neuropatia ereditard cu sensibilitate la presiune
hereditary neuropathy with liability to pressure pal-
sies (HNPP)datoriti deletiei de 17p11.2. In aceste
situatii pot exista mai multe patternuri de neuropa-
tie: mononeuropatii multiple, mononeuropatii, po-
lineuropatie senzitiv-motorie cronicd, polineuropa-
tie senzitivd cronicd, plexopatie brahiald unilaterald.
Prezentarea neuropatiei ereditare cu sensibilitate la
presiune este variabild si include durerea. Cel mai
frecvent model este al unei neuropatii asimetric,
motorii cu incetinirea focali a VCN la topografii
specifice ale SNC [42]. Neuropatiile ereditare cu
sensibilitate la presiune pot sunt legate de deletia
genei PMP22 [43]. In cazul deletiei genei PMP22
paralizia peroneald este cea mai frecventd prezentare
(42%) urmatd de paralizia plexului brahial in 25%
din cazuri [44].

Pacientii au un fenotip tipic cu episoade de sli-
biciune focald si/sau pierdere senzoriala si viteze de
conducere incetinite la nivelul locurilor comune de
compresie cum ar fi nervul tibial la nivelul genunchiu-
lui si nervul median la nivelul incheieturii cotului. In-
tre episoade pacientii sunt asimptomatici si au o ne-
uropatie blanda, predominent senzoriald. Dacid avem
o mutatie a Treoninei 118 metionini (T118M) se
produce o neuropatie usoard transmisi dominant. A
fost raportatd o asociere a mutatiilor de deletie a cro-
mozomului 17 (17p11.2-p12) cu o mutatie T118M
punctiformd pe alela PMP22. Mecanismul este ex-
presia redusd a PMP22 cauzati de deletia 17p11.2-12
ce duce la o mielina alteratd cu sensibilitate la presi-
une, iar proteina mutanti T118M este exprimati si

incorporati in mielind de unde rezultd o afectare mai
severd a mielinei cind sunt asociate cele doud mutatii
la aceeasi persoand [45].

Neuropatiile senzoritivo-motorii sunt un grup etero-
gen de afectiuni, incidenta este de 1/2500 de persoane.
Se caracterizeazd prin atrofii ale extremititilor dista-
le, (tibialul anterior afectat devreme) si reflexe osteo-
tendinoase reduse sau absente, pes cavus, sensibilitate
afectatd, tulburiri de mers cu mers stepat. Afectarea
CMT si CMT1 sunt cele mai frecvente datoritd du-
plicarii genei PMP 22, ea fiind localizatd pe cromozo-
mul 17p11.2.CMT1b duce la o proteina PO anormali
cu defectul localizat pe cromozomul 1[4].

Sindromul de tunel carpian Au fost comparate gru-
pe de copii de clasa a 6-a care au folosit cirti tiparite
sau digitale si au fost studiate studii de conducere ale
nervului median motorii si senzitive. Studiul a aritat
cd nu au existat diferente dintre folosirea cirtilor elec-
tronice sau tipdrite pe hartie la copiii ce aveau acest
sindrom [46]. Sindromul de tunel carpian este mai
frecvent la pacientii obezi. Obezitatea este o problema
de sindtate publicd in crestere la tineri si multe boli
ale adultului asociate cu obezitatea sunt gisite in ziua
de azi la copil [47]. Literatura arati ci persoanele cu
sindrom Down sunt mai expuse la a avea sindrom de
tunel carpian [48]. Sindromul de tunel carpian poate
apare si acut consecutiv curentirii la copii, dar aceastd
entitate apare mai rar si este mai greu de recunoscut
dar trebuie sa ne gandim si la ea. Simptomele adesea
pot fi confundate cu neuropraxia. Dupid curentare se
produce edemul tesuturilor moi si inflamatie ce exer-
citd o presiune crescutd pe nervul median aflat in inte-
riorul tunelului carpian. Specificitatea si sensitivitatea
testelor cum ar fi semnul Tinel si Phalen nu este inci
cert. Intr-un studiu pe adulti s-a aritat cd sindromul
de tunel carpian apare la adult dupa 5 luni de la
injuria electricd. La copii electrocutati aceste semne
pot fi usoare si pot trece neobservate [49]. Neuropra-
xia este un tip de injurie nervoasi periferici si este
consideratd cea mai usoari. Este un bloc de condu-
cere tranzitoriu al functiei motorii sau senzitive, fird
degenerarea nervoasi desi afectarea motorie este cel
mai frecvent intdlniti. Axonii nu sunt afectati [50].
Cel mai comun simptoma al sindromului de tunel
carpian sunt acroparesteziile nocturne. Testul Tinel
implicd percutia nervuli median pe traiectul siu de la
antebrat la articulatia pumnului in directia capatului
distal. El este pozitiv cand apar parestezii in teritoriul
de distributie al nervului. El este pozitiv in proportie
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de 58-67% dintre pacientii la care EMG este pozitiv
iar in 20% din cazuri putem avea semnul Tinel pozitiv
tird fenomene de compresie. Testul Phalen consti in
flexia articulatiei mdinii la maxim si dacd la 60 de
secunde apare amorteald si parestezii la primele trei
degete [51].

In cazul sindromlui de tunel carpian nervul
ulnar poate rimine instabil si dupd decompresia
chirurgicald, de aceea strategia abordirii chirurgicale
pentru decompresia nervului ulnar trebuie ficutd cu
multd griji [52]. Sindromul de tunel carpian poate fi
familial, s-a gisit o familie in care el a aparut pe par-
cursul a trei generatii, la tatd si fiu el apdrand in prima
decadi nervul median fiind comprinat de ligamentele
carpale transversale. E sugerat ca ingrosarea ligamen-
telor poate constitui tulburarea care va da nastere si
sindormul de tunel carpian [53].

Sindromul de tunel tarsian este o neuropatie focald
compresivd. Este adesea subdiagnosticat si afecteazi
marginile plantare ale piciorului. Rolul interventiilor
conservative versus cele chirurgicale in diferitele sta-
dii ale bolii riman neclare [54].

Paralizia sciaticd progresiva datoratd unui pseudoane-
vrism. La copii este dificil s3 diagnostichezi o cauzi ex-
traspinald de radiculopatie lombari sau polineuropatie.
Astfel pot exista pseudoanevrisme traumatice sau ia-
trogenice ale arterelor iliace. Autorii raporteazi un caz
in care unui copil i s-a ficut o osteotomie pentru o os-
teocondriti disecans care a generat o luxatie bilaterald
de sold, iar la 12 luni a aparut o sciaticd a unui membru
ce a dus la paralizie. Solutia a fost o embolizare endo-
vasculard si evacuarea hematomului secundar [55].

Ganglionul intraneural al nervului comun peroneal la
copii. Ganglionii intraneurali sunt formatiuni chistice
nonneoplastice continute in epinervul nervilor perife-
rici locul cel mai frecvent fiind la nvelul extremititii
fibulei. Acest diagnostic trebuie luat in caclul la cide-
rea piciorului la copii, datoritd posiblititii abordarii
terapeutice si a recuperdrii [56].

Chisturile pot fi localizate si la nivelul nervului ti-
bial. Aceste chisturi pot fi recurente la nivelul acestor
nervi, necesitind mai multe operatii [57].

Paralizia de nerv sciatic postinjectionald la copii.
Principalele acuze la copii sunt durerea si tulburiri de
echilibru dupi injectare. Nervul sciatic este cel mai
lung si mai gros nerv din corp. El are doud compo-
nente nervul tibial si cel peroneal ultimul fiind mai
des afectat din cauza pozitiei sale posterolaterale si a
cantititii mai mici de tesut conjunctiv de sustinere.

Paralizia de sciatic postinjectionald datoritd injectirii
gluteale se poate manifesta cu parestezii si complicatii
neurologice severe [58].

Traumatismele nervilor din perioada neonatald.
Adesea metodele de recuperare dupd aceste injurii
se bazeazd pe metode de reabilitare si chirurgicale
in ciuda tehnicilor noi microchirurgicale. Cercetari-
le pentru dezvoltarea unor agenti neuroprotectori in
aceste patologii continud cum ar fi testarea pe sobolan
a moleculei P7C3 care blocheazi moartea celulari a
neuronilor periferici si a oprit mobilizarea patologicd
a microgliilor spinale [59].

Neuropatie inflamatorie acuta demielinizanta. Di-
agnosticul bolii este mai mult clinic. Se vor exclu-
de leziunile acute medulare cum ar fi dificultati ale
motricititii vezicii urinare. Un simdrom medular
acut este cel de arterd spinald anterioard. In caz de
neuropatie inflamatorie avem paralizie ascendenti in
asociere cu o infectie ce este vizutd in 60-70% din
cazuri, cu reflexe diminuate sau absente. Slibiciunea
progresivd este prezentd la mai mult de un membru
si progreseazi in 4 siptimani, tipic avem o relativd
simetrie. O varianti este sindromul Miller Fisher ce
asociazd oftalmoplegie, ataxie si areflexie si anticorpii
antigangliosid GQ1b (Mori, 2001). Prinderea cozii
de cal este favorabil 83% pentru sindromul Guilla-
in Barre si este prezentd in 95% din cazurile tipice.
Complicatiile pot fi mai reduse atunci cand se dau
imunoglobuline iv. Cazurile cu anticorpi anti GM1 au
un prognostic mai prost [4].

Sciatica consecutivd unor compresii medulare. De
exemplu pot exista chisturi intrarahidiene [60].

TRATAMENT

Tratamentul mononevritei multiplex implicd
tratamentul conditiei care lezeazd nervii, combate-
rea medicamentoasd a durerii si alte terapii pentru
a mentine forta musculard si puterea de miscare al
pirtii afectate a corpului [61]. Terapia durerii se face
cu antidepresive ca Amitriptiling, Nortriptiling, Imi-
pramind, Desipramine, Duloxeting, Venlafaxine XR
, antiepileptice ca Gabapentin, Pregabalin, Carbama-
zepine, Oxcarbazepine, Lamotrigind, Topiramate,
altele Mexiletine, Tramadol, Capsaicin 0.075% topic
tid-qid pentru eritem [62]. In unele cazuri cum este
lupusul eritematos sistemic se pot folosi scheme ca iv
Solumedrol 30 mg/kg (maximum 1 g) pe zi timp de 5
zile urmat de Prednisone 80 mg/zi per os. Dar poate
apare o hemoragie gastrici [17].
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Repararea chirurgicala a nervului ulnar se face cu
o procedurd anti-gheard (capsulorafie articulatiilor
metacarpofalangiene si metoda scripetelui), perioa-
da de urmirire fiind de 39 de luni dar rezultate vizi-
bile se vid deja la 3 luni. Aceastd procedurd previne
deformarea mainii [63].

In unele situatii sunt folosite tehnici de blocuri
nervoase ghidate ecografic pentru sindrom de tunel
tarsian ce poate apare in unele afectiri [64].

Educatia pacientului. De exemplu copii obezi tre-
buie informati ci sciderea in greutate este beneficd
pentru tratamentul lor asociat cu interventiile specifi-

ce in boali [47].

PROGNOSTIC

Tratamentul cu succes al cauzei mononevritei
multiplex poate duce la recuperarea completd. Ori-
cum inflamatia nervilor care treneazi prea mult poate
duce la leziuni nervoase permanente astfel ci trata-
mentul ar trebui inceput pe cit de repede posibil dupa
ce simptomele au devenit evidente [65].

Mononevritis multiplex can be defined as a
multiple mononeuropathy with multiple lesions
of more peripheric nerves (from different nervous
plexi). The deficits are assymetric and are motor,
sensorial or mixed [1]. As the disease progresses
the multifocal character estompates and it becomes
more symmetric [2]. Duration of the disease can
be days or years, Mononevritis can cause also
pain which is profound and is more intense in the
night and often showing dorsalgia, thigh pain or
the inferior limb [3]. The neuropathic processes
from childhood can worsen and processes which
get better in time. Those which improve in time
are the aquired like vitamine deficiencies, toxic,
immune mediated, or focal mononeuropaties. The
progressive ones are the hereditary/genetic like the
group of the sensoriomotor hereditary neuropaties,
and the immune mediated neuropathies. Generally
when this mononeuropathies have an earlier onset
in chuildhood their course and prognosis are worse
compared with those of which onset is in adult
life. There are some exceptions like the children
which present as floppy infants due to a congenital
neuropathy with respiratory difficulties and which
can recover to walk independently [4].

CERCETARI VIITOARE

Injurii limitate la nivelul anumitor nervi pro-
duc modificiri fenotipice in neuronii piramidali din
cortexul prelimbic al soarecilor. O substantd denumi-
ti MMPIP 6-(4-methoxyphenyl)-5-methyl-3-py-
ridinyl-4-isoxazolo[4,5-c]pyridin-4(5H)-one, care
este un modulator alosteric negativ al receptorului de
glutamat 7 metabotrop influenteaza durerea si com-
portamentul afectiv si cognitiv la soarecele neuropat
si a restabilit echilibrul dintre rispunsurile excitato-
rii si inhibitorii a neuronilor din cortexul prelimbic
la soarece. Cercetiri s-au ficut si pe 7-hydroxy-3-(4-
iodophenoxy)-4H-chromen-4-one, XAP044 un alt
agent selectiv mGluR7 [66].

Se stie ca durerile frecvente duc la tulburiri emo-
tionale si comportamentale mai frecvente la adoles-
centi [67].

Astfel putem privi integrativ abordarea monone-
vritei multiplex de la medicina moleculard la semne
clinice clasice ce ne pot atrage atentia asupra acestei
patologii.

Table I. Causes of mononevritis multiplex
Chronic Diabetus mellitus
Vasculitis
Amiloidozis
Tumoral (lymphoma, leukemia)
Amiloidosis
Poliarteritis nodosa
Rematoid arteritis
Systemic lupus erithematosus
Paraneoplasic syndromes
Celiac disease
Infectious
Lyme diseas
Leprae
A virus Hepatitis
B virus Hepatitis
C virus Hepatitis
Acute infection with cu Parvovirus B-19
Herpes simplex virus infection
AIDS/HIV
Dengue fever
Rheumatologic | Rheumatologic
Wegener granulomatosis
Henoch-Schonlein syndrome
Sjogren syndrome
Behcet disease
Temporal arteritis with giant cells

Infectious
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Sclerodermia
Chronic reaction graft versus host
Tumoral Tumoral
tumorald direct invasion with intraneural di-
semination-lymphoma
-B cell leukemia
-Carcinoid tumor
Paraneoplasic-lung cancer with little cells
Hematologice | Hematologice
Churg-Strauss syndrome
Hipereosinofilia
Crioglobulinemia
Atopia related nevritis
Idiopathic Thrombocytopenic purupura
Sulfonamide
Propylthiouracyl
Hydralazin
Colony stimnulating factor-drugs
Allopurinol
Cefaclor
Minocycline
D-Penicillamina
Phenytoin
Isotretinoin
Methotrexate
Interferon
TNF-alfa inhibitors
Quinolones
Leucotriene inhibitors
Metabolic Mucopolizaharidosis
Cauze diverse | Angeitis due to amphetamines
Disimmune
Deletiion of 17p11.2
Hereditary mononevritis multiplex ereditard with
brahial predilection

Adapted after [5], [2], [6],[7].[8], [9],(10], [11], [12][13][1]
CELIACDISEASE:The neurologic complication

of the celiac disease like epilepsy, ataxia, neuropathy,
headache and migrains are present in 10% of patients
with celiac disease, but the involvement of the periferic
nervous system in children with celiac disease is not
frequent. The neuropathy associated to the celiac
disease takes the form of a sensorial neuropathy with
distal sensory loss, paresthesias, gait disturbances.
Rare we can see an acute rapid progressing syndrome
like inflammatory demyelinating polyneuropathy,
mononevritis multiplex, pure motor neuropathy,
and autonomic dysfuntion were reported as being
asociated to the celiac disease or with anti-gliadin
antibodies or antiendomysium [14].

TANGIER DISEASE: Alfalypoproteinemia

is a rare disease, transmitted autosomal recessive

Medication

Hereditary

which produces a severe deficiency of the high
density lypoproteins (HDL) in plasma, and storage
of cholesterol esters in different tissues, in the tonsils,
spleen, corneea, spinal cord. The gene ATP binding
cassete transporter ABCA1 also known as the
Cholesterol Efflux Binding Protein with locus 9¢31.
ABCAI1 plays a key role in the elimination of the lipids
from the cell. The disease starts between 2-67 years of
age, and can evolve like a multiple mononeuropathy
wiuth favourable but fluctuating outcome or isolated
mononeuropathy at the limbs beside other forms like
psudosyringomyelia with dissociated sensibility or
senzitivo-motory polyneuropathy symmetric slowly
progressive [15].

DIABETES MELLITUS: The associated risk
form the beginning of diabetus with proeminent
symptoms at 5 years are: 4-10% and at 25 years 13-
15%. The medium time of developing neuropathia
in diabetes mellitus is 8 years. The neuropathic
manifestations is diabetes mellitus are more frequent
in the type 2 (26% compared to those with diabetes
mellitus type 1 (8%). When the onset is early
inchildhood it looks to be asymptomatic but it exists
with sensory loss. In most cases it is pansensory but
it can involve selectively just nerve fibers of certain
thickness like are the small one. The thermal treshold
is reduced, pain is present from the beginning of the
disease implying large fibers. The sense of vibration is
reduced. There an exist paresthesias. Ahilian reflexes
absent. The lombosacrat plexopathy can exist under
the name of proximal diabetic neuropathy, spinal
amyotrophy, diabetic multifocal neuropathy.

The general prevalence: 0,08 % from total cases.
more often in type II diabetes (1,1%), than in type I
(0,3%). Symptoms weakness, asymetry, the weakness is
proximal, in the cvadriceps and in the thigh adductors,
psoas. Distal weakness at the ankles and fingers,
related to the sacral plexus or the lombar nervous
emergerging. The pain is located more on the hip and
thigh and can be severe and can last month after the
onset of the disease. The loose of sensibility is distal
and symmetric. Osteotendinous reflexes are normal
or reduced. Associated factor: poor diabetes control,
loose in weight, noninsulinodependent diabetes
mellitus. Differential diagnosis includes: Lumbosacrat
plexopathy, cauda equina lesions. Electrodiagnosis:
Multifocal denervation in the paraspinous muscle and
of the inferior limbs. Nerve driving speeds: axonal loss,

littte CMAPS (Compund muscle action potential)
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and little SNAP’s (sensory nerve action potential).
Patophysiologic substrate:inflammatory and umoral
vasculopathy with accumulation of mononuclear cells
and/ or polymorphonuclear near the little vessels. The
endoneural capillaries get thicker with accumulation of
C5b-9 complement and extravasation of hemosiderin
near the vessels. The treatment is focused on the control
of pain, and the control of the diabetes but it there can
be used corticosteroids like Solumedrol and intravenous
Immunoglobulines with slow recovery in 6 months to
24 months after the control of diabetus mellitus [16].

In reality this complication occurs often in child
diabetes mellitus but often it is overlooked [17]. The
neuropathy in diabetes mellitus is more frequent as
the duration of the diabetes mellitus increases, when
it exist poor glicemic control and when the age is
greater [18]. Diabetic ketoacidosis complicating
diabetes mellitus can lead to intravascular diseminated
coagulopathy which can cmplicate with mononeuritis
multiplex due to the thrombosis of vasa nervorum
and prolonged ischemia [19].

POLYARTERITIS NODOSA is a rare vasculitis
in childhood. The infantile form of polyarteritis
nodosa is recognised as the severe form of Kawasaki
disease. In children there exist a cutaneous form, a
infantile form and a systemic form. In literatura there
was noted one case with mononevritis multiplex [21].

MUCOPOLIZAHARIDOSIS (MPS) are a group
of diseases with an incidence of 100% of carpal tunel
syndrome in the MPS I, IT and VI form. If this patients
are operated the electrophysiologic testing becomes
much better [22]. The lysosomal storage diseases are
frequent cuases for the heredopaties which determine
the carpal tunnel syndrome in children. After surgical
decompression it was found a great compression of the
nerve due to the thickening of the flexor retinaculum.
The hystopathology of the thickened tissue has showed
fibers and a thickened flexor retinnaculum. At electron
mycroscopy macrophages with membrane —vacuolated
zebra bodies [23]. The bilateral carpal tunnel syndrome
can complicate mucopolyzaharidosis III (pseudo-
Hurler polydystrophy) [24]. Measuring echografic the
median nerve emerging from the carpal tunnel and at
the medium third average of the forearm at patients with
MPS II the nerve was found thicker than in healthy
subjects. Other echografic manifestations found in this
condition were hypoechogenity,thickened muscular
fascia, irregular contour, and Dopler ultrasound
anomalies [25].

AUTOIMMUNE HEPATITIS For many
petients with autoimmune hepatitis the extrahepatic
manifestations are well-known, when they are on
long term and very long term follow up. Concomitant
autoimmune disorders were described in 20-25%
of patients with autoimmune hepatitis in adults
and children. So they can have joint pain, chronic
juvenile artritis, connective tissue diseases, skin rush,
fever, celiac disease, IgA deficit, Chron’s disease,
ulcerative colitis, Syogren syndrome, systemic
lupus erythematosus, glomerulonefritis, fibrosing
alveolitis, hemolytic, uveitis, mononevritis multiplex,
polymyositis, multiple sclerosis [26].

SYSTEMIC LUPUS ERYTHEMATOSUS
The prevalence of neuropsychiatric manifestations
in pediatric population is 28% and in 1999 the
subcommitee of American College of Rheumatology
has proposed the existence 19 neuropsychiatric
syndromes in systemic lupus erythematosus in
children, and 7 of them involve the peripheral
nervous system. Mononevritis multiplex is the most
common form of presentation when the periferic
nervous system is involved but it can be also with
acute and chronic demyelinating neuropathy as also
distal sensory-motor neuropathy. Mononevritis is
caused by the lesions of vasa nervorum it can occur
their occlusion what leads to ischemia which in turn
leads to Wallerian degeneration [27].

HENOCH SCHONLEIN PURPURA or
IgA vasculitis is multisystemic, it may involve the
nervous system with headache, ataxia, seizures
or altered mental status. Even if rareely when the
periferic nervous system is involved, we can have
peripheric facial palsy, Guillame Barre syndrome,
brahial plexopathy, peroneal neuropathy but it can
manifest also as mononevritis multiplex which
receives tratment with steroids [28].

HIV  ASSOCIATED MONONEVRITIS
Vasculitis associated HIV infection is more frequent
in adults, where it is the first manifestation of the
disease but it can appear after the other symptoms of
AIDS has developed and it manifest as a symmetric
sensoriomotor or like a syndrome which evolve with
mononevritis multiplex. The inflammatory infiltrates
are with T CDS8 cells, and macrophages [29].

DENGUE FEVER When it implies the central
nervous system it associates febrile convulsions,
encephalopathy, aseptic meningitis, intracranial
hemorrhage, intracranial thrombosis, subdural
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effusions, mononeuropathies, polyneuropathies,
Guillaume-Barre  syndrome, and transverse
myelitis [30].

LEPRAE: Hansen disease, is still a major cause of
neuropathies in developing countries. Mycobacterium
leprae infects and injures Schwann cells, the deficits
first begin sesitive and than progress to motor. The
pure neuritic form is rare, whitout the characteristic
stigmata [31].

LYME DISEASE is caused by spirochete
Borrelia Burgdorferi, through the tick bite. There are
three stages: Stagel begins after one month and is
characterised with cutaneous rush in 80% of cases and
symptoms like myalgias, stiff neck, fever, headache,
arthralgia. In the second stage it can develop periferic
neuropathies at 15% of cases but also chronic migrans
erythema after some weeks from the bite, as also
aseptic lymphocitic meningitis which manifested with
headache, mononevritis multiplex, myelitis, cerebellar
ataxia. The third stage can appear after 2 years with
myelopathy, encephalopathy, neuropathy, psychiatric
disturbances [32].

HEREDITARY MONONEVRITIS MULTIPLEX
WITH BRACHIAL PREDILECTION (Hereditary
Brachial Plexus Neuropathy) isan autosomal dominant
disorder which consist of painful amyotrophia with
sensory disturbances, more frequent in girls, it can
be associated with pregnancy (it appears in the third
trimester) with onset in the first, second or third
decade, any nerve from the brachial plexus may be
affected the nerve and the normal conduction velocity
in the distal segements of the limbs differentiates
them from the hereditary neuropathy [13].

PATOPHYSIOLOGY

The neuropathic pain is in relation with the
production of H2S. The expression of cystation beta
synthase and the production of H2S at the level of
L4-L6 were studied and there was detected to have
a role in neuropathic pain. Amoinooxiacetic acid
(AOAA) is an inhibitor of cystation beta synthase
(CBS) AOAA lowers significant the activation of NF-
kB (p65) [33]. There are 5 types of proteins NFk-B in
mammals (RelA/NFk-B-p65), RelB, c-Rel, NF-_B1/
NFkB-p105 and NF-_B2/NFkB-p100). They form a
variety of homo- and heterodimers, and each of them
has a distinct set of genes [34]. In the case of systemic
diseases as it is in systemic lupus erythematousus a
vasculitis was detected by sural nerve biopsy [35].

Necrotizing arteritis is the most common pattern
of vascular implication in mononevritis multiplex,
often implying the little precapilar arteries of the vasa
nervorum leading to ischemia randomly distributed
along the course of a nerve [5].

DIAGNOSTIC

The patient can present withacute or subacute
motor or painful sensory deficits which are limited at
one nerve or can be multifocal. There can be associated
symtoms of systemic vasculitis implying more organs
and systems like fever, night sweats, swelling of
the joints, nasal or oral infection, or skin lesions. In
systemic and nonsytemic vasculitis can occur weight
loss, fatigue, myalgia, or arthralgia. Laboratory findings
include functional renal tests, glycemia, the leucocyte
formula, inflammatory markers, autoantibodies
associated with systemic vasculitis, hepatitis B serology,
hepatitis C serology, HIV serology, EMG, ureea,
creatinine, cryoglobulins, serum complement, Borrelia
antibodies, cytoplasmic and perinuclear antibodies
(c-Anca, p-Anca) rheumatoid factor, ANA, double-
stranded DNA, anti-SSA antibodies or anti SSB,
seric angiotensin conversion enzyme, electrophoresis
of proteins and immunofixation, chest X ray, nerve
and muscle biopsies. Antibodies anti-Sm, anti
topoisomerase 1 antibodies, anti —Scl 70), and anti-
centromere antibodies (ACA), skin biopsy, biopsy of
the lipps, anti-Hu antibodies, CSF analysis, abdominal
and pelvic CT scan, abdominal , thoracal and pelvic
PET scan, conventional angiography, magnetic
resonance angiography [5].

For wvasculitis advocates anemia, leukocytosis,
eosinophilia, high erythrocyte sedimentation rate or
C reactive protein, antinuclear antibodies, double-
stranded-DNA, anti-neutrophil cytoplasmic
antibodies (ANCA), anti-neutrophil perinuclear
antibodies (P-ANCA), VIII factor related antigen (von
Willebrandt), crioglobulinemia, immune circulant
complexes, hematuria, other specific autoantibodies,
for example SS-A/Ro, SS-B (Sjogren syndrome)
anti- SCL-70 antibodies (scleroderma) anti-RNP

antibodies (mixed connective tissue disease) [36].

DIFFERENTIAL DIAGNOSIS

Ulnar position related ulnaropathy is very rare
in children, but it can happen and that’s why it is
underestimated in children, especially that it can
appear in anesthetized child. The patients respond
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to the conservative treatment of the neuropathy less
favorable than the adults and the response depends on
the pathogenetic mechanism of the ulnar nerve lesion.
Underrecognition from the anesthesist or the surgeon
of the possibility of this kind of injury can lead to
forensic disputes [37]. Instable ulnar neuropathy
can be surgically treated. The ulnar nerve can be
subluxated and pushed to the median epicondyl with
flexion of the elbow so the nerve becomes ,instable”.
The surgical treatment reduces the symptoms in
children which are numbness and tingling [38].

Nervous lesions after the fractures or the elbow
dislocation. The supracondilar fractures of the humerus
are very common in the pediatric population. Initially
10-16% of the patients have lesions of the ulnar nerve
and the paralysis of the median nerve in 6,4% of the
radial nerve in 2,6% [39].

Fibular (peroneal) neuropathy of the child and the
adolescent. At the head of the fibula there are nerve
conduction blocks in 35% of the patients. Deep axon
loss was identified in 77% of cases. Where as the
superficial axonal fibular loss were identified in 45% of
cases. Pathophysiology was axonal in 72% of the cases
most demyelinating in 6% of cases and mixed in 22%.

Peroneal nerve paralysis  following a  proximal
synovial tibiofibular cyst is rare. There are two
macroscopic forms extraneural and intraneural cysts.
It is not a common but it needs to be rapid recognised
and treated, in this cases the recovery is complete [41].

Hereditary Neuropathy with Liability to Pressure
Palsy (HNPP) due to the deletion of 17p11.2 In this
sistuations can exist more pattterns of neuropathy:
multiple ~ mononeuropathy,  mononeuropathies,
chronic sensorimotor polyneuropathy, chronic sensory
neuropathy, brachial unilateral plexopathy. The
presentation of the hereditary neuropathy with liability
to pressure varies and includes pain. The most frequent
model is of an assymetrical motor neuropathy with
focal slowing of nerve conduction velocity in specific
areas [42]. Hereditary Neuropathy with Liability
to Pressure (HNPP) are related to the PMP22 gene
deletion [43]. When the PMP22 gene is deleted the
most common presentation is peroneal paralysis (45%)
followed by brachial plexus palsy (25%) [44].

The patients have o typic phenotype with episodes
of focal weakness and/or sensory loss and low
nerve conduction velocities at the common sites of
compression as it is for the tibial nerve at the knee and
the median nerve at the elbow. Between the episodes

the patients are symptom free and have apredominent
sensory, mild neuropathy. If it exist a Threonine 118
Methionine mutation (T118M) than a mild dominant
transmitted neuropathy is produced. It was reported a
association of the deletion of the 17-th chromosome
(17p11.2-p12) with a mutation T118M on the allele
PMP22. The mechansim is the reduces expression
of the PMP22 gene caused by the deletion of the
17p11.2-p chromosome which leads to an alterated
myelin with sensibility to pressure, and the mutant
T118M protein is expressed and in myelin incorporated
resulting a more severe lesion of the myelin when this
two mutations are coexisting in the same person [45].
Sensory-motor neurgpathy are a heterogenously
group of disorders with an incidence of 1/2500
persons. Characteristic features are distal extremities
atrophys (the anterior tibialis is afffected more often
on onset) and absent or reduced deep tendon reflexes,
pe cavus, impaired sensitivity, disturbances of walking.
CMT and CMT1 are more frequent because of the
dupplication of the gene PMP 22. With the locus on
the 17p11.2 chromome. CMT1b has an anormal P0
protein with the defect on the chromosome 1 [4].
Carpal  tunnel syndrome there was made a
comparative study on 6-th class children which used
paper books or electronic books and there was studied
the motor and sensory nerve conduction velocities
on the median nerve. The study showed that there
were no differences between the use of electronic
books or printed on paper in children who had this
syndrome [46]. Carpal tunnel syndrome is more
frequent in obese patients. Obesity is a growing public
health problem in teens and many diseases of the
adults associated with obesity are found nowadays in
the pediatric population [47]. The persons with Down
syndrome are more exposed to have carpal tunnel
syndrome [48]. Carpal tunnel syndrome can follow
after electrocution in chidlren but this entity is more
rare, and is difficult to recognise but we must think on
it. The symptoms can be confounded with neuropraxia.
After electrocution edema and inflammation occurs in
the tissues which make pression on the median nerve
which is located in the carpal tunnel. The specificity
and sensitivity of Tinel and Phalen sign are not well
documentated. In a study on adults it was shown that
the carpal tunnel syndrome appears after 5 months
after the electrocution. In children this signs can be
mild and can go unnoticed [49]. Neuropraxia is a
peripheric nerve injury and is considered to be milder.
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It is a transitory motor or sensory nerve conduction
block, whitout nervous degeneration even if the motor
involvement is more frequent. The axons are not
damaged [50]. The most common symptom of carpal
tunnel syndrome is acroparesthesia. The Tinel Test
involves medial nerve percussion on its forearm to the
fist joint in the direction of the distal end. It is positive
when paresthesia occur in the nerve distribution
area. It is positive in the proportion of 58-67% of the
patients with EMG positive and in 20% of cases we
can have the positive Tinel sign without compression
phenomena. The Phalen test consist of the flexion of
the hand joint to the maximum, and if after 60 seconds
numbness and paresthesia appear on the first three
fingers [51].

In the carpal tunnel syndrome the ulnar nerve
can be instable even after surgical decompression, so
the approach to the surgical approach for ulnar nerve
decompression should be done with great care [52].
The carpal tunnel syndrome can be familial, it was
found a family where this syndrome was in three
generations, from father to son and appeared in the
first decade the median nerve being compressed
by the carpal transverse ligaments. It is suggested
that thickening of the ligaments may constitute
the disorder that will give rise to the carpal tunnel
syndrome [53].

Tarsal tunnel syndrome is a focal compressive
neuropathy. It is underdiagnosed and affects the
plantar margins of the foot. The role of conservative
versus surgical interventions in the various stages of
the disease remains unclear [54].

Progressive sciatic paralysis due to pseudoaneurysm.In
children it is difficult to diagnose an extrinsic cause of
lumbar radiculopathy or polyneuropathy. Thus there
may be traumatic or iatrogenic pseudoaneurysms
of the iliac arteries. The authors report a case in
which a child had an osteotomy for a dissecans
osteochondritis that generated a bilateral hip
dislocation, and at 12 months occurred a sciatica of a
limb which progressed to paralysis. The solution was
endovascular embolisation and secondary hematoma
evacuation [55].

Intraneural ganglion of the common peroneal nerve
in children. Intraneural ganglions are non neoplastic
cystic formations contained in the epineurium of
the peripheral nerve, the most common being at the
level of the fibula’s extremity. This diagnosis should
be taken in the drop of the foot in children, because

in this cases exist a potential therapeutic approach
and recovery [56]. The cysts can also be localized in
the tibial nerve. These cysts can be recurrent to these
nerves, requiring more operations [57].

Sciatic post-injection palsy in children. The most
important complaints in children are pain and gait
disturbances after injection. The sciatic nerve os the
longest and thikest nerve from the body and has two
components the tibial nerve and the peroneal, the latter
being more often affected due to its posterolateral
position and the lower amount of supporting
connective tissue. Post-injection sciatic paralysis due
to gluteal injection may occur with severe paresthesia
and neurological complications [58].

Trauma of the nerves in the neonatal period. Their
therapy is often based on physical rehabilitation
therapy and surgical procedures even there are
microsurgical new procedures, research is made on
developing neuroprotective agents like the molecule
P73 tested on rat animal models which stoppes
the death of the periferic neurons and stoppes the
pathologic mobilisation of the spinal microglia [59].

Acute inflammatory demyelinating polyneuropathy
(AIDP). The diagnosis is more clinic. There will be
excluded the acute medullar lesions like difficulties in
bladder motor activity. An acute medular syndrome
is the anterior spinal artery syndrome. In the case of
inflammatory neuropathy we have ascendent paralysis
in association with an infection in 60-70% of cases,
with diminished or absent reflexes. Progressive
weakness is present in more than one limb and is
progressing in four weeks and typic exists a relative
symmetry. A variant is Miller Fisher syndrome which
associates oftalmoplegia, ataxia and areflexia and
antiglicoside GQ1b antibodies (Mori 2001). When
cauda equina is involved the diagnosis is in 83% of
cases favourable to Guillain Barre syndrome and is
present in 95% of the typic cases. The complications
are less severe when therapy include intravenous
immunoglobulin. Worse prognosis have the cases
with anti-GM1 antibodies [4].

Sciatic nerve involvement due to medullary
compreesion in children there can exist intrarahidian
cysts which determines symptoms of sciatica [60].

TREATMENT

The treatment of mononevritis multiplex implies
the underlying cause, pain treatment, and other
therapy oriented to maintain the muscle strength
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and the movement control of the affected side [61].
Pain management is done with antidepressants
Anmittriptylin, Nortriptylin, Imipramine, desipramine,
duloxetine, Venlafaxine XR, antiepleptic ~ drugs
Pregabalin,
Oxcarbazepine, Lamotrigin, Topiramate, others
Mexiletine, Tramadol, Capsaicin 0.075% topic tid-qid

burning [62]. In some situations like in systemic lupus

Carbamazepine,

like, Gabapentin,

erythematosus we can use intravenous Solumedrol 30
mg/kg, (maximum 1 gram/day) for 5 days followed by
Prednsilonomum 80 mg/day oral use. But it can appear
gastric hemorrhage [17].

The surgical repair of the ulnar nerve is made
with an anti-claw procedure (capsuloraphy of the
metacarpophalangeal joints and the pulley method)
the surveillance period being 39 months in one study
but good visible results are after 3 months. This
procedure prevents claw deformity of the hand [63].

In other situations there are used echographic
nerve conduction blocks for the tarsian tunnel
syndrome which can appear in some syndroms [64].

Education of the patient. Obese children must
be informed that weight loss is beneficial for the
treatment associated with the specific intervention in

the disease [47].
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REZUMAT:

Introducere: In studiu sunt analizate unele aspecte privind neurodezvoltarea copiilor cu virsti de pand la 3 ani cu sindroamele Down si Martin-Bell (X-fragil), in
contextul aplicirii resurselor medicale de ameliorare (psihologice si pedagogice). Scopul studiului constd in cercetarea procesului de dezvoltare a copiilor cu sindroa-
mele Down si Martin-Bell pe parcursul primilor trei ani de viatd utilizind resurse medicale, psihologice si pedagogice de ameliorare. Materiale si metode. A fost
studiat un esantion de 168 de copii cu virstd intre 1 lund §i 3 ani cu sindroamele Down (85 copii) si Martin-Bell (83 copii). Potrivit criteriului de varstd, cei 83 copii
cu sindromul X—fragil au fost repartizati astfel: a) 0-1 an — 29 copii; b) 1-2 ani — 28 copii; ¢) 2-3 ani — 26 copii. Copiii din fiecare grupi de virstd au fost Impirtiti in
dou subgrupuri aproximativ egale ca numir: esantionul de control (E.C.) i esantionul de formare (E. F.). Studiul experimental si de diagnostic s-a realizat in cadrul
consultului medico-genetic de la Institutul Mamei si Copilului si s-a desfigurat in trei stadii: (A) identificarea grupului tintd; (B) testarea si (C) retestarea si monitori-
zarea, Prelucrarea statistici a rezultatelor s-a efectuat dupi testele neparametrice Mann-Whitney U si Wilcoxon. Rezultate: In urma analizei rezultatelor cercetirii s-a
apreciat persistenta retardului sever in aspect psiho-medical la copiii cu sindromul Down, exprimate prin dezvoltarea insuficientd a tuturor proceselor si sferelor psihice.
Retardul neuropsihic si fizic la copiii cu sindromul Down nu a fost atit de evident pe parcursul primului an de viati, comparativ cu copiii normali, datorit resurselor
biologice si potentialului inndscut determinat individual la acesti copii. Conform studiului, deficientele copiilor cu sindromul Down devin mai evidente dupi virsta
de un an. Referitor la sindromul X-fragil, evaluarea rezultatelor experimentale a permis identificarea particularititilor individuale de dezvoltare psihologici a acestor
copii la varsta fragedi. Rezultatele studiului experimental au demonstrat ¢i acesti copii au insuficient dezvoltate procesele mentale, precum cele cognitive si emotional-
volitive, in timp ce motilitatea este mai putin afectatd. Este evident ci copiii cu sindromul X-fragil pot fi recuperabili, necesitind multiple interventii corectionale cu
scop de facilitare a reabilitirii timpurii. Concluzii: Dezvoltarea domeniului psiho-motor constituie o premisi importantd in vederea atingerii unor optimiziri in ceea
ce priveste formarea si dezvoltarea altor aspecte neuro-psihice. Aplicarea timpurie a resurselor medicale si psiho-pedagogice la copiii cu sindroamele Down si X-fragil,
determind corectia si ameliorarea dezvoltirii §i succesul in reabilitare in perioadele urmitoare de viatd. Sporirea nivelului de informare a familiilor care au copii cu
patologii neurogenetice reprezinti un aspect relevant pentru optimizarea proceselor de recuperare, facilitind corectia dezvoltirii acestor copii.

Cuvinte cheie: patologii neurogenetice (PNG), sindromul Down, sindromul Martin-Bell, diagnostic, dezvoltarea psihoneurologici.

ABSTRACT:

Background: In the study are analyzed several aspects concerning neurodevelopment of children till three years old with Down syndrome and fragile X syndrome

(Martin-Bell syndrome) in the context of applying of medical resources (psychological and pedagogic). Scope of research consists in studying of development process
of children with Down and Martin-Bell syndromes in first three years of their life, using medical, psychological and pedagogic resources of amelioration. Material and
methods: Was studied a group of 168 children till three years old with Down (85 children) and Martin-Bell (83 children) syndromes. According to the age criterion,
the 83 children with fragile X syndrome were distributed as follows: a) 0-1 year - 29 children; B) 1-2 years - 28 children; C) 2-3 years - 26 children. The children
from each age group were divided approximately equally into two subgroups: the control group (C.G.) and the studying group (S.G.). Experimental research and
diagnosis was occurred in medical-genetic counseling in the Institute of Mother and Child and took place in three stages: A. identifying of target group, B. training
and C. post training supervising. The statistical processing of the results was performed with nonparametric Mann-Whitney U and Wilcoxon tests. Results: Research
results demonstrate persistence of severe retardation of children with Down syndrome in psycho-medical aspect, related to insufficient development of all psychical
processes and spheres. Psycho-physical retardation of children with Down syndrome is not so clear during first year of life, comparing with normal children, due to
biological resources and to the inborn potential of individuals. Deficiency of children with Down syndrome becomes more evident after the age of one-year-old. Cog-
nitive-verbal behavior is most affected in children with Down syndrome, followed by psycho-motional and social-affective behaviors. Evaluating of the experimental
results led to identifying individual-psychological features of children’s development till three years old with Martin-Bell syndrome. According to the experimental
data, was demonstrated that these children have insufhiciently developed mental processes as well as cognitive and emotional-volitional immaturity, while motility is
less affected. Became clear that children with fragile X syndrome are recoverable, but they need recovery and correctional interventions to facilitate earlier subsequent
rehabilitation. Conclusions: Development of psycho-motional sphere represents an important premise for achieving sustainable increasing of formation-development
of other neuro-psychic spheres. Earlier applying of medical, psychological and pedagogical resources determines the success in rehabilitation and improvement of
development of children with Down and Martin-Bell syndromes. Increasing awareness and informing of families, parents and relatives of children with neurogenetic
diseases represents a relevant issue for facilitating the development process of these children.

Keywords: neurogenetic disease (NGD), Down syndrome, Martin-Bell syndrome, diagnosis, psychoneurological development.
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INTRODUCERE.

Problematica dezvoltirii copiilor cu boli geneti-
ce ce afecteazd preponderent sistemul nervos cen-
tral rimane actuald pe parcursul ultimului secol, din
momentul elabordrii suportului teoretico-aplicativ
al notiunii de parologie neurogenetici si de la deta-
sarea domeniului de cercetare a tulburirilor neu-
rologice determinate genetic de cel al maladiilor
neurologice in genere. Aparitia teoriei neurogene-
tice in cadrul stiintelor socio-medicale, cresterea si
dezvoltarea ei este bazatd pe argumentarea si fun-
damentarea stiintificd a cauzelor ereditare ale unor
astfel de boli, precum: sindromul X-fragil, fenilce-
tonuria, sindromul Prader-Willi, sindromul Corne-
lia de Lange, distrofiile musculare progresive Du-
chenne si Becker, sindromul Down, boala Willson,
neurofibromatoza etc. Corectia si ameliorarea stirii
pacientilor cu astfel de maladii este insuficientd si
incompletd in cazul in care se recurge doar la unul
dintre tipurile cunoscute de resurse de ameliorare,
precum: cele medicale (cel mai frecvent), cele pe-
dagogico-educationale sau psihologice. Pentru pis-
trarea sanselor la o recuperare profunda si durabild
se impune utilizarea paraleld a tuturor resurselor de
corectie si ameliorare cunoscute [2, 4].

Este evident ci din totalitatea formelor clinice ale
PNG meriti evidentiatd una din cele mai frecvent in-
talnite afectiuni genetice insotite de retard mental, la
populatia Republicii Moldova si nu numai: sindromul
X-fragil (sau maladia Martin — Bell) ce reprezinti o
afectiune ereditard recesivi, lincatd de cromozomul X.
Statisticile atestd cd indiferent de zona geografici,
originea etnici §i starea socio-economicd, un bérbat
din 1250 si o femeie din 2500 sunt afectati de
sindromul X-fragil. Aceastd rati a frecventei plaseazi
sindromul X~fragil pe pozitia a doua, dupi sindromul
Down, in ierarhia cauzelor intirzierii mentale eredi-
tare si, totodatd, printre cele mai rispandite afectiuni

genetice [1,7]. Dintre toate anomaliile cromozomia-
le insotite de tulburidri psihoneurologice, meritd a fi
evidentiat intr-un aspect aparte si sindromul Down,
care este considerat a fi si cea mai des intélnita ano-
malie cromozomiald numericd, avind drept factori
etiologici mutatii cromozomiale — non-disjunctiile in
procesul meiozei si mitozei, ca si unele mutatii geno-
mice. Cercetirile citogenetice descriu trei variante de
cariotip anormal al acestei maladii: trisomia omogeni,
translocatia neechilibrati si in mozaic [4, 11].

Resursele de ameliorare a dezvoltirii copiilor cu
patologii neurogenetice, la fel, reprezintd un aspect de
o deosebitd actualitate pentru medicina contempora-
nd, atdt de la noi, precum si de peste hotare si consti-
tuie un obiect extrem de valoros al studiului stiintific.
In perioada de virsta de pan la trei ani, copiii cu une-
le patologii neurogenetice sunt mai receptivi la efor-
tul de recuperare si psihocorectie. In aceasti ordine de
idei, mentionim c4 in stiinta medicald, psihopedago-
gicd, In practica educationald din Republica Moldova
s-a creat situatia in care problema interdependentei
resurselor medicale, psihologice si pedagogice in ve-
derea amelioririi dezvoltirii copiilor cu patologii ne-
urogenetice, incepind cu cele mai precoce stadii onto-
genetice, capitd o semnificatie deosebiti.

Tinand cont de gradul de investigatie si actualitatea
subiectului studiat, se profileazd drept scop al lucririi
de fatd determinarea particularititilor de dezvoltare
a copiilor de pani la trei ani cu sindromul Down si
sindromul X—fragil si stabilirea strategiei medicopsi-
hopedagogice de ameliorare a dezvoltirii acestor co-
pii prin utilizarea resurselor medicale, psihologice si

pedagogice.

MATERIALE SIMETODE

Pentru realizarea scopului propus in cadrul
consultului medico-genetic de la Centrul de Sinitate
a Reproducerii i Geneticdi Medicali (CNSRGM)
din cadrul Institutului Mamei si Copilului, Chisindu,
Republica Moldova a fost examinat un esantion de
peste 300 de copii cu diverse patologii neurogenetice.
In lotul de studiu a fost inclus un esantion de 168 de
copii cu vérstd intre 1 lund si 3 ani cu sindroamele
Down (85 copii) si Martin-Bell (83 copii). Potrivit
criteriului de vérstd, cei 83 copii cu sindromul X-
fragil au fost repartizati astfel: a) 0-1 an — 29 copii;
b) 1-2 ani — 28 copii; ¢) 2-3 ani — 26 copii. Copiii
din fiecare grupd de varstd au fost impirtiti in doud
subgrupuri aproximativ egale ca numir: esantionul de
control (E.C.) si esantionul de formare (E. F.).

In lotul de studiu au fost identificate trei grupe
de varsti: a) 0-1 an; b) 1-2 ani; ¢) 2-3 ani. In expe-
rimentele de constatare, formare si de control (grupa
de virstd 0-1 an), au fost inclusi doar copii care aveau
cel putin 5 luni de viata, la data inceperii experimen-
tului, dar nu mai mult de 9 luni de viatd, pentru a nu
depisi limita de virsta programati, pe perioada expe-
rimentelor (de constatare, formare si control), care au
durat 3 luni. In celelalte categorii, pentru ca copiii s
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nu treacd in urmitoarea grupa de vérsta, s-a stabilit ca
acestia sd nu depiseasci, la data inceperii experimen-
tului de constatare, 1 an si 9 luni, pentru grupul de
varstd 1-2 ani, iar pentru grupul de varstd 2-3 ani - 2
ani si 9 luni.

Potrivit criteriului de vérsta, cei 83 copii cu sin-
dromul X—fragil au fost repartizati astfel: a) 0-1 an
— 29 copii; b) 1-2 ani — 28 copii; ¢) 2-3 ani — 26 copii.
Copiii din fiecare grupd de vérstd au fost imprtiti in
doud subgrupuri aproximativ egale ca numdr: esanti-
onul de control (E.C.) si esantionul de formare (E.F.)

Initial au fost examinati clinico-genealogic 97 co-
pii cu sindromul (s) Down, cu virsta sub trei ani. In
experimentul de constatare, precum si in cel de control
au fost inclusi 85 copii cu sindromul Down, numai
forma omogeni (trisomia liberd). Din experimentele
de constatare, formare si control au fost exclusi 7 co-
pii cu s. Down, forma translocationald si 5 copii cu s.
Down, forma mozaicd, pe motiv cd numirul acestora
nu permite obtinerea unor date experimentale rele-
vante stiintific, statistic analizabile si comparabile.

Studiul experimental si de diagnostic s-a realizat
in cadrul consultului medico-genetic si s-a destdsurat
in trei stadii: (A) identificarea grupului tint; (B) tes-
tarea si (C) retestarea si monitorizarea, in cadrul ciro-
ra s-au utilizat metode practice precum:

1. consultul medico-genetic, care a avut drept scop
identificarea grupului-tintd — copii cu sindromul
Martin-Bell si sindromul Down;

2.anamneza eredocolaterald a familiilor copiilor
cercetati, culegerea informatiei primare;

3. testarea-evaluarea initiald a aspectelor psiho-
motor, socio-afectiv si cognitiv-verbal ale copii-
lor inclusi in studiu;

4. consilierea psiho-medicald a familiilor copiilor
cu sindromul Martin-Bell si sindromul Down
si stimularea diferentiatd a dezvoltirii compor-
tamentelor psihice de baza: cognitiv-verbal, psi-
ho-motor si socio-afectiv;

5. retestarea copiilor cercetati si compararea rezul-
tatelor experimentale;

6. metode statistice neparametrice de prelucrare a da-
telor — testul Mann-Whitney U si testul Wilcoxon.

Experimentul de constatare s-a desfisurat la
CSRGM pe o perioadi de 10 zile calendaristice, si-
milar cu durata experimentului de control. Majoritatea
copiilor, examinati in cadrul experimentului de consta-
tare erau, periodic (o datd la 3 luni), internati in sectiile
de Neurologie, Reabilitare, Psihoneurologie varsti fra-

gedd ale IMSP IMsiC, pentru tratament si reabilitare,
ceea ce a facilitat mult organizarea experimentelor de
constatare si control. In cadrul experimentului de con-
statare a fost aplicat individual, fiecirui copil in parte,
un set de 8 probe: 6 probe generale si 2 probe supli-
mentare, in functie de specificul PNG (sindromul X-
fragil), pentru a evalua mai profund comportamentele
problematice si mai necesare de dezvoltat prin inter-
mediul aplicirii unor resurse de ameliorare.

In procesul de examinare a copiilor inclugi in
experimentul de constatare a fost elaborati si utilizatd
“Fisa individuald a copilului”. Aceasta a inclus date
privind evaluarea medicald si psihopedagogicd, dia-
gnosticul psihogenetic, nivelul de dezvoltare a copiilor
cu PNG, furnizate, in mare parte, de citre familiile
copiilor.

Programul psihopedagogic experimental de for-
mare, aplicat individual, a inclus in total 41 copii cu
sindromul X—fragil repartizati in trei subgrupuri de
varstd (5-9 luni; 1 an - 1 an si 9 luni; 2 ani - 2 ani
si 9 luni) si cuprindea un sistem de exercitii si teh-
nici orientat spre ameliorarea procesului de dezvol-
tare a acestor copii, segmentat pe trei directii psiho-
comportamentale: psiho-motorie, socio-afectivd si
cognitiv-verbald. Fiecare exercitiu inclus in program
urmirea un scop bine orientat si aflat in concordan-
td cu obiectivul general de ameliorare a dezvoltirii,
dar si cu necesititile si specificul individual al fieci-
rui copil cu sindromul Martin-Bell. Recomandarile
medicale si psihopedagogice, precum si trainingul de
la debutul implementirii programului de stimulare
psihocomportamentald individualizati a permis ca
buna destisurare a sedintelor experimentului de
formare si aibd loc cu ajutorul activ si implicarea di-
rectd a mamelor (de cele mai multe ori), a altor parinti
si rude, in cazul copiilor care se aflau in familii si a
specialistilor din institutii.

REZULTATE

In prima etapd a experimentului de constatare,
efectuatd prin intermediul consultului medico-genetic,
am identificat grupul tintd — copiii cu s. Down si s.
X-fragil, panid la trei ani. Rezultatele experimentale
au confirmat faptul ci dintre toti pacientii cu PNG,
copiii cu s. Down si s. X-fragil constituie grupul cel
mai semnificativ. Experimentul de constatare a cu-
prins copii cu s. Down si s. X-fragil, pani la trei ani, in
numir de 168 copii, dintre care 83 copii cu s. X-fragil
si 85 copii cu s. Down, forma omogeni.
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Analiza particularititilor psihoneurologice ale
copiilor cu s. Down si s. X-fragil, a avut drept scop
identificarea specificului dezvoltdrii acestora in primii
ani de viatd, avind ca obiectiv eficientizarea aplicirii
resurselor de ameliorare. Se contati ci in diagnosticul
psihoneurologic al copiilor cu patologii neurogenetice
un rol aparte il are consultul medico-genetic, fird de
care nu ar fi fost posibild stabilirea unui diagnostic
clinic definitiv al afectiunilor ereditare cu tulburiri
neurologice.

In baza rezultatelor cercetirii psihoneurologice
asupra copiilor cu s. Down si s. X-fragil, a fost efec-
tuatd o analizd mai ampld a dezvoltdrii neuropsihice,
din perspectiva celor trei comportamente de bazi:
psiho-motor, socio-afectiv si cognitiv-verbal. Exa-
minarea particularitatilor de dezvoltare a copiilor, in
cadrul experimentului de constatare, s-a realizat in
baza a 8 probe specifice, de evaluare a dezvoltarii
celor trei comportamente psihice de baza, stabilite
pentru fiecare sferd psihica, categorie de varsta si
forma clinicd a patologiei neurogenetice. Datele ob-
tinute in baza realizdrii probelor au fost analizate si
comparate cu normativele internationale ale dezvol-
tarii neuropsihice.

In grupul de varsti 0-1 an, au fost inclusi copiii
care aveau cel putin 5 luni de viatd, la data incepe-
rii experimentului de constatare, dar nu mai mult de
9 luni de viatd, pentru a nu depdsi limita de varstd
a categoriei, pe perioada experimentelor (de consta-
tare, formare si control) care au durat 3 luni. Pentru
celelalte categorii de varstd, pentru ca acesti copii sd

nu treacd, in perioada desfisuririi experimentelor, in
urmitoarea grupa de virstd, au fost selectati copii ce
nu depiseau la data inceperii experimentului de con-
statare 1 an si 9 luni, pentru grupul de varsta 1-2 ani,
iar pentru grupul de varstd 2-3 ani — 2 ani si 9 luni
(Tabelul 1).

Rezultatele experimentului de constatare au per-
mis identificarea particularitatilor individual-psiholo-
gice de dezvoltare a copiilor de pana la trei ani, cu s.
Down si s. X-fragil, din Republica Moldova. In as-
pect psihologic, copiii de pani la trei ani cu s. Down
si s. X-fragil prezinti o intdrziere evidentd. Datele ex-
perimentului de constatare demonstreaza ci la aces-
ti copii sunt insuficient dezvoltate procesele psihice.
Gradul de afectare a sferelor motorie, afectiv-volitivi
si a limbajului variazi in functie de forma afectiunii si
varsta copilului.

In primul an de viatd, la copilul cu PNG, retardul
psihofizic nu este evident, comparativ cu copiii nor-
mali, ceea ce se datoreazi resurselor biologice, poten-
tialului inndscut al fiecarui individ. Dupi vérsta de un
an, deficienta copiilor cu s. Down si s. X-fragil devine
tot mai evidenti.

La copiii cu s. Down si s. X-fragil cel mai grav
afectat este comportamentul cognitiv-verbal, urmat
de cele psiho-motor si socio-afectiv. Comparind cele
doui forme de PNG, observim ci copiii cu s. Down,
in varstd de pand la trei ani, prezintd, in primul rind,
un retard motor, urmat de o imaturitate a sferei emo-
tional-volitive. La copiii cu s. X-fragil se constati,
prioritar, o imaturitate a sferei emotional-volitive, in

Tabelul 1. Datele experimentului de constatare: nivelul de dezvoltare a celor trei comportamente de baza la copiii cu sindromul
Down si sindromul X-fragil, cu varsta de pani la 3 ani

" " Psiho-motor | Socio-afectiv | Psiho-motor | Socio-afec-
Varsta, | Comporta- . . .| Cognitiv-ver- . o . o 1 . L .
; Psiho-motor | Socio-afectiv si cognitiv- si cognitiv- si cognitiv- | tiv si cogni-
ani mente bal .
verbal verbal verbal tiv-verbal
Probe 1y 3 | 4| 5 | 6 8
Esantion
s. Down s. X-fragil s. Down s. X-fragil
0-1 Standard 35 | 34 | 34 | 32 | 35 | 35 3,3 35 3,4 35
0-1 s. Down 027 | 02 | 033|027 02 | 02 017 0,13
0-1 s. X-fragil 1,41 1138 | 0,17 | 0,24 | 0,14 | 0,21 0,17 0,17
1-2 Standard 34 | 35 | 35 | 34 | 35 | 35 3,4 3,6 35 \ 3,4
1-2 s. Down 027 1031 | 034|031 | 034 | 02 0,13
1-2 s. X-fragil 1,40 | 140 | 0,25 | 0,18 | 0,32 | 0,32 0,22 0,18
2-3 Standard 36 | 33 | 34 | 33 | 36 | 33 3,4 35 3,4 \ 3,4
2-3 s. Down 039 | 031 | 027 | 0,15 | 0,23 | 0,11 0,15 0,19
2-3 s, X-fragil 1,39 | 1,35 | 0,31 | 0,23 | 0,31 | 0,19 0,12 0,15
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Fig. 1. Modelul utilizirii resurselor psihopedagogice de ameliorare a dezvoltirii copiilor cu PNG

timp ce motricitatea este mai putin afectati. Se atesta celorlalte structuri psihice si, in primul rind, a sferei
ca acesti copii cu s. X-fragil pot fi mai recuperabili socio-afective. Aspectele psiho-motor si socio-afectiv
decat cei cu s. Down, fapt confirmat printr-o dezvol- ale dezvoltirii copilului cu PNG, contribuie, in mod
tare naturald pana la vérsta 2-3 ani, spre deosebire de direct, la integrarea si adaptarea optimi a acestuia la
copiii cu s. Down, care nu se dezvolta aproape deloc mediul de viatd. Integrarea sociali a acestui copil tre-
dupa primul an de viata. buie conceputi dintr-o perspectivd dinamici si com-

Dezvoltarea naturald a comportamentului psiho- plexd, ca un proces continuu, de lungi duratd, ce im-
motor la copiii afectati de PNG constituie o premisid plici principalele directii in sfera dezvoltirii psihice a
importanti in vederea atingerii unor progrese in ceea copilului. In acest context, importanta rolului fami-
ce priveste formarea-dezvoltarea altor sfere psihice. liei, si anume al mamei, in realizarea unor rezultate
Dezvoltand si diversificind sfera motorie la copiii cu semnificative in stimularea dezvoltirii copilului este
s. Down si s. X-fragil, se aprofundeazi dezvoltarea si indiscutabild.

Revista de Neurologie si Psihiatrie a Copilului si Adolescentului din Roménia - Iunie 2017 - vol. 23 - nr. 2 65



Mariana Sprincean * Ameliorarea neurodezvoltirii copiilor cu patologii neurogenetice

STUDII CLINICE

Resursele de ameliorare a dezvoltirii copiilor de
varsti fragedd afectati de PNG sunt diverse si se com-
pleteazi reciproc (Figura 1).

Aplicarea metodici a resurselor de ameliorare a
dezvoltarii copiilor cu PNG este mai eficientd daci
este intreprinsd de timpuriu de citre o echipa de
diversi specialisti, in colaborare cu rudele si familia
copilului. Utilizarea resurselor psihopedagogice de
ameliorare a dezvoltirii copilului cu DME se bazea-
z4, astfel, pe trei axe fundamentale, vizind in final
dezvoltarea celor trei sfere psihocomportamentale,
diferentiate pe trei nivele: 1) formarea tehnologii-
lor educationale generale; 2) amplificarea activititi-
lor de stimulare a dezvoltirii copilului, iar in final
3) dezvoltarea comportamentelor psihice de bazi si
integrarea lui sociald mai eficace (Figura 1). Astfel,
devine evident avantajul si posibilul succes al efortu-
rilor de corectie si ameliorare in cazul utilizarii con-
comitente si coordonate ale resurselor psihologice,
pedagogice si medicale.

Necesitatea consilierii psihologice a familiilor co-
piilor cu PNG rezulti din problematica resurselor
psihologice de ameliorare a dezvoltirii acestor copii,
in primii trei ani de viatd, si reprezintd un ajutor psi-
hologic extrem de valoros, o activitate educativd de
sprijin a persoanelor aflate in situatii critice. Dat fiind
faptul cd familia reprezintd mediul cel mai favorabil
de dezvoltare a copiilor cu PNG, consilierea psiho-
logicd a fost efectuatd in parteneriat cu mamele, cu
persoanele ce ingrijesc de copiii cu PNG, cu scopul de
a contribui la stimularea psihici a copiilor in familie.

Studierea particularitatilor psihoneurologice ale
copiilor cu PNG a permis acordarea ajutorului atit
pentru acesti copii, prin implementarea unor modele
psihocorectionale in cadrul programului psihopeda-
gogic individual de formare, dar si pentru membrii
familiei, pentru cadrele ce instruiesc acesti copii, prin
informarea acestora despre importanta stimuldrii psi-
hocomportamentale timpurii.

Programul psihopedagogic individual reprezinta
un sistem de exercitii de ameliorare a dezvoltdrii psi-
hocomportamentale a copiilor de varstd frageda cu
s. Down si s. X—fragil, adaptate dupa metoda Porta-
ge, dar modificate in functie de caz, in dependenti de
forma clinicd, varsta copilului, gradul de dezvoltare.
Fiecare exercitiu este in concordantd cu obiectivul
general de ameliorare a dezvoltarii, dar si cu specifi-
cul individual al fiecdrui copil. Sedinta-tip din cadrul
programului individual psihopedagogic a inclus trei

etape: 1. Etapa introductivi, initiald. 2. Etapa forma-
tiva, de aplicare a 10 probe. 3. Etapa de consolidare a
deprinderilor si evaluare a abilitatilor.

Programul psihopedagogic experimental de for-
mare, aplicat individual, a inclus in total 83 copii,
repartizati in sase subcategorii care au si constituit
esantioanele de formare (E.F.): 2 categorii, potrivit
criteriului tipului PNG (42 copii cu s. Down, forma
omogeni si 41 - cu s. X—fragil) si trei subgrupe de
varstd (5-9 luni; 1 an - 1 an §i 9 luni; 2 ani - 2 ani
si 9 luni).

In cadrul aplicrii programului experimental
formativ a fost evaluati dinamica dezvoltirii celor
trei comportamente psihice, intr-o perioadd de 70 zile
calendaristice. Programul de formare a cuprins in to-
tal 3320 de sedinte individuale, fiecare dintre acestea
continea 10 probe: 9 probe generale grupate a cite
trei, in dependentd de comportamentul care se pro-
punea a fi dezvoltat la copil (psiho-motor, socio-afec-
tiv si cognitiv-verbal), plus o probd suplimentari, in
functie de categoria PNG si deci comportamentul cel
mai problematic, spre a fi dezvoltat mai eficient: pen-
tru copiii cu s. Down — comportamentul psiho-motor,
iar pentru cei cu s. X—fragil — cel socio-afectiv. Astfel
au fost desfisurate cite 40 de sedinte cu fiecare dintre
copiii inclusi in esantionul de formare. Durata activi-
titilor in cadrul unei probe, in functie de varstd, era:
pentru copiii in varstd de pand la un an: 2-3 minute,
pentru copiii de la 1-2 ani: de 3-4 minute si pentru
categoria de varstd 2-3 ani: 4-5 minute. Astfel, durata
totald a sedintei formative nu depisea, pentru grupul
de varstd de pand la 1 an — 20 minute, pentru grupul
1-2 ani - 30 minute, iar pentru grupul de vérsta 2-3
ani — 40 minute.

Avind in vedere rezultatele experimentului de
constatare, nivelul de cunoastere de citre pirinti si
rude a problemelor copiilor cu PNG, s-a recurs la or-
ganizarea unui training de formare psihopedagogici
a acestora. Rudele au fost instruite cum s procede-
ze pentru a continua munca psihopedagogilor. Ei au
conlucrat cu specialistii pentru a corecta, eventual,
activititile recuperatorii si pentru a evalua periodic
dezvoltarea copilului, in perioada de dupi finalizarea
experimentului.

Training-ul pentru mame, membri ai familiei,
ce a inclus si specialisti din institutii, a durat 30 zile
si a fost organizat ca o primi fazi a implementrii
programului psihopedagogic formativ individual. Ca
obiectiv de bazi al acestui training a fost consolidarea
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Tabelul 2. Rezultate comparative in experimentul de control (retest), ale esantioanelor de formare si de control
(testul Mann — Whitney U)

Comportament Proba | Varsta, ani Standard Forma DME Esantion de formare Esantion de control p
s. Down 0,87 0,73 0,461
0-1 3,5 :
s. X-fragil 2,14 1,4 0,001
s. Down 0,72 0,47 0,275
1-2 3,4 .
s. X-fragil 2,14 1,36 0,001
1 5. Down 0,85 0,69 0,373
2-3 3,6 ;
s. X-fragil 2,15 1,77 0,060
s. Down 0,87 0,73 0,483
0-1 3,4 :
. s. X-fragil 1,86 1,53 0,064
Psiho-motor
12 35 s. Down 0,86 0,47 0,030
’ s. X-fragil 2,07 1,64 0,011
2 5. Down 1 0,39 0,011
2-3 3,3 ;
s. X-fragil 2 1,46 0,010
s. Down 0,8 0,6 0,237
0-1 3,4 ,
s. X-fragil 0,86 0,47 0,128
s. Down 0,86 0,47 0,030
1-2 3,5 ;
s. X-fragil 0,93 0,29 0,002
3 5. Down 1 0,39 0,004
2-3 3,4 ;
s. X-fragil 1 0,31 0,001
s. Down 0,67 0,53 0,464
0-1 3,2 .
. . s. X-fragil 0,86 0,47 0,061
Socio-afectiv
12 34 s. Down 0,79 0,47 0,082
’ s. X-fragil 0,86 0,43 0,020
4 5. Down 0,77 0,23 0,007
2-3 3,3 ,
s. X-fragil 1 0,46 0,010
s. Down 0,6 0,47 0,472
0-1 3,5 :
s. X-fragil 0,93 0,4 0,003
s. Down 0,93 0,6 0,089
1-2 3,5 ;
s. X-fragil 1 0,43 0,004
5 5. Down 0,69 0,46 0,243
2-3 3,6 ;
S. X-fragil 1 0,54 0,006
s. Down 0,67 0,53 0,464
0-1 3,5 :
. s. X-fragil 1,14 0,47 0,003
Cognitiv-verbal
s. Down 0,72 0,47 0,184
1-2 35 ;
s. X-fragil 1 0,29 0,001
6 5. Down 1 0,54 0,022
2-3 3,3 ;
s. X-fragil 1 0,46 0,010
0-1 3,3 s. Down 0,67 0,6 0,710
3,5 s. X-fragil 0,79 0,53 0,160
1.2 3,4 s. Down 0,79 0,67 0,481
3,6 s. X-fragil 0,86 0,72 0,382
/ 2 3,4 5. Down 0,69 0,46 0,211
3,5 s. X-fragil 0,69 0,46 0,243
0-1 3,4 s. Down 0,8 0,8 0,936
Probe 3,5 s. X-fragil 0,72 0,47 0,184
suplimentare o 35 s. Down 0,64 0,6 0,815
3,4 s. X-fragil 0,93 0,36 0,006
8 0.3 3,4 s. Down 0,77 0,46 0,114
3,4 s. X-fragil 0,85 0,46 0,048
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durabild a rezultatelor programului psihopedagogic
individual, prin instruirea persoanelor implicate (a
mamelor, rudelor si a specialistilor) cu privire la apli-
carea practici a probelor (exercitiilor si metodelor)
incluse in program. La primele 5-10 sedinte ale pro-
gramului individual formativ, care nu a inceput con-
comitent pentru toti copiii, ci pe parcursul a 30 zile,
mamele, specialistii sau rudele, erau asistate de expe-
rimentator. La inceput, acesta din urmi demonstra
efectuarea corectd a probelor, mai apoi se proceda la
executarea alternativi a probelor de citre experimen-
tator si mamd, rudi sau specialist, ca in ultima parte a
trainig-ului aplicarea probei de citre mamd, rudd sau
specialist si fie evaluatd de experimentator, pentru a le
permite ulterior executarea de sinestititoare a progra-
mului de formare.

Experimentul de formare s-a destisurat, preponde-
rent, in familii, unde se aflau majoritatea (=75 %) copi-
ilor din esantionul de formare (83 copii), precum si la
CSR si GM, IM si C. Frecventa zilnica de aplicare me-
todicd a probelor a permis mentinerea unei continuititi
corectionale si a unui ritm inalt de recuperare si ameli-
orare a stdrii copiilor din cadrul esantionului formativ.

Rezultatele experimentale de control, sunt analiza-
te, in comparatie, rezultatele experimentului de con-
trol (retest) si a experimentului de constatare (test).
Veridicitatea rezultatelor obtinute a fost confirmati
prin prelucririle statistice ale datelor (testarea semni-
ficatiei statistice a rezultatelor dupd Mann-Whitney
U si dupd Wilcoxon). Compararea rezultatelor primi-
te este analizatd si perceputd mai eficient in contextul
normativelor standard, general acceptate de instituti-
ile internationale ale ONU din domeniu (Tabelul 2).

In rezultatul comparatiei rezultatelor esantioane-
lor de control (E. C.) si de formare (E. F.), in cadrul
experimentului de constatare (test), in care au parti-
cipat copii cu s. Down si s. X-fragil din toate grupele
de varsti, se atestd cd nu existd diferente semnificative
dintre esantioanele comparate (z este mai mic, in toa-
te cazurile, decat 1,96). Executind probele, punctajul
maximal fiind de 4 unititi medii, copiii cu s. Down au
ardtat rezultate foarte slabe, comparativ cu standarde-
le internationale, ele variind intre 0,07 si 0,4 unititi
medii (u.m.) (=6-7 % din cele standard), iar la copiii
cu s. X-fragil se atestd un nivel mai mare de dezvol-
tare a comportamentului psihomotor decit la cei cu
s. Down, rezultatele variind intre 1,31 si 1,47 u.m.,
ceea ce este de 6 ori mai performant decit evolutia
altor comportamente (dezvoltate aproximativ la fel ca

si la copiii cu s. Down), insd doar la nivelul de ~40 %,
comparativ cu standardele.

In genere, la toate grupele de virstd, in cazul
comparatiei rezultatelor obtinute in experimentul
de control (retest) a esantioanelor de control si de
formare, incluzind copii cu s. Down, se atestd valori
mult mai mari decit in experimentul de constatare
(test) (Tabelul 3).

Aceasta este valabil mai ales pentru grupa de
varstd 0-1 ani, unde existd cresteri semnificative. In
comparatie cu rezultatele joase din experimentul de
formare, copiii cu forma omogeni a s. Down inregis-
treazd o tendintd de dezvoltare naturald, mai ales in
perioada de pani la un an de viatd. Mai tarziu, firesc,
decalajul in dezvoltare dintre acestia si copiii sinatosi
creste progresiv. Dezvoltarea copiilor cu DME (mai
ales a celor cu s. Down) cu vrsta de 1-2 ani i, mai
ales, 2-3 ani, se stopeazd natural si doar prin aplicarea
resurselor de ameliorare reusim s obtinem rezultate
in reducerea acestui decalaj. Este de remarcat ci pen-
tru toate categoriile de varstd, la compararea rezulta-
telor esantionului de control (E. C.) si esantionului de
formare (E. F) in experimentul de control (retest), se
demonstreazi ci copiii cu s. X-fragil sunt mai recupe-
rabili decit cei cu s. Down.

Dezvoltarea naturali a comportamentului psi-
homotor la copiii afectati de s. X-fragil constituie o
premisd importantd in vederea integririi cu succes a
acestora in mediul profesional si social. Aceasta poa-
te constitui un motiv important pentru progresul in
recuperarea si dezvoltarea altor comportamente si
realizarea reducerii spectaculoase a handicapului si a
riménerii in urma in dezvoltare, inclusiv mentali, fatd
de copiii normali.

Este evident ci aplicarea cit mai timpurie a resur-
selor psihologice, pedagogice si medicale de corectie
si ameliorare a dezvoltirii determind succesul in rea-
bilitare, cu atdt mai evident in perioadele urmatoare
de viatd, atat la copiii cu s. Down, dar mai ales la cei
cu s. X-fragil. Educarea si stimularea dezvoltirii celor
trei tipuri de comportamente psihice si dirijarea po-
zitivd a cresterii intelectuale a persoanelor afectate de
PNG micsoreazi diferenta dintre copiii normali si cei
afectati de PNG. Astfel, tulburirile emotional-voliti-
ve, decalajul de dezvoltare a motricititii, dereglirile de
limbaj ocupd un loc important in structura retardului
si a nedezvoltirii psihice la acesti copii.

Rezultatele studierii complexe a particularititilor
psihice, formelor clinice, metodelor de diagnostic si
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Tabelul 3. Rezultate comparative intre experimentele de constatare (test) si de control (retest),
ale Esantionului de Formare (testul Wilcoxon)

Comportament Proba | Varsta, ani Standard Forma DME Test Retest p
s. Down 0,27 0,87 0,007
0-1 3,5 ,
s. X-fragil 1,36 2,14 0,002
s. Down 0,36 0,72 0,166
1-2 3,4 .
s. X-fragil 1,36 2,14 0,002
1 5. Down 0,38 0,85 0,014
2-3 3,6 ,
s. X-fragil 1,31 2,15 0,002
s. Down 0,2 0,87 0,008
0-1 3,4 .
. s. X-fragil 1,36 1,86 0,020
Psiho-motor
1-2 35 s. Down 0,29 0,86 0,011
’ s. X-fragil 1,36 2,07 0,004
2 5. Down 0,31 1 0,013
2-3 3,3 ,
s. X-fragil 1,39 2 0,011
s. Down 0,27 0,8 0,011
0-1 3,4 .
s. X-fragil 0,29 0,86 0,005
s. Down 0,36 0,86 0,020
1-2 3,5 ,
s. X-fragil 0,29 0,93 0,007
3 5. Down 0,23 1 0,008
2-3 3,4 ,
s. X-fragil 0,39 1 0,005
s. Down 0,4 0,67 0,157
0-1 3,2 ,
. . s. X-fragil 0,36 0,86 0,020
Socio-afectiv
1 34 s. Down 0,29 0,79 0,035
’ s. X-fragil 0,22 0,86 0,007
4 5. Down 0,23 0,77 0,020
2-3 3,3 ,
s. X-fragil 0,31 1 0,007
s. Down 0,2 0,6 0,058
0-1 3,5 ,
s. X-fragil 0,14 0,93 0,001
s. Down 0,36 0,93 0,021
1-2 35 ,
s. X-fragil 0,29 1 0,004
5 5. Down 0,23 0,69 0,034
2-3 3,6 ,
s. X-fragil 0,31 1 0,003
s. Down 0,13 0,67 0,011
0-1 3,5 ,
. s. X-fragil 0,22 1,14 0,001
Cognitiv-verbal
s. Down 0,21 0,72 0,020
1-2 3,5 .
s. X-fragil 0,29 1 0,002
6 5. Down 0,08 1 0,001
2-3 3,3 ,
s. X-fragil 0,23 1 0,004
0-1 3,3 s. Down 0,2 0,67 0,035
3,5 s. X-fragil 0,22 0,79 0,005
10 3,4 s. Down 0,14 0,79 0,007
3,6 s. X-fragil 0,22 0,86 0,007
7 . 3,4 s. Down 0,15 0,69 0,008
3,5 s. X-fragil 0,15 0,69 0,008
0-1 3,4 s. Down 0,13 0,8 0,004
Probe 3,5 s. X-fragil 0,22 0,72 0,020
suplimentare 10 3,5 s. Down 0,14 0,64 0,020
3,4 s. X-fragil 0,22 0,93 0,002
8 2.3 3,4 s. Down 0,15 0,77 0,005
3,4 s. X-fragil 0,23 0,85 0,011
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modelelor de ameliorare au demonstrat faptul ci la
copiii cu s. Down si s. X-fragil riman nedezvoltate,
in primul rind, motricitatea, sfera socio-afectivd si
limbajul. Gradul de afectare a sferelor amintite mai
sus, variazd in dependentd de forma afectiunii si varsta
copilului.

Comparind cele doud PNG, observim la copiii cu
s. Down, in vérstd de pani la trei ani, intai de toate, un
retard in dezvoltarea motorie, urmat de o imaturitate
a comportamentului emotional-volitiv. La copiii cu s.
X-fragil, insd, in mod special, se remarcd nedezvolta-
rea sferei emotional-volitive, in timp ce motricitatea
este mai putin afectatd. Dezvoltind si diversificind,
in primul rind, sfera motorie la copiii cu s. Down si
s. X-fragil, se aprofundeazi dezvoltarea si a celorlalte
structuri psihice, precum cea a sferei socio-afective.
Dezvoltarea naturald a sferei psiho-motorii la copiii
cu s. X-fragil, constituie o premisd importanti pen-
tru integrarea sociald ulterioard a acestora, mai ales cd
maladia datd afecteazd in mod special persoanele de
sex masculin.

In conditiile cercetirii experimentale, modelele
psihologice de stimulare timpurie au ameliorat
comportamentul psiho-motor dar i sfera afectiv-
volitivd, ce contribuie in mod direct la integrarea
sociald a copilului cu PNG. S-a constatat o corelatie
directd dintre reusita experimentului si vérsta copiilor
din esantionul de formare. Cu cit mai de timpuriu
sunt aplicate resursele de ameliorare, cu atét rezulta-
tele reabilitdrii sunt mai bune. Specificul recuperirii,
reabilitdrii, corectiei si ameliordrii dezvoltirii intelec-

BACKGROUND

The problem of development of children with
genetic diseases primarily affecting central nervous
system remains relevant throughout the last century,
from the time of development of the theoretical and
practical support of neurogenetic diseases (NGD)
and differentiation of this field from the neurology
in general. Development of neurogenetic theories
in the context of socio-medical sciences, growth
and development of this topic is based on the
rationale and scientific basis of hereditary causes of
such diseases, such as fragile X syndrome (FXS),
phenylketonuria, Prader-Willi syndrome, Cornelia de
Lange syndrome, Duchenne and Becker progressive

tuale si psthocomportamentale a copiilor cu PNG,
impune, pentru fiecare familie din grupul de risc spo-
rit, in care cresc copii cu astfel de afectiuni, o aplicare
individuald a resurselor de ameliorare. Eforturile op-
timizdrii dezvoltirii copiilor cu PNG sunt eficiente
mai ales atunci cind se stimuleazi, in complex, toate
cele trei comportamente psihice de bazi: psiho-mo-
tor, socio-afectiv si cognitiv-verbal, incepand cu cele
mai timpurii stadii ontogenetice.

CONCLUZII

Dezvoltarea domeniului psiho-motor constituie o
premisd importantd in vederea atingerii unor optimi-
zdri In ceea ce priveste formarea si dezvoltarea altor
aspecte neuro-psihice.

Modelele psihopedagogice de dezvoltare timpurie
diferentiata, care au inclus un program psihopedago-
gic individual formativ, au contribuit la dezvoltarea
motricitdtii, sferei socio-afective si a limbajului.

Aplicarea timpurie a resurselor medicale si psi-
ho-pedagogice la copiii cu sindroamele Down si X-
fragil, determind corectia si ameliorarea dezvoltarii
si succesul 1n reabilitare in perioadele urmatoare
de viata.

Sporirea nivelului de informare a familiilor care
au copii cu patologii neurogenetice reprezintd un as-
pect relevant pentru optimizarea proceselor de recu-
perare, facilitand corectia dezvoltarii acestor copii.

Educarea si stimularea dezvoltarii psiho-compor-
tamentale la copiii cu sindroamele Down si X-fragil
reduce diferenta dintre copiii normali si cei afectati.

muscular dystrophy, Down syndrome (DS), Wilson
disease, neurofibromatosis etc. Correction and
improvement of the condition of patients with
such diseases is insufficient and incomplete where
physician deals with only one or few aspects of
the problem, such as: (most commonly) medical,
educational or psychological aspects. To increase the
chances of comprehensive and stable recovery it is
necessary simultaneously using all known resources
for correction and improvement [2, 4].

Itis clear that from all clinical forms of NGD should
be noted one of the most commonly occurring genetic
disorders accompanied by mental retardation, which
in the Republic of Moldova includes, but not limited,
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of: fragile X syndrome (Martin-Bell syndrome) which
represents a recessive hereditary condition, linked to
X' chromosome. Statistics shows that regardless of
geographic area, ethnic and socio-economic status, the
prevalence of fragile X syndrome is one for 1250 of
population for men and one for 2500 of population for
women. This prevalence places of fragile X syndrome
on the second position, after Down syndrome, as
a cause of chromosomal mental delaying, and also
among the most common chromosomal disorders
[1, 7]. Of all chromosomal disorders accompanied
by psycho-neurological disorders, it is necessary to
note especially also DS, which is believed to be the
most common numeric chromosomal abnormality,
caused by chromosomal aberrations, i. e., meiotic non-
disjunction etc. Cytogenetic investigations describe
three types of abnormal karyotype of this disease:
homogeneous trisomy, unbalanced translocation and
mosaic translocation [4, 11].

The measures improving the development of
children with neuro-genetic diseases (NGD) is of
particular interest as in our country as well as abroad
and is valuable object of scientific study. Before the age
of three years, children with NGD are more responsive
to the therapeutic measures and to psychological
correction. In this context, we note that in medicine,
psychical pedagogic, in educational practice in the
Republic of Moldova has created a situation where
the question of the interdependence of medical,
psychological and pedagogic resources, to improve the
development of children with NGD, starting with the
early ontogenetic stages, acquires a special significance.

Taking into account the extent of the investigation
and the relevance of the subject studied, the aim of
this study was to determine the peculiarities of
development of children up to three years old with
fragile X syndrome and Down syndrome and carrying
out the strategy for improving of development of
affected children by medical, psychological and

pedagogical resources.

MATERIALS AND METHODS

To achieve the aim of the study at the Department
of medical genetic counseling at the Center for
Reproductive Health and Medical Genetics (CRH
MG) within the Institute of Mother and Child IMC),
Chisinau, Republic of Moldova, were examined a
sample of over 300 children with various NGD. In
the study included a sample of 168 children aged

between 1 month and 3 years with DS (85 cases) and
Martin-Bell syndrome (83 cases). According to the
criterion of age, 83 children with fragile X syndrome
were distributed as follows: a) before the age of one
year — 29 cases; b) from 1 to 2 years — 28 cases; ¢) from
2 to 3 years — 26 children. In each age group children
were distributed in two subgroups roughly of equal
size: the control group (CS) and studied group (SG).

In the study of finding, forming and control were
created three age groups: a) 0 — 1 years; b) 1 - 2 years;
c) 2 - 3 years. In investigation of finding, forming
and control (age group before one year of age) were
included only children at least 5 months of life on the
beginning of study, but not more than one year and 9
months, in order to fulfill the study’s criteria, for the
group of 1- 2 years, and 2 years and 9 months for the
group of 2 — 3 years.

According to the criterion of age, all the group of 83
children with fragile X syndrome were distributed as
follows: a) in the group of 0 — 1 year were 29 children;
b) in the group of 1 — 2 years were 28 children; c) in
the group of 2 — 3 years were 26 children. Children
in each age group were distributed in two subgroups
roughly of equal size: the control group (CG) and
studied group (SG).

Initially there was examined family history in 97
children with DS, under the age of three years. In
finding experiment, as well for control, were included
85 children with DS, only with homogeneous trisomy.
By experiments of finding, training and control were
excluded 7 children with DS, translocation form,
and 5 children with mosaic form of DS, since their
number does not allow obtaining relevant scientific
data, statistically reproducible and comparable.

Experimental study and diagnosis was achieved
by the medical genetic counseling and was conducted
in three stages: (A) identification of the target group;
(B) testing and (C) retesting and monitoring, where
was used the practical methods such as:

1. medical-genetic counseling, which was aimed at
identifying the target group, i. e., children with
fragile X syndrome and Down syndrome;

2. clinical and family history of children surveyed,
collection the primary information;

3.testing or initial assessment of the psycho-
motor, social-affective and cognitive-verbal
indicators in children included in the study;

4. psycho-medical counseling tofamilies of children
with fragile X syndrome and Down syndrome
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and differentiated stimulation of development
of basic psychical spheres, i. e., cognitive-verbal,
psychomotor and socio-affective;

5. retesting of studied children and comparison of
experimental results;

6. non-parametric statistical methods of data
treatment, i e, Mann-Whitney test and
Wilcoxon test.

Finding experiment was carried out at the CRH
MG for a period of 10 days, similar to the duration
of the control experiment. Most children enrolled in
study periodically (every 3 months) received medical
care in departments of Neurology, Rehabilitation and
Neuro-Psychiatrics for Early Childhood of IMC,
for treatment and rehabilitation, which facilitated
organizing of finding experiments and control. In the
finding experiment was applied individually the set of
8 probes, i. e., 6 general probe and 2 additional probes,
depending on the specific nature of NGD (fragile X
syndrome), in order to assess more deeply problematic
behaviors and to reveal the aspects need to develop
using the resource for improvement.

In the process of examination of children included
in the finding experiment was developed and used
“The Individual Child’s Card”. This included data,
mostly provided by family, on medical and psycho-
pedagogical evaluation, psycho-genetic diagnosis, the
level of development of the children with NGD.

Psycho-pedagogical forming experimental program,
applied individually,included a total of 41 children with
fragile X syndrome distributed to into three subgroups
by age (5 — 9 months; 1 year — 1 year and 9 months, 2
years — 2 years and 9 months) and included a system of
exercises and techniques aimed towards improving the
development of affected children, distributed to three
psychical spheres, i. e., psycho-motor, socio-affective
and cognitive-verbal. Each exercise included in a
program have a well-determined aim and in line with
the overall goal to improve the development, but also
with individual needs and the specifics of each child
with the fragile X syndrome. Psycho-pedagogical and
medical recommendations, and the implementation of
the training program from the start of implementation
of the program of individualized psycho-behavioral
stimulation allowed correct organizing of the forming
experiment with participation and cooperation of
mothers (most of the time), other parents and relatives,
if the children were in families and with the specialists
from institutions.

RESULTS

The first stage of the finding experiment, carried
out by medical genetic counseling, we identified the
target group, i. e., children with Down syndrome
and fragile X syndrome, up to three years of age.
The experimental results confirmed the fact that in
all NGD patients more prevalent diseases are Down
syndrome and fragile X syndrome. The finding
experiment enrolled children with Down syndrome
and fragile X syndrome, up to three years of age, the
total number was 168 children, of whom 83 children
suffered from fragile X syndrome and 85 children
suffered from Down syndrome, homogeneous form.

Analysisof psycho-neurological features of children
with Down syndrome and fragile X syndrome allow
to identify the specificity of development in the early
years of life, aiming with increasing the efficiency of
measures for improvement. It is revealed fact that in
psycho-neurologic diagnosis of children with NGD a
special role plays medical genetic counseling, without
which it would not have been possible to provide a
definitive clinical diagnosis of hereditary diseases
with neurological disorders.

Based on the results of the psycho-neurological
study of children with Down syndrome and fragile X
syndrome there have been a more extensive analysis
of neuro-psychological development, to research
three basic psychical aspects, i. e., psycho-motor,
socio-affective and cognitive-verbal. Examination of
the peculiarities of development of children, in the
finding experiments, was performed on the basis of 8
specific probes, evaluation of the development of three
basic psychic aspects, established for each psychical
spheres, age category and clinical type of NGD. The
data obtained from investigation were analyzed and
compared to international established normative of
neuro-psychological development.

In the age group under one year were included
children who had at least 5 months of life from the
beginning of finding experiment, but not more than
9 months of life, in order not to exceed the age limit
of the group during experiments (finding, forming
and control) which lasted for 3 months. For the
other age categories, in order not to exceed the age
limit of the group during experiments, children were
selected in age not more than 1 year and 9 months
in the age group of 1 - 2 years, and for the age group
of 2 — 3 years not more than 2 years and 9 months

(Table 1).
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Table 1. Data of finding experiment: the level of development of all three basic categories in children with Down syndrome and
fragile X syndrome in age before 3 years.

Ade Socio- Coanitive- Psycho-motor | Socio-affective | Psycho-motor | Socio-affective
ge, Category | Psycho-motor . g and cognitiv- | and cognitiv- | and cognitiv- | and cognitive-
years affective verbal
verbal verbal verbal verbal
Probe/ 1 2 | 3| 4 | 5 7 8
sample
Down s. Frag. X s. Down s. Frag. X s.
0-1 Standard 35 3,4 3,4 3,2 3,5 35 3,3 35 3,4 35
0-1 Down s. 027 | 02 | 033|027 | 02 0,2 0,17 0,13
0-1 Frag. X s. 1,41 | 138 | 0,17 | 0,24 | 0,14 | 0,21 0,17 0,17
12 | Standard | 34 | 35 | 35 | 34 | 35 | 35 34 | 36 35 | 34
1-2 Down s. 027 | 031 | 0,34 | 0,31 | 0,34 | 02 0,1 0,13
1-2 Frag. X s. 1,40 | 140 | 0,25 | 0,18 | 0,32 | 0,32 0,22 0,18
23 | Standard | 36 | 33 | 34 | 33 | 36 | 33 34 | 35 34 | 34
2-3 Down s. 039 | 0,31 | 027 | 0,15 | 0,23 | 0,11 0,15 0,19
2-3 Frag. X s. 1,39 | 1,35 | 0,31 | 0,23 | 0,31 | 0,19 0,12 0,15

Results of findings experiment allow identification
of individual psychological features of development
of children up to three years suffered from Down
syndrome and fragile X syndrome from Moldova. In
the psychological aspect children up to three years
suffered from Down syndrome and fragile X syndrome
presents an obvious delay of development. The data
of the finding experiment shows that development
of psychical processes in these children is delayed.
The extent of deficit in the motor, affective-volitional
spheres and language vary according to the form of
the condition and age of the child.

In the first year of life of a child with NGD
psychical-physic retardation is not obvious, compared
with normal children, which is due to biological
resources and innate potential of each individual.
After one year of age the deficiency in children with
Down syndrome and fragile X syndrome is becoming
more evident.

In children with Down syndrome and fragile X
syndrome the cognitive-verbal sphere is most affected,
followed by psycho-motor and social-affective spheres.
Comparing the two types of NGD we note thatin Down
syndrome most prominent a motor retardation, followed
by emotional-volitional delay. In children with fragile X
syndrome prevail emotional-volitional immaturity, while
the motor sphere is less affected. Children with fragile
X syndrome are more capable to repair comparative to
Down syndrome, with natural development until the
age of 2 — 3 years, in contrast to Down syndrome, where
development after the first year of life is limited.

Natural psycho-motor development in children
with NGD constitutes an important prerequisite with

regard to the development of other psychical spheres.
Developing and diversify of motor sphere in children
with Down syndrome and fragile X syndrome, is
improve also development of other psychical spheres
and, mainly, the socio-affective sphere. Psycho-
motor and socio-emotional aspects of development
of the child with NGD contributes directly to the
integration and optimal adaptation to its environment.
Social integration of this child to be conceived from
a dynamic and complex perspective, as a continuous
process, involving the main directions in the sphere
of mental development of the child. In this context,
the importance of the role of the family, namely, the
achievement of significant results in stimulation of
the child’s development is indisputable.

Resources of improvement of development
in children of young age suffered from NGD are
different and completed to each other (Figure 1).

Methodical application of resources to improve
the development of children with NGD is more
effective if it is carried out early by a team of various
specialists, in collaboration with the child’s family
and relatives. Using of psycho-pedagogical resources
for the improvement of development of child with
NGD relies on three fundamental axes, aiming at
the development on the three psychical spheres,
differentiated on three levels: 1) General educational
technology training; 2) amplification of activities
stimulating the development of the child, and finally
3) development of basic psychical spheres and
more effective social integration (Figure 1). Thus, it
becomes obvious the advantage and possible success
of correction and improvement efforts in case of
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simultaneously using of psychological, pedagogical jointly with mothers, with people caring for children
and medical resources. with NGD, with the aim of contributing to the
The need for psychological counseling of families stimulation of psychic of children in the families.
of children suffering of NGD derives from the The study of psycho-neurological features of
psychological resources to improve the development children suffering from NGD has allowed aid for
of these children, in the first three years of life, and these children, applying the methods of psychological
supply valuable psychological help, educational activity correction in the framework of individual psycho-
support for the persons in critical situations. Keeping in pedagogic forming program, but also for family
mind the fact that family represents the most favorable members, who care for a child, by informing them
environment for the development of children with about the importance of early psycho-behavioral
NGD, psychological counseling has been carried out stimulation.

CHILD WITHNGD
IN SOCIAL ENVIRONMENT

KINDER-
GARTEN

FAMILY

FORMATIVE CORREC-
TION
OF PERSONALITY

i

DEVELOPMENT OF BASIC SPHERES

PSYCHO-MOTOR
SOCIO-AFFECTIVE
/ Stimulating activity for development of children \

GAME ACTIVITY PRACTICAL ACTIVITY VERBAL ACTIVITY
WITH OBJECTS

M el

Technologies of general education

l

SENSORIAL DEVELOPMENT

™\

COGNITIVE-VERBAL

MOTOR DEVELOPMENT VERBAL DEVELOPMENT

Fig. 1. Model of using of psycho-pedagogical resources to improve the development of children with NGD.
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Individual psycho-pedagogic program is a system
of exercises to improve the psycho-behavioral
development of children with Down syndrome
and fragile X syndrome, adapted by the method of
Portage, but modified as appropriate, depending
on the clinical form, the childs age, the degree
of development. Each exercise is in line with the
overall goal to improve the development, but also
with the specifics of each individual child. Typical
session for the individual psycho-pedagogic program
includes three stages: 1. initial introductory stage. 2.
formative stage, application of 10 probes. 3. Stage of
consolidation of skills and assessment skills.

Psycho-pedagogic forming experimental program,
applied individually, included a total of 83 children,
distributed into six subcategories that constitutes
forming group (FG): 2 categories, according to the
criterion of the NGD type (42 children suffered
from Down syndrome, homogeneous form, and 41
children suffered from fragile X syndrome) and three
subgroups by age (5 — 9 months; 1 year — 1 year and 9
months, 2 years — 2 years and 9 months).

In the framework of the implementation of the
forming experimental program has been evaluated
experimentally dynamics of development of the
three psychical spheres over a period of 70 days. The
training program included a total of 3320 of individual
sessions, each of which contained 10 probes: 9 general
probes were grouped by three, depending on sphere
that is proposed to be developed in children (psycho-
motor, socio-affective and cognitive-verbal), plus an
additional probe, depending on the category of NGD,
and most problematic sphere, to be developed more
effectively: for children suffered from Down syndrome
it is psycho-motor sphere, and for children suffered
from fragile X syndrome it is the socio-affective
sphere. So were deployed 40 sessions with each of
the children included in the formed group. Duration
of activities within a probe, depending on age, were
for children aged up to one year: 2 — 3 minutes, for
children at 1 -2 years — 3 — 4 minutes and for the age
of 2 — 3 years the duration was 4 — 5 minutes. Thus,
the total length of the formative session was no more
than 20 minutes for the age group up to 1 year, 30
minutes for the group of 1 — 2 years and for the age
group of 2 — 3 years the duration was no more than
40 minutes.

Taking into account the results of the finding
experiment, the level of knowledge of parents and

relatives about the problems of children suffered
from NGD, it has resorted to organizing a training
of psycho-pedagogical forming. Relatives were
instructed how to proceed in order to continue
psycho-pedagogic work. They have worked with
experts to correct eventually rehabilitation activities
and to assess periodically the development of the child
in the period after the completion of the experiment.

Training for mothers, family members, which
included specialists from institutions, lasted 30 days
and was organized as a first phase of implementation
of individual psycho-pedagogic formative program.
The main objective of this training was the long-
lasting consolidation of results of the individual
psycho-pedagogic program, by training of people
involved in care, i. e., mothers, relatives and specialists,
with respect to the practical application of the probes
(experience and methods) that are included in the
program. At the first 5 — 10 sessions of the individual
formative program, which started at the different
time for different children, over the course of 30 days,
mothers, specialists or their relatives, were assisted by
the experimenter. At first, the latter demonstrating
correct application of probes, and then proceed to
alternative using of probes by the experimenter
and parent, relative or specialist, and at the last part
of the training the application of the probe by a
mother, relative or by specialist to be evaluated by the
experimenter, to enable them subsequently self-use
the forming program.

Experiment of training took place mainly in
families, where they were the majority (approx. 75%)
of children from forming group (83 children), and at
CRH MG, IMC. The daily frequency of methodic
application of probes allowed the continuous
corrected maintenance and high pace of recovery
and improvement in the status of children in the
framework of formative sample.

The experimental control results are analyzed in
comparison with the results of control experiment
(retest) and finding experiment (test). The
validation of the results was confirmed by statistical
processing of the data (testing of the statistical
significance of results by the Mann-Whitney U
test and Wilcoxon test). Comparison of the results
received is analyzed and collected more efficiently
in the context of standard norms generally accepted
by international institutions of the United Nations

in this field (Table 2).
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Table 2. Comparative results in control experiment (retest), of forming group and control (Mann — Whitney U test).

Sphere Probe | Age, years | Standard NGD type Forming group Control group p
DS 0,87 0,73 0,461
0-1 3,5
FXS 2,14 1,4 0,001
DS 0,72 0,47 0,275
1 1-2 3,4
FXS 2,14 1,36 0,001
DS 0,85 0,69 0,373
2-3 3,6
FXS 2,15 1,77 0,060
Psycho-motor
DS 0,87 0,73 0,483
0-1 3,4
FXS 1,86 1,53 0,064
DS 0,86 0,47 0,030
2 1-2 3,5
FXS 2,07 1,64 0,011
DS 1 0,39 0,011
2-3 3,3
FXS 2 1,46 0,010
DS 0,8 0,6 0,237
0-1 3,4
FXS 0,86 0,47 0,128
DS 0,86 0,47 0,030
3 1-2 3,5
FXS 0,93 0,29 0,002
DS 1 0,39 0,004
2-3 3,4
. . FXS 1 0,31 0,001
Socio-affective
DS 0,67 0,53 0,464
0-1 3,2
FXS 0,86 0,47 0,061
DS 0,79 0,47 0,082
4 1-2 3,4
FXS 0,86 0,43 0,020
DS 0,77 0,23 0,007
2-3 3,3
FXS 1 0,46 0,010
DS 0,6 0,47 0,472
0-1 3,5
FXS 0,93 0,4 0,003
DS 0,93 0,6 0,089
5 1-2 3,5
FXS 1 0,43 0,004
DS 0,69 0,46 0,243
2-3 3,6
e FXS 1 0,54 0,006
Cognitiv-verbal
DS 0,67 0,53 0,464
0-1 3,5
FXS 1,14 0,47 0,003
DS 0,72 0,47 0,184
6 1-2 3,5
FXS 1 0,29 0,001
DS 1 0,54 0,022
2-3 3,3
FXS 1 0,46 0,010
0-1 3,3 DS 0,67 0,6 0,710
3,5 FXS 0,79 0,53 0,160
. 1.0 3,4 DS 0,79 0,67 0,481
3,6 FXS 0,86 0,72 0,382
2.3 3,4 DS 0,69 0,46 0,211
Supplemental 3,5 FXS 0,69 0,46 0,243
probes 0-1 3,4 DS 0,8 0,8 0,936
3,5 FXS 0,72 0,47 0,184
8 10 3,5 DS 0,64 0,6 0,815
3,4 FXS 0,93 0,36 0,006
2.3 3,4 DS 0,77 0,46 0,114
3,4 FXS 0,85 0,46 0,048
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In the result of comparison of the results of the
control group (CG) and forming group (FG), within
the finding experiment (test), in which participated
children with Down syndrome and fragile X syndrome
of all age groups, was showed result that there are no
significant differences between the compared samples
(z value in all cases was lower than 1,96). Carrying
out the probes the maximal value was 4 medium
units, in children with Down syndrome were low
results compared to international standards, they are
varied between 0,07 and 0,4 medium units (MU)
(approx. 6 — 7% of standard), and in children suffered
from fragile X syndrome was determined higher level
of development of psycho-motor sphere compared
to the patients with Down syndrome, the results
varied between 1,31 and 1,47 MU, that is, approx.
six fold higher than in other spheres (development
approx. corresponds to children suffered from Down
syndrome), and approx. 40% comparative to standards.

In general, at all age groups, in comparison of the
results obtained in the experiment (retest) of control
groups and forming group, including children with
Down syndrome, the results were much higher than
the in finding experiment (test) (Table 3).

This is especially applicable for the age group
under one year, where there is registered statistically
significant increasing. In comparison with the low
results from the forming experiment, children with
homogeneous form of Down syndrome have the
trend to natural development, especially during
the period of up to one year of life. Later, naturally,
the gap between the patients and healthy children
progressively increase. The development of children
with NGD (especially in children suffered from
Down syndrome) of 1 -2 years of age and, especially,
from 2 to 3 years of age, retarded and only by using
the measures for improvement of development we can
achieve in reducing this gap. It should be noted that
for all age groups, from the comparison of the results
of the control group (CG) and forming group (FG)
in the control experiment (retest), it is demonstrated
that children with fragile X syndrome can be repaired
more readily than children with Down syndrome.

The natural development of psycho-motor
sphere in children suffered from fragile X syndrome
constitutes an important premise for their successfully
integration in professional and social environment.
This may be an important reason for the progress in
rehabilitation and development of other spheres and

achieve significant improvement of disability and
progress of development, including mental, compared
with normal children.

It is obvious that early implementation of
psychological, pedagogical and medical measures
of correction and improvement of development
determines success in rehabilitation, which is more
evident in later periods of life, as in patients with
Down syndrome, but especially in patients with
fragile X syndrome. Educating and stimulating the
development in three psychical spheres and positive
control of the intellectual growth of persons
affected by NGD can diminish the difference
between normal children and those affected by
the NGD. Thus, emotional-volitional disorders,
motor delaying, and speech disorders occupies an
important place in the structure of psychological
retardation of affected children.

The results of the comprehensive study of
psychological features, clinical forms, methods of
diagnosis and models of improvement have shown
that children with Down syndrome and fragile X
syndrome remain undeveloped, primarily, motor
sphere, socio-affective sphere, and language. The
degree of impairment of the spheres mentioned above
varies depending on the form of the condition and
age of the child.

Comparing the two forms of NGD we see in
children with Down syndrome, aged up to three years,
first of all, a delay in motor development, followed by
immaturity of emotional-volitional sphere.In children
with fragile X syndrome, however, specifically, can
be noted immaturity of emotional-volitional sphere,
while the motor sphere is less affected. Developing
and making differentiation, primarily, in motor
sphere of children with Down syndrome and fragile X
syndrome, can allow improvement the development
also other psychical spheres, such as socio-affective
sphere. The natural development of psycho-motor
sphere in children with fragile X syndrome is an
important prerequisite for their subsequent social
integration, especially given that the disease affects
particularly male persons.

In the conditions of experimental research,
psychological models of early stimulation improved
not only the psycho-affective sphere but also affective-
volitional sphere, contributing directly to the social
integration of the child with NGD. The results

showed a direct correlation between the success of
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Table 3. Comparative results between the finding experiment (test) and in control experiment (retest),
of forming group (Wilcoxon test).

Sphere Probe | Age,years | Standard NGD type Test Retest p
DS 0,27 0,87 0,007
0-1 3,5
FXS 1,36 2,14 0,002
DS 0,36 0,72 0,166
1 1-2 3,4
FXS 1,36 2,14 0,002
DS 0,38 0,85 0,014
2-3 3,6
FXS 1,31 2,15 0,002
Psychfo-motor
DS 0,2 0,87 0,008
0-1 3,4
FXS 1,36 1,86 0,020
DS 0,29 0,86 0,011
2 1-2 3,5
FXS 1,36 2,07 0,004
DS 0,31 1 0,013
2-3 3,3
FXS 1,39 2 0,011
DS 0,27 0,8 0,011
0-1 3,4
FXS 0,29 0,86 0,005
DS 0,36 0,86 0,020
3 1-2 3,5
FXS 0,29 0,93 0,007
DS 0,23 1 0,008
2-3 34
. . FXS 0,39 1 0,005
Socio-affective
DS 0,4 0,67 0,157
0-1 3,2
FXS 0,36 0,86 0,020
DS 0,29 0,79 0,035
4 1-2 3,4
FXS 0,22 0,86 0,007
DS 0,23 0,77 0,020
2-3 3,3
FXS 0,31 1 0,007
DS 0,2 0,6 0,058
0-1 3,5
FXS 0,14 0,93 0,001
DS 0,36 0,93 0,021
5 1-2 3,5
FXS 0,29 1 0,004
DS 0,23 0,69 0,034
2-3 3,6
e FXS 0,31 1 0,003
Cognitive-verbal
DS 0,13 0,67 0,011
0-1 3,5
FXS 0,22 1,14 0,001
DS 0,21 0,72 0,020
6 1-2 3,5
FXS 0,29 1 0,002
DS 0,08 1 0,001
2-3 3,3
FXS 0,23 1 0,004
01 3,3 DS 0,2 0,67 0,035
3,5 FXS 0,22 0,79 0,005
- 10 34 DS 0,14 0,79 0,007
3,6 FXS 0,22 0,86 0,007
53 3,4 DS 0,15 0,69 0,008
Supplemental 3,5 FXS 0,15 0,69 0,008
probes 01 3,4 DS 0,13 0,8 0,004
3,5 FXS 0,22 0,72 0,020
8 12 3,5 DS 0,14 0,64 0,020
3,4 FXS 0,22 0,93 0,002
53 3,4 DS 0,15 0,77 0,005
34 FXS 0,23 0,85 0,011

78

Romanian Journal of Child and Adolescent Neurology and Psychiatry — June 2017 - vol. 23 - nr.2



CLINICAL STUDIES

Improving of the neurodevelopment of children with neurogenetic pathologies * Mariana Sprincean

the experiment and the age of the children in the
formed group. The more resources are applied at an
early stage; the results of rehabilitation are better. The
specifics of the recovery, rehabilitation, correction
and improvement of development and psychics in
children with NGD, requires, for each family from the
high-risk group, where growing children with such
disorders, individual application of the measures for
improvement. Efforts to optimize the development of
children with NGD are effective especially when the
approach is comprehensive, and all three basic spheres
of psychics are stimulated simultaneously, . e., psycho-
motor, socio-affective and cognitive-verbal spheres,
beginning with the earliest ontogenetic stages.

CONCLUSIONS

Development of psycho-motor sphere constitutes
an important prerequisite in order to achieve
improvements in forming and development of other
neuro-psychical aspects.
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Terapie cognitiv-comportamentali asociata tratamentului
pie cog p
psihofarmacologic intr-un caz de bulimie nervoasa comorbida

cu tulburare depresivia

Cognitive — behavioural therapy associated to the psychopharmacological

treatment in a case of bulimia nervosa with comorbid depressive disorder

Adriana Cojocaru

REZUMAT

Articolul prezintd interventia cognitiv-comportamentald asociatd tratamentului psihofarmacologic in cazul unei paciente cu bulimie nervoasi comorbidi
cu tulburare depresiva, necesitind un tratament specific avind in vedere depresia clinici coexistent care mentinea tulburarea de alimentatie. Am descris
structura procesului terapeutic si pasii urmati in cadrul terapiei pentru realizarea obiectivelor propuse.

Cuvinte cheie: bulimie nervoasd, depresie, terapie cognitiv-comportamentald, tratament psihofarmacologic

ABSTRACT

'This paper presents the cognitive-behavioural intervention associated with psycho-pharmacological treatment in a patient suffering from bulimia nervosa
with co-morbid depressive disorder that require specific treatment in view of the coexistent clinical depression that maintains the eating disorder. We
described the structure of the therapeutic process and the steps followed in the therapy to achieve the proposed objectives.

Keywords: bulimia nervous, depresion, the cognitive-behavioral therapy, psychopharmacological treatment

INTRODUCERE

Conform ICD-10, bulimia nervoasi este un sin-
drom caracterizat prin repetate episoade de supraa-
limentare si o preocupare excesiva privind controlul
greutitii corporale, conducind la adoptarea de masuri
extreme pentru a diminua efectele de ,ingrisare” cau-
zate de alimentele ingerate [1].

Bulimia nervoasi este caracterizati printr-o preo-
cupare morbida privind greutatea si forma corpului, cu
perturbarea severi a comportametului alimentar [2].

Reprezinti o tulburare a controlului impulsului
alimentar caracterizatd printr-un consum impulsiv
al unor cantititi mari de alimente intr-un timp scurt,
timp in care, in mod obisnuit o persoani nu ar putea
consuma cantitatea respectivi de méncare, in aceleasi
conditii. Se poate insoti de greutate normald sau de

un deficit ponderal. Greutate ponderald normali este
mentinutd prin restrictii alimentare, uzul de diuretice,
purgative sau substante stimulante ale catabolismului,
activitate fizici intensi si virsituri autoprovocate.

Tulburirile instinctului alimentar debuteazd ca-
racteristic intre 11 si 18 ani, devenind boli atunci cind
interfereazi cu sinitatea fizici si mentald, producind
complicatii medicale severe si dezorganizand viata
persoanei afectate. Bulimia mentala a fost considerati
initial o variantd a anorexiei mentale, Russell (1979)
a introdus termenul de bulimie nervoasi pentru a de-
scrie o formi de anorexie nervoasi[3].

Instinctul alimentar are rol important in conser-
varea individului. Nucleii implicati in controlul apeti-
tului alimentar sunt situati la nivelul hipotalamusului
(nucleul arcuat implicat in reglarea apetitului alimen-
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tar, nucleul paraventricular coordoneazi alimentatia
cu sistemul nervos vegetativ si cu sistemul endocrin,
in nucleul lateral se giseste centrul foamei, aici gasin-
du-se neuronii secretori de neuropeptide care stimu-
leaza apetitul, in nucleul centromedial este localizat
centrul satietitii, iar nucleul dorsomedial integreazi
ritmul alimentatiei cu ritmul somnului). Centrii hipo-
talamici care controleazi instinctul alimentar sunt in
relatie cu structuri care controleazi instinctul sexual,
sistemul nervos vegetativ si secretiile hormonale, cu
structuri implicate in sistemul motivational si care in-
tegreaza ritmurile endogene.

Bulimia nervoasd poate fi comorbidi cu depresia
care are ca si substrat neuropsihic disfunctia seroto-
ninergici [4].

Tratamentul bulimiei nervoase consti in trata-
ment psihofarmacologic reprezentat de administrarea
de antidepresive triciclice sau inhibitori selectivi ai
recaptirii serotoninei (SSRI) si tratament psihotera-
peutic constind in terapie cognitiv-comportamentald,
terapie familiald si terapie interpersonald [2].

Cercetirile pe adulti aratd faptul ci tratamentul
farmacologic are efectele benefice mai putine decit
cele obtinute prin terapie cognitiv-comportamentald
si aceste efecte tind sd nu se mentind, tratamentul me-
dicamentos fiind folosit ca un pas initial in manage-
mentul bulimiei. De asemenea, cercetirile recente su-
gereazi ci tratamentul farmacologic este benefic dacd
pacientii prezinti un rispuns favorabil in 2 siptimani
de la initierea tratamentului [5].

,lerapia trebuie si se adreseze normalizirii
habiturilor alimentare, a atitudinilor fatd de alimente
si atingerii unei greutiti corporale ideale” [6].

Fairburn (1981) a publicat primul studiu legat de
rezultatele pozitive obtinute in tratarea bulimiei ner-
voase prin psihoterapie cognitiv-comportamentald,
tulburarea de conduiti alimentard fiind considerati
pind atunci incurabild (Russel, 1979). Ulterior s-a
evidentiat faptul cd terapia cognitiv-comportamenta-
1 reprezinti cel mai eficient mod de abordare a tulbu-
ririlor de conduiti alimentari [7].

‘Conform teoriei cognitiv-comportamentale a
bulimiei nervoase, elementul central care intretine
tulburarea este psihopatologia fundamentali a aces-
tor pacienti: schema lor cognitivd disfunctionald de
autoevaluare” [8].

,Lerapia cognitivd se bazeazd pe modelul cognitiv
care sustine ci emotiile si comportamentele oamenilor
sunt infuentate de modul in care acestia percep eveni-

mentele. Nu situatia in sine determind ceea ce simt oa-
menii, ci mai degrabd modul in care acestia construiesc o
situatie (Beck A.T. 1964). Modul in care se simt oame-
nii este asociat cu modul in care acestia interpreteazi si
gandesc despre o situatie. Situatia in sine nu determind
in mod direct modul in care se simt; rispunsul lor emo-
tional este mediat de perceptia lor asupra situatiei” [9].
»Lerapia se bazeazi pe conceptualizarea probleme-
lor pacientului in termeni cognitivi, necesitd o aliantd
terapeuticd solidd, pune accent pe colaborarea si pe par-
ticiparea activd, este orientatd spre un scop si focalizatd
pe problemd, pune accent pe prezent, este educativi, isi
propune si invete pacientul si fie propriul sdu terapeut
si pune accentul pe prevenirea recaderilor, isi propune si
fie de scurtd duratd, sedintele sunt structurate, il invatd
pe pacient si indentifice, si evalueze §i si rdspundd
propriilor ganduri si credinte disfunctionale, utilizeazi
o varietate de tehnici pentru modificarea modului de
gandire, stirii afective §i comportamentului” [9].
Stilurile disfunctionale sau distorsionate de gindi-
re pot cauza sau exacerba emotiile si comportamente-
le distunctionale. Interventiile cognitive au rolul de a
identifica si dezbate gandurile automate distorsionate,
convingerile dezadaptative si schemele disfunctionale,
de asemenea se pot utiliza si tehnici comportamentale
pentru a testa si a dezbate distorsiunile cognitive [10].
“Caracteristicile terapiei comportamentale: are la
bazi principii stiintifice derivate din cercetarea expe-
rimentald din domeniul invitirii, principii bazate pe
observatie si nu pe convingeri personale; se ocupd de
problemele curente si de factorii care le influenteazi
in prezent, fird a pune accent pe perspectiva istorici;
pacientul joacd un rol activ in terapie, care se desfi-
soard pe ct posibil in mediul natural al pacientului,
pune accent pe tehnicile de autocontrol comporta-
mental; interventiile sunt astfel construite incit se po-
trivesc fiecirui pacient in parte, evolueazi de la simplu
la complex, de la situatii facile la unele dificile si de la
unele mai putin amenintitoare la unele amintitoare;
demersul terapeutic este relativ scurt, tehnicile tera-
peutice se combind in anumite pachete de strategii in
vederea cresterii eficientei psihoterapiei” [7].
Metodele operante din cadrul terapiei comporta-
mentale pot fi indicate in tulburirile de alimentatie
ale copilului si adolescentului, fiind eficiente si in ca-
zul problemelor alimentare timpurii, putind fi utiliza-
te eficient, atdt in spital, ambulatoriu CSM, centre de
reabilitare cit si acasi (aplicate de citre pirinti, cu rol
de co-terapeuti) sau la scoald [11].
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Terapia cognitiv-comportamentald este o terapie
limitatd in timp, de scurtd duratd, care foloseste dialo-
gul socratic si care se bazeazi pe o relatie de reciproci-
tate intre cognitii, emotii si comportamente. Foloseste
terapiile comportamentale bazate pe principiile in-
vatdrii si terapiile cognitive bazate pe interpretarea
cognitivi a experientelor in determinarea emotiilor si
comportamentelor.

PREZENTARE DE CAZ

M.R., 17 ani si 11 luni, genul feminin; din me-
diu urban.

Se prezintd in ambulatorul de specialitate, in data
de 31.10.2016, solicitdnd internarea, pentru un tablou
psihopatologic dominat de: episoade recurente de
mancat excesiv (consumarea intr-o perioadi scutd de
timp a unor cantititi mari de mancare, de exemplu:
2-3 farfurii de orez cu carne prijitd si cartofi, 3 lipii, 3
boluri de orez cu lapte si miere, 2 lipii, inghetati si 4
budinci de Danone, in mai putin de 2 ore), sentimente
de lipsi de control al méancatului in timpul episodului:
“pierd controlul”, ,mi gindesc cd este ultimul prepa-
rat pe care il méndnc, ca si cum nu ar mai exista ziua
de méine, nu md pot opri din méncat”, episoadele fi-
ind urmate de comportament compensatoriu purga-
toriu (folosirea excesivi de laxative si rareori virsituri
autoprovocate). Episoadele de mancat compulsiv au o
durati de aproximativ 1-2 siptimani, fiind urmate de
dietd restrictivi (zile in care uneori minanci doar un
morcov sau un mir) timp de aproximativ 5 zile.

De asemenea prezinti: dispozitie tristd cu plans fa-
cil, fatigabilitate, insomnie de trezire (adoarme la ore-
le 22-23 i se trezeste la orele 1-2), idei de vinovitie
legate de aspectul fizic si esecul scolar, idei autolitice
(,de multe ori mi gindesc ci moartea este o scipare
mai usoard’, ,nu prea mai am nimic de pierdut”, ,ma
contrazic pe mine — o parte normald plictisitd, iar cea-
laltd parte sinucigasi’), frici de viitor (,frici teribild
de viitor”, ,tot timpul am simtit o anxietate legatd de
viitor”), nu se mai bucuri de activititile care anterior
1i erau plicute (citit, muzicd, filme), retrasd social si cu
restringerea sferei de activititi, capacitate scizuti de
concentrare a atentiei, stimd de sine scizuti.

DATE ANALITICE DE MACRO-NIVEL

* Date anamnestice/biografice:

— Provine dintr-o familie dezorganizati prin
divortul parintilor in aprilie 2016, pacienta fiind datd
in custodia mamei. Pirintii locuiesc separat de la

varsta de 2 ani ai pacientei. Fumitoare si ocazional
consumi alcool, in urmi cu 2 ani consuma frecvent
alcool si substante psihoactive (etnobotanice, mariju-
ana). Relatiile intrafamiliale tensionate, conflictuale,
cu abuzuri fizice si emotionale. Are un fratele in varsti
de 26 ani care si-a intemeiat o familie si locuieste in
Anglia, iar sotia si copilul in Romania.

— Conditii economice precare. Mama asistent ma-
ternal, a avut in plasament un copil cu retard mental
sever de la vérsta de 3 ani, pand la varsta de 14 ani
(a renuntat la el in septembrie afirmativ pentru ci
avea tulburiri de comportament), iar din septembrie
a luat in plasament alt baiat in varsti de 10 ani cu
retard mental sever si sindrom genetic, copil pe care
afirmativ pacienta este geloasd pentru ci i-a luat locul
baiatului cu care a crescut ca i cu un frate si l-ar dori
inapoi pe primul baiat.

— Religie catolici.

— A frecventat gridinita, in clasele primare si gim-
naziale a avut rezultate scolare foarte bune. Relatiile
au fost bune cu colegii pand in clasa a VI-a cind
“‘am iInceput si md imbrac mai ciudat, mi credeam
panchista”, “colegii mi luau peste picior ci eram
grasi’, “eram mai izolatd”. In clasa a VIII-a a cunoscut
un grup de elevii de la Scoala de Arte si a inceput si
joace in piese de teatru aldturi de ei. A intrat printre
primii elevi la Liceul Grigore Moisil din Timisoara,
profilul matematicd intensiv, dar nu a reusit sa finali-
zeze scoala. In iulie o doamni profesoari de la Arte a
ales si joace Intr-o piesi de teatru, in rolul principal,
“0 colegi care nu avea talent, doar ardta bine”, rol pe
care ar fi trebuit si-1 interpreteze pacienta. In urma
acestei intdmpldri a fost preocupati ci: “dacd am in-
trat la cel mai bun liceu, trebuie si fiu si foarte slabd si
frumoasd”. A incept si tind “cure de slibire”. A mers
la scoald pani in luna octombrie, cind a inceput sd nu
mai frecventeze scoala din cauza aderdrii la grupuri
de adolescenti comportamentali, a consumului de
substante si a tulburirii alimentare. In martie 2014 a
decedat bunica materni (persoana de atasament) des-
pre care pacienta afirmd “am iubit-o tare mult, a fost
caun fel de mami”. In prezent nu frecventeazi scoala.

* Date anamnestico-clinice:

Istoricul bolii

Pacienta a intrat in circuitul psihiatric in noiem-
brie 2014, fiind internatd in Clinica NPCA Timisoara
cu diagnosticele: Anorexie nervoasi si Tulburare de-
presivd, pentru care a urmat tratament medicamentos
anxiolitic, timostabilizator si psihoterapie individuali,

Revista de Neurologie i Psihiatrie a Copilului si Adolescentului diin Roménia - Iunie 2017 -vol. 23 - nr. 2 83



Adriana Cojocaru  Terapie cognitiv-comportamentald asociata tratamentului

PREZENTARI DE CAZ

cu remiterea simptomatologiei tulburirilor alimentare
si cu persistenta simptomatologiei din sfera depresivi.

Innoiembrie 2015 se reinterneazi pentru Tulburare
depresivi recurentd, episod actual moderat si se
externeazd cu tratament anxiolitic si timostabilizator,
tird a se mai prezenta in clinicd la consult.

Afirmativ evolutia a fost bund pani in iulie 2016,
cind a mers la tatil ei in striinitate, la stress, unde
a fost abuzatid fizic si emotional. Afirmativ, a trdit
stiri de anxietate marcatd si triiri afective negative,
cu aparitia episoadelor bulimice. In aceasti perioadi a
fost consultatd de un medic psihiatru recomandandu-
se tratament medicamentos antidepresiv cu Fevarin.

In prezent se prezinti in ambulatorul de
specialitate solicitind internarea, pentru accentuarea
simptomatologiei debutate in Iordania.

Antecedente personale fiziologice: G - 2, P - 2,
sarcind cu evolutie afirmativ fiziologici, nastere ceza-
riand, VG - 9 luni, GN - 3200 gr, APGAR - 9, icter
fiziologic, vaccinuri efectuate, dezvoltare psthomoto-
rie pe etape de varstd afirmativ normali.

Antecedente personale patologice: Anorexie
nervoasi. Tulburare depresivd — 2014

Antecedente heredocolaterale:

Mama - depresie si alocoolism cronic (afirmativ de
la virsta de 5 ani ai pacientei)

Tata — alcoolism.

Ex. Somatic: Stare generald buni, tegumente si
mucoase palide, tesut conjunctiv-adipos normal re-
prezentat, echilibratd cardio-pulmonar si digestiv.

IMC-24 Kg/mp (G=63Kg, 1=1.61cm).

Ex. clinice si paraclinice in limite normale.

INSTRUMENTE STANDARDIALIZATE

1. Inventarul de depresie BECK-BDI, scor 43, de-
presie severd

2. Evaluarea tulburidrilor de comportament ali-
mentar Christopher G. Fairburn, bulimie cu compor-
tamente compensatorii

Nivel mintal: QI=110 Raven.

Exemen psihic: Pacientd in tinutd vestimentari
neingrijitd, de culoare inchisa, largd, cu igiena corpora-
13 deficitard (nu a ficut baie de 2 siptimani), orientati
temporo-spatial, auto si allopsihic si situational, cimp
actual de constienta clar, contactul vizual se mentine
cu intermitentd pe durata interviului, contactul psihic
se realizeazi cu usoard dificultate, gandire abstractd,
flux ideoverbal coerent, idei de vinovitie si inutilitate,
ruminatii pe tema aspectului fizic si pe tema esecului

scolar, idei de pierdere a controlului, idei de inaccep-
tare si inutilitate, idei autolitice, usoard hipomnezie,
dificultiti de concentrare a atentiei, fird tulburiri din
sfera perceptiei de tip halucinator sau de tipul ilu-
ziilor. Dispozitie tristd, plans facil, capacitate redusi
de autoreglare emotionald, irascibilitate, ambivalentd
afectivi fatd de mama, stimi de sine scizuti, tensiune
intrapsihicd, anxietate anticipatorie, tendinti la reta-
gere sociald, ingustarea sferei de interese si activititi,
anhedonie. Apetit alimentar modificat (episoade de
hiperfagie - cantititi mari de mancare in perioade
scurte de timp cu duratd de aproximativ 1-2 sipti-
mani, urmate de diete restrictive cu durati de maxim
5 zile). Imediat dupi episodul de consum de cantititi
mari de alimente recurge la folosirea de laxative si
uneori virsituri autoprovocate. Ritm nictemeral mo-
dificat, insomnie de trezire, insight prezent.

Diagnostic conform critetiilor de diagnostic
DSM 5

Bulimie nervoasi. Tulburare depresivd majori re-
curentd — episod actual sever fird simptome psihotice.
Probleme legate de educatia in familie. Problemi le-
gatd de educatie sau pregitirea scolard.

Criteriile de diagnostic DSM 5 pentru Bulimia
nervoasi: episoade recurente de alimentatie compul-
sivi care constd in ingerarea intr-o perioadd scurti de
timp, aproximativ 2 ore, a unei cantititi de alimente
care depiseste cu mult cantitatea pe care majorita-
tea persoanelor ar consuma-o in aceeasi perioadd de
timp si in aceleasi conditii, senzatia de lipsd de con-
trol asupra alimentelor ingerate in timpul episodulu,
sentimentul ¢ nu se poate opri din mancat, ci pierde
controlul, ci nu poate controla alimentele ingerate si
cantitatea lor, comportamente compensatorii recu-
rente pentru a preveni cresterea in greutate: abuzul
de laxative si provocarea varsiturilor, comportamentul
compulsiv si cel compensator apar in medie cel putin
o datid pe siptimini timp de trei luni. Are o stimi
de sine scizutd, influentatd de greutatea corporali si
aspectul fizic. Perturbarea nu apare exclusiv in timpul
unui episod de anorexie nervoasi. Nivel de severitate:
in medie 8-13 episoade de comportamente compen-
satorii inadecvate pe siptimand (severi) [12].

Criteriile de diagnostic DSM 5 pentru Tulburare
depresivi majord — episod actual sever fird simptome
psihotice: prezenta a mai multe episoade depresive cu
existenta a cel putin 2 luni consecutive, in care nu au
fost satisficute criteriile pentru Episod depresiv ma-
jor, dispozitie depresivd cea mai mare parte a zilei,
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diminuarea interesului si a plicerii pentru activititii
in cea mai mare parte a zilei, fatigabilitate, lipsd de
energie, sentimente de inutilitate si de vinovitie, sci-
derea capacititii de concentrare a atentiei, ginduri
recurente de moarte si legate de esecul scolar, ideatie
suicidard, deteriorare semnificativd in domeniul social
si scolar. Simptomele determind o deteriorare semni-
ficativi clinic in domeniul social, scolar si in alte arii
de functionare. Episoadele nu se datoreazi efectelor
fiziologice ale unei substante sau ale unei afectiuni
medicale si episodul depresiv nu este explicat de o
tulburare schizoafectivi, schizofrenie, tulburare schi-
zofreniformi, tulburare deliranti, sau de alte tulburiri
din spectrul schizofreniei, sau alte tulburiri psihotice
si nu a existat nici un episod maniacal sau hipomani-
acal [12].

Problemele legate de educatia in familie — calitatea
relatiei parinte - copil afecteazi evolutia, prognosticul
sau tratamentul. Relatia disfunctionala parinte - co-
pil se asociazi cu afectarea functiondrii in domeniul
comportamental, cognitiv sau afectiv [12].

Problema legati de educatie sau pregitirea scolard
— abandonul scolar are impact asupra diagnosticului si
tratamentului [12].

Diagnostic diferential Bulimie nervoasi: ano-
rexie nervoasd tip cu alimentatie compulsiv, tulbura-
re de alimentatie compulsivd, Sindromul Kleine-Le-
vin, tulburare depresivi cu elemente atipice, tulburare
de personalitate Borderline.

Diagnostic diferential Tulburare depresiva ma-
jora: toate tulburdrile organice somatice, tulburarea
depresivi sau bipolard indusi de substante sau me-
dicamente, tulburare bipolard, tulburiri de persona-
litate, tulburarea de adaptare cu dispozitie depresiva,
tulburiri anxioase, tulburare hiperkinetici.

,Comorbiditatea cu tulburirile psihice este frec-
ventd la indivizii cu bulimie nervoasi, majoritatea lor
prezentand cel putin incd o afectiune psihici. Comor-
biditatea nu este limitati la un subgrup aparte, ci mai
degrabi include o gami largd de tulburiri mintale”[12].

Date de micro-nivel

Factori predispozanti: familia disfunctionald; vul-
nerabilitatea geneticd; lipsa unei supravegheri adecva-
te; lipsa implicirii périntilor in cresterea si educatia
pacientei; consumul de alcool al pirintilor; lipsa acti-
vititilor zilnice; comorbiditatea cu depresia.

Factori precipitanti: vizita la tata.

Factori perpetuanti/de mentinere: mediul fami-
lial; lipsa retelei de suport social; schemele disfunc-

tionale: “Nu sunt buni de nimic”, “Nimeni nu mi

place grasa”,  Voi fi acceptati doar daci voi fi slabd”;

convingerile dezadaptative: “Daci sunt grasi nu pot

face nimic in viatd”; gindurile automate distorsionate:
v« » «

“Sunt o ratatd”, “Totul imi merge riu”, “ Nu mai am
nimic de pierdut”, “Sunt o vacd”.

CONCEPTUALIZARE

Elementul central il reprezinti supraevaluarea si-
luetei, a greutitii si a controlului lor.

Alimentatia compulsivi este rezultatul tendintei
de a restrange consumul alimentar. Pacienta respectd
reguli stricte de conduitd alimentard si reactioneazid
negativ cind regulile nu pot fi respectate si sunt in-
cilcate, chiar si o scipare mica de la regulile stricte
este considerate o dovadi de lipsi de control (“simt ci
pierd controlul”). Senzatia de pierdere a controlului o
determind pe pacientd s renunte pentru o perioadd de
timp la dieta restrictivi si cedeazd pentru un timp im-
pulsului de a manca, apirut in urma restrictiei alimen-
tare si a dietei, ducind la o perioadi in care mininci
excesiv, in mod necontrolat, episod de binge eating,
astfel se creazid un cerc vicios in care incercirile paci-
entei de a reduce consumul alimentar sunt intrerupte
de episoade de alimentatie compulsivi. Alimentatia
compulsivi intretine si amplifici preocuparea pacien-
tei legatd de greutate si siluetd, amplificind reducerea
consumului de alimente si creste riscul de aparitie a
episoadelor de alimentatie compulsivd. Aceste episoa-
de de alimenatie compulsivi sunt declansate de triiri
afective negative si de evenimente negative. Totoda-
td episoadele de alimentatie compulsivd o determind
pe pacientd si recurgd la comportamente compen-
satorii (laxative, virsituri), care la randul lor mentin
alimentatia compulsivi.

Simptomatologia depresivi (in plan comporta-
mental, cognitiv, afectiv, motivational si somatic) este
consecinta distorsiunilor cognitive si a schemelor
cognitive care s-au dezvoltat in functie de experien-
tele precoce triite de citre pacientd in prima perioadi
a copildriei, aceste experiente timpurii au dus la for-
marea unor convingeri dezadaptative. Activarea sche-
melor au avut loc in momentul in care s-a confruntat
cu factori externi si interni stresanti (stress-ul din pe-
rioadi vizitei la tata). Activarea schemelor a determi-
nat-o pe pacienti si aiba o perceptie negativd legati
de imaginea de sine, de experientele de viati prezente
si de viitor, o perceptie negativa despre ceilalti si des-
pre lume in general, Aceaste credinte negative despre
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sine si ceilaltii, sunt intretinute de gandurile negative
automate distorsionate care reprezinta un stil de gan-
dire disfunctional si care au la bazi o serie de erori de

CONCEPTUALIZARE

gandire. Vulnerabilitatea care a jucat rolul de factor
de risc in a dezvolta depresie au fost depresia mamei,
alcoolismul périntilor si despartirea lor.

SUPRAEVALUARFEA SILUETEI ST A GREUTATII CORPORALE

SIA CONTROLULUI ASUPRALOR

“Sunt grasd, trebuie sd slabesc pentru cd arit ca o vacd”

A

'

DIETA STRICTA

»Curd de slibire”

‘Mai simt tristd”

EVENIMENTE $I MODIFICARI _
ALE STARIIAFECTIVE ASOCIATE —» EPISOD DE MANCAT COMPULSIV

‘Méndnc excesiv, cantititi mari de mancare in timp scurt”

.

Modelul cognitiv-comportamental

i

INDUCEREA COMPENSATORIE A VARSATURILOR /
CONSUM ABUZIV DE LAXATIVE

(Christopher G. Fairburn, 2008) “Folosesc laxative ca si elimin médncarea”
VULNERABILITATE
— parintii despdrtiti;
—mama depresivi 5i alcool, tata alcool EXPERIENTE
e PRECOCE:
— abuzurile fizice 5i
) MODULAREA SCHEMELOR DISFUNCTIONALE emotionale
Modelul lui Beck - 1967 “Sunt de neiubit’®
“‘Nimeni nu md infelege”
“Sunt o ratatd, altii la virsta mea termind scoala,
au facut ceva in viatd”
P B2 D I e —— > l
ACTIVAREA SCHEMELOR
Vizita la tatd
DEPRESIE
Simptome
COMPORTAMENTE: SOMATICE:
retragere sociald, ingustarea sferei de fatigabilitate crescutd, insomnie de
interese §i activitdti trezire, hiperfagie
MOTIVATIONALE: COGNITIVE:
anhedonie, sciderea interesului §i a plicerii scdderea capacititii de concentrare a
in efectuarea activititilor anterior plicute, atentiei, ruminatii
\/
AFECTIVE:

dispozz;l‘ie tristd, sentimente de inutilitate si vinovdtie, capacitate sci-

Zutd de autoreglare emotionald, iritabilitate, stimd de sine scizuti
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OBIECTIVETERAPEUTICE

Obiectivele pacientei in functie de importantd

*“S4 nu mai fiu dependenti de laxative si si nu
mai mindnc exagerat”

* “Si fiu in stare si continui gcoala”

* “S4 pot dormi”

Obiectivele stabilite impreund cu terapeutul:

* ,eliminarea episoadelorde mancat compulsiv si a
consumului de laxative”

* “implicarea in activititi, integrare sociald si
scolard”

PLANUL DE TRATAMENT

Tratament medicamentos: Antidepresiv - inhi-
bitori selectivi ai recaptirii serotoninei, SSRI (Ser-
tralini), Timostabilizator (Topiramat) si Anxiolitic
(Alprazolam)

1. Terapie cognitiv-comportamentali

Prima etapi a terapiei cognitiv-comportamen-
tale a durat 3 siptimani, iar sedintele au fost de doui
ori pe siptimand.

Pe durata acestei etape s-a ficut anamne-
za in vederea stabilirii diagnosticului, a severititii
simptomatologiei, cu evaluarea riscului suicidar si
stabilirea celei mai adecvate modalititii de tratament,
totodatd s-a incheiat un contract intre terapeut si pa-
cientd legat de riscul suicidar. Un alt aspect 1-a repre-
zentat angajarea pacientei in terapie, relatia terapeuti-
ci fiind o prioritate.

Pentru evaluarea pacientei pe laingd anamnezi au
fost folosite instrumentele standardizate mentionate
mai sus. S-a folosit interviul socratic.

* Psihoeducatie privind Bulimia (prin ce se carac-
terizeazd bulimia, importanta meselor regulate, a dis-
tantei dintre mese, mituri despre alimentatie, “alimen-
tul interzis”, neinfluenta laxativelor asupra absorbtiei
intestinale i elimindrii kilogramelor, IMC (indice de
masi corporald), implicatia neurotransmititorilor, se-
rotonina in satietate si apetit, dopamina in recompen-
sd) si Terapia congnitiv-comportamentald optimizati
a bulimiei, informatii necesare in vederea cresterii
aderentei la terapie.

* Conceptualizare si stabilirea obiectivelor tera-
peutice (lista de obiective a pacientei si cea stabilitd
impreuni cu terapeutul).

» Cantirirea si schitarea graficului evolutiei greu-
titii pe durata terapiei pentru a fi informati pacienta
despre greutate si pentru a afla despre modificirile
apirute in greutate pe durata terapiei si pentru a in-

terpreta corect greutatea. Pacienta a fost invitatd cd
nu trebuie sa-si focalizeze atentia pe fiecare cantirire,
aceasta fiind irelevantd din cauza variatiilor stirii de
hidratare si a altor procese biologice, schimbirile fiind
relevante pe parcursul ultimilor 4 siptimani.

* Analizi functionali: modelul Lang

* Pacienta a schitat o listd a alimentelor interzise
dupd care i s-a explicat cd, dacd evitd aceste alimente,
crezand i mancindu-le se va ingrisa, va avea un episod
de mancat compulsiv. O cantitate mici de aliment in-
terzis va insemna incilcarea regulilor impuse si va simti
cd pierde controlul, ceea ce va duce la un nou episod
de maéncat complusiv. Nu existd alimente care ingrasi
prin natura lor, totul depinde de cantitatea de aliment
consumatd. Cantitatea de alimente recomandati este
aceea care permite mentinerea unei greutiti optime si
contine nutrientii necesari unei diete echilibrate.

A doua etapa, de tranzitie, s-a desfisurat pe o
perioadi de 2 siptimani (1 sedintd pe siptimand) si
a constat in evaluarea progresului si a evolutiei, difi-
cultitile si obstacolele intdmpinate pe parcursul celor
sase sedinte anterioare si in efectuarea temelor de casi.
Aceasti etapd pregiteste si ajutd in planificarea celei
de a treia etape. S-a evaluat atitudinea pacientei fatd
de tratament si eficienta tehnicilor folosite in terapie.

Etapa a treia a jucat un rol important in terapie si
a abordat modalititile prin care este mentinutd psi-
hopatologia pacientei. Durata a fost de 8 sedinte cu
frecventa de 1 sedintd pe siptimana.

Ultima etapi, cea finali, 2 intalniri programate la
2 siptimani, s-a focalizat pe viitor, pentru prevenirea
reciderilor. Planul de prevenire a reciderilor a constat
in evaluarea situatiilor de risc §i semnalele de alarma,
sumarizarea sedintelor, tehnici si exercitii realizate pe
parcursul terapiei, planuri de viitor.

Tehnicile congnitiv-comportamentale folosite pe
parcursul terapiei au fost:

Interventie comportamental:

Planificarea unui regim cu mese regulate (3 mese
si 2 gustri, astfel: mic-dejun, pranz, gustarea de du-
pi-amiazd, masa de seard, gustarea de seard, fird ciu-
gulit intre mese, nu trebuia si mindnce nimic in afa-
ra meselor si gustirilor), urmati de sciderea rapidi
a comportamentelor compensatorii. Pacienta trebuia
sd aleagi ce dorea si mindnce in timpul meselor si
gustirilor, cu conditia ca si nu fie urmate de compor-
tamente compensatorii. Nu trebuia si treacd mai mult
de 4 ore intre mese si gustdri si nu trebuia si treacd
peste mesele si gustdrile programate, trebuia si tind
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seama de orele la care ménca familia si nu de senzatia
de foame si satietate. Alegerea alimentelor nu trebu-
ia si fie influentatd de senzatia de foame si satietate.
Cand trebuia si meargi in vizite sau in oras cu prie-
tenii, trebuia si-si planifice ce va manca, si analizeze
posibilititile de meniu pe care ar fi putut si- serveas-
cd, apoi sa isi planifice cat si cum va ménca.

* Pentru a nu ménca intre mese si gustirile pla-
nificate desfisura diferite activititi care si-i distragd
atentia de la senzatia de foame si satietate. De ase-
menea, distragerea atentiei in momentul aparitiei
gindurilor care intretin comportamentele compulsive
si compensatorii, o realiza prin implicarea in diferi-
te activitdti: vorbit cu mama, sunatul unei prietene,
imaginarea unor lucruri plicute, citirea citorva pagini
dintr-o carte, vizionarea unui film.

In timpul meselor nu trebuia si fie implicati in
alte activititi care ar fi dus la consum excesiv de ali-
mente, trebuia si-si pund in farfurie portia de mén-
care inainte s inceapd si minance si si indepirteze
recipientul cu restul mancirii pentru a nu fi tentatd
si-si suplimenteze portia de mincare, durata mesei
trebuia sa fie de aproxinativ 15 minute si trebuia sd
incerce sa nu minance repede, putind controla acest
lucru conversind cu mama in timpul mesei.

* Planificarea activitatilor, pacienta deseneazi o
diagrami (plicinta) cu activititile zilnice si impreu-
ni cu terapeutul elaboreazi un plan de ingrijire per-
sonald, cu solutii pro si contra si alegerea celei mai
bune solutii. De asemenea se stabileste un plan pentru
inscrierea intr-o formi de invitimant si un plan cu
activititile pe care urmeazi si le urmeze.

* Managementul contingentelor pentru o alimen-
tatie echilibratri i evitarea “ciugulitului” intre mese

* Activare comportamentald cu Planificarea activi-
titilor zilnice si autorecompensare

* Deprinderea de abilitati asertive in relatia cu fa-
milia De ex: Te inteleg ci esti supdratd, dar m-ar ajuta
sd-mi spui ce vrei si fac ca sd nu te supdr mai tare.

» Intreruperea gandurilor negative (“stop” gindu-
rilor negative, metoda prin care sa intrerupd fluxul
ideilor negative).

Interventii cognitive:

* Identificarea si restructurarea cognitiva a sche-
melor disfunctionale, a gindurilor automate distorsi-
onate si a convingerilor dezadaptative, cu explicarea
modului in care se formeazi schemele si cum acestea
distorsioneazi evenimentele: Ex. “Nu sunt buni de
nimic.”Nimeni nu mi place grasd”

. inregistrarea gindurilor automate negative
(GAN): AEX.Z “Sunt grasi, disperatd, dezgustati, pa-
teticd”, “In societate se pune accentul pe felul cum
ardti”, Asumptie: “Daci nu slibesc, nu voi putea face
nimic”. Schema de bazi: Sunt de neacceptat

* Drumul schimbirii cu obstacolele (obstacole:“un
singur gand: si-mi incep din nou viata curatd, iau laxati-

» « » K«

ve”, “evenimentele sociale”, “vreau si mai dau jos, sa am
un corp frumos”, “pierd controlul”, “nu mi pot abtine”)

« Intelegerea credintei: “Nu poti si faci nimic in viata
daci esti gras” - “Daci sunt grasd nu pot si fac nimic in
viatd”. Exemple de persoane “grase” care au succes.

* Dovezi care sustin si care contrazic gindul: “Nu
sunt obezd, dar sunt grasi’. Analiza: “Senzatia de a fi
gras” sau “Sunt gras”, cu analiza stimulilor (plictisea-
13 dupd masi, senzatia de plin, disperare) si emotiilor
(tristete, ingrijorare) pe care le triieste in acel mo-
ment. Perceptia pacientei ci “se simte grasd” este im-
portantd pentru terapie, deoarece perceptia tinde sd
fie echivalentd cu a fi gras, indiferent de greutatea re-
ald a pacientei.

* Jurnal ABC

Ex. 1:

A Eveniment: “Dupid-masi. Acasi. Am mancat
mult”

B Génduri, convingeri: “Inainte: nu fi asta,
minancd putin §i ceva sinitos!”. Dupi: esti un
porc, meriti si mori, nu o si ai niciodati succes
si nu o sd fi fericita!”

C Consecinte / reactii: “Dezamigire, disperare,
fricd, nervozitate. M agit, md mai indop, iau
bani pe furis si iau laxative”

Ex.2:

A Situatie: “Seara acasi’

B Giénduri, convingeri: Inainte: “nu trebuie si mi-
nénc, trebuie si rezist, rezist acum si gata, incer-
cam si ma opun disperatd, panicati, fricd ci o si
dau gres”.

In timpul: “ar fi fost mai bine si fie o méancare gus-
toasd”. Dupd: “puteam s rezist, nici nu a fost aga buni
mancarea, gustul a disparut, dar kilogramele au rimas”

C Consecinte / reactii: ,Crizd existentialistd: dis-
peratd, dezgustati, dezamagitd, pateticd”

Pe parcursul terapiei s-a ameliorat insomnia, ulte-
rior cu remiterea prin respectarea unor regulii: stabili-
rea unor ore fixe de culcare si trezire; in timpul som-
nului singurul motiv pentru ridicarea din pat fiind
incontinenta urinard, pentru incontinentd s-au redus
consumul de lichide si alimente greu digerabile seara
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dupi ora 19, renuntarea la activititi cu un grad inalt
de activare inaintea orei de culcare, ca de exemplu te-
lefon, televizor, citit; si nu isi propund sa adoarma si
sd se gandeascd cd nu se mai gandeste la nimic; s nu-
mere de la 100 inapoi din 7 in 7; sd nu aibd in camerd
surse luminoase si si nu asculte muzici tare la casti.

Temele pe care le-a primit pacienta pe durata te-
rapiei au constat in:

— si citeascd despre Bulimie si CBT pe site www.
bulimie.ro si materiale oferite de terapeut

— s completeze un jurnal de automonitorizare in
timp real al comportamentelor, gindurilor, emotiilor
si a situatiilor, evenimentelor relevante pentru menti-
nerea psihopatologiei (automonitorizarea fiind conti-
nui pe toatd durata terapiei)

- implementarea programului de 3 mese si 2 gus-
tiri, la ore regulate, fard “ciugulit” intre ele

— si evite comportamentele compesatorii

— distragerea atentiei intre mese

— igiena corporali si inscrierea la o formd de invi-
tdimant conform planului

— scrisoare din viitor: cum va fi peste 5 ani, ce si-ar
scrie ea peste 5 ani despre ea dacd acum urmeza tera-
pie si cum se vede peste 5 ani si ce si-ar scrie dacd nu
ar urma terapie.

La inceputul fiecirei sedinte se evaluau temele de casi
si discutau dificultitile apdrute in efectuarea temelor.

Observatii: Avand in vedere comorbiditatea cu
depresia, pe parcursul terapiei s-a lucrat cu pacienta
concomitent folosind atat tehnici cognitiv-compor-
tamentale specifice tulburdrilor de alimentatie cit si
tehnici cognitiv-comportamentale pentru depresie. In
etapa a 3-a s-a ficut conceptualizare pentru depresie.

Terapia s-a finalizat la intelegerea terapeutului cu
pacienta, in momentul in care au fost atinse obiec-
tivele propuse, cu remiterea tulburdrii alimentare,
imbunititirea stirii afective si atingerea unui nivel de
functionare corespunzitor varstei.

In ultimele 2 sedinte s-a discutat despre plecarea
pentru schimbul de experientd in striinitate, inscrierea

INTRODUCTION

According to the ICD-10, bulimia nervosa is
a syndrome characterized by repeated episodes of
overeating and excessive concern on the control of
body weight, leading to extreme measures to mitigate

la inot si dansuri de societate, angajarea in vacanta
de vard pentru a putea avea un venit suplimentar,
finalizarea liceului si dorinta pacientei de a urma dupa
liceu facultatea de psihologie sau medicin, dorinta de
a intra intr-o relatie.

Intalnirile pentru a preveni recaderile si a urmiri
evolutia in timp au avut loc dupi 1 luni de la incheie-
rea terapiei, inainte de plecarea in striinitate, respec-
tiv dupd revenirea din striinitate, la 4 luni dupi ter-
minarea terapiei, la terminarea anului scolar si inainte
de a se angaja casierd la un supermarket, urmitoarele
intalniri de follow-up urmind a avea loc peste apro-
ximativ 6 luni de la incheierea terapiei, la inceperea
noului an scolar, la 1 an sau oricind la nevoie.

Modalititi de progres: Evolutia a fost favora-
bild cu “controlarea” episoadelor compulsive si lipsa
comportamentelor compensatorii, cu perioade de
“alunecare” inainte de sedinta 10 si de sedinta 14;
poartd haine corespunzitoare taliei, tinutele sunt in-
grijite, cu igiena corporald pdstratd, aranjatd; a scizut
in greutate 6 kg; s-a inscris la un liceu particular fina-
lizand clasa a IX-a cu rezultate scolare foarte bune, la
starsitul lunii martie a mers intr-un schimb de expe-
rientd In striindtate; citeste, ascultd muzici, vizionea-
z4 filme si merge la plimbare; sociabild, urmeazi si
meargd la inot si dansuri de societate.

Factori de prognostic favorabil: virsta, intelectul
si complianta la tratament.

Factori de prognostic nefavorabil: lipsa retelei
de suport social, prezenta comorbidititilor, familia
distunctionald, mediul educational inconsecvent, lipsa
unei supravegheri adecvate din partea parintilor, consu-
mul de alcool al parintilor si depresia mamei netratatd.

Particularitatea cazului: Relatia terapeutici,
aderenta la tratament, trisiturile de personalitate si
intelectul au facilitat modificarea comportamentelor
“problematice”, restructurarea cognitivd a gandurilor
disfunctionale, cresterea stimei de sine si trdirii afecti-
ve pozitive, dezvoltind rezilientd fatd de evenimentele
negative si factorii de risc pe care ii prezinta.

the effects of ‘fattening’ caused by food intake [1].
Nervous bulimia is characterized by a morbid concern
about body weight and shape, with severe disruption of
eating behaviour [2]. It is a disorder affecting the control
of the eating urge characterized by impulsive consumption
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of large amounts of food in a short period time, during
which a person would not be able consume such a quantity
of food under the same conditions. It can be accompanied
by a normal weight or a weight loss. Normal weight is
maintained through dietary restrictions, use of diuretics,
purgatives or catabolism stimulants, intense physical
activity and self-inflicted vomiting.

Eating instinct disorders typically begin between
11 and 18 years of age, becoming diseases when
interfering with physical and mental health, causing
severe medical complications and disrupting the life
of the affected person. Mental bulimia was initially
considered a variant of mental anorexia, Russell (1979)
introduced the term bulimia nervosa to describe a
form of anorexia nervosa [3]. The eating instinct has
an important role in conserving the individual. The
nuclei involved in the control of appetite are located
in the hypothalamus (the arcuate nucleus involved in
regulating the appetite; the paraventricular nucleus is
responsible with the coordination of the food intake
with the autonomic nervous system and endocrine
system; in the lateral nucleus, there is the centre of
hunger, where the neuropeptide secretory neurons
are situated, which stimulate appetite; the centre of
satiety is located in the ventromedial nucleus; and the
dorsomedial nucleus integrates the rhythm of eating
with the rhythm of sleep). Hypothalamic centres that
control the feeding instinct are in relation to structures
that control the sexual instinct, the vegetative nervous
system and hormone secretions, with structures
involved in the motivational system and which
integrate the endogenous rhythms. Therefore, bulimia
nervosa may be comorbid with depression that has the
serotonergic dysfunction as neuropsychic substrate [4].

The treatment of bulimia nervosa consists in
psychopharmacological ~ treatment, administering
tricyclic antidepressants or selective serotonin
reuptake inhibitors (SSRIs), and psycho-therapeutic
treatment consisting in cognitive-behavioural therapy,
family therapy and interpersonal therapy [2].

Research in adults shows that the pharmacological
treatment has less beneficial effects than the
cognitive-behavioural therapy, and these effects
tend to vanish in time, therefore medication is
being used as an initial step in the management of
bulimia. Moreover, recent research also suggests that
pharmacological treatment is beneficial if patients
have a favourable response within 2 weeks from the
initiation of treatment. [5].

“Therapy should focus on the normalization of
eating habits and of the attitudes towards food, and
on attaining ideal body weight”. [6].

Fairburn (1981) published the first study on the
positive results obtained in the treatment of bulimia
nervosa through cognitive-behavioural psychotherapy,
the eating disorder being considered until then
incurable (Russel, 1979). It was subsequently revealed
that cognitive-behavioural therapy is the most
effective way of addressing eating habits disorders [7].

“According to the cognitive-behavioural theory of
bulimia nervosa, the central element of the disorder is
the fundamental psychopathology of these patients:
their self-evaluation dysfunctional cognitive schema”[8].

“Cognitive therapy is based on the cognitive model
which claims that people’s emotions and behaviours
are influenced by the way they perceive events. It is
not the situation itself that determines what people
feel, but rather how they build a situation (Beck
A.T. 1964). The way people feel is associated with
how they interpret and think about a situation. The
situation itself does not directly determine how they
feel; Their emotional response is mediated by their
perception of the situation’[9].

“Therapy is based on conceptualizing the patient’s
problems in cognitive terms, it requires a solid
therapeutic alliance, emphasizes collaboration and
active participation, is goal-oriented and focuses on
the problem, emphasizes the present, is educative,
aims to teach the patient to be his/her own therapist
and focuses on preventing relapse. It aims to be
short-term, the meetings are structured, teaching
the patient to identify, evaluate and respond to his/
her own thoughts and dysfunctional beliefs, it uses a
variety of techniques to modify the patient’s way of
thinking, his/her affective states and behaviour”[9].

Dysfunctional or distorted thinking styles can
cause or exacerbate dysfunctional emotions and
behaviours. Cognitive interventions have the role
of identifying and debating distorted automatic
thoughts, maladaptive beliefs and dysfunctional
schemas. Likewise, behavioural techniques may be
used to test and discuss the cognitive distortions [10].

“The characteristics of the behavioural therapy: It is
based on scientific principles derived from experimental
research in the field of learning, principles based on
observation and not on personal beliefs; It deals with
the current problems and the factors that influence
them in the present, without focusing on the historical
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perspective; The patient plays an active role in therapy,
which takes place as much as possible in the patient’s
natural environment; It emphasizes behavioural self-
control techniques; Interventions are designed so as
to accommodate each patient, evolving from simple to
complex, from easy to difficult situations and from less
to more threatening circumstances; The therapeutic
approach is relatively short, the therapeutic techniques
combine in some strategy packages to increase the
effectiveness of psychotherapy” [7].

The methods operating within the frame of
the behavioural therapy are recommended in child
and adolescent eating disorders and they are also
effective in early feeding problems. They may be used
effectively both in hospital and in outpatient clinics,
both in rehabilitation centres and at home (applied by
parents, co-therapists) or at school [11].

Cognitive-behavioural therapy is a time limited,
short-term therapy that uses Socratic dialogue
and is based on a relationship of reciprocity among
cognitions, emotions and behaviours. It uses behaviour
therapies based on learning principles and cognitive
therapies based on the cognitive interpretation of
experiences in determining emotions and behaviours.

CASE PRESENTATION

M.R, 17-year-11-month old, female gender;

From the urban environment. She came to
the specialized ambulatory, on October 31, 2016,
requesting hospitalization, for a psycho pathological
picture dominated by: recurrent episodes of excessive
eating (eating a large amount of food in a short period
of time, for example: 2- 3 rice plates with roasted
meat and potatoes, 3 pieces of flat bread, 3 bowls of
rice with milk and honey, 2 pieces of flat bread, ice
cream and 4 Danone puddings in less than 2 hours),
feelings of lack of control on the eating activity
during the episode: “I lose control”, “I think it is the
last dish I eat, as if there were no longer another day,
I can not stop eating”; the episodes are followed by
purgative compensatory behaviour (excessive use of
laxatives and, more rarely, self-inflicted vomiting).
The compulsive episodes have a duration of about
1-2 weeks, followed by restrictive diet (days when she
sometimes eats only a carrot or an apple) for about 5
days. The patient also manifests: sad mood with mild
crying, fatigue, awakening insomnia (goes to sleep
at 10:00 or 11:00 p.m. and wakes up at 1:00 or 2:00
a.m.), ideas of guilt related to her physical appearance

and school failure, autolytic tendencies “I often think

» «

that death is an easier escape”, “I have almost nothing
to lose”, “I contradict myself - a normal part is bored
and the other part is suicidal”), fright towards the
future (“terrible fear of the future”, “I have always
felt anxiety about the future”), no longer enjoying
activities previously enjoyed (reading, music, films),
socially withdrawn with restricted sphere of activity,

low concentration of attention, low self-esteem.

MACRO-LEVEL OF ANALYTIC DATA

* Anamnestic/biographic data:

— The patient comes from a family disorganized
by the divorce of parents in April 2016, when she was
given in her mother’s custody. Parents live separately
from the patient’s 2 years of age. She is a smoker and
occasionally drinks alcohol, two years before, she
used to consume alcohol and psychoactive substances
(ethnobotanic substances, marijuana). Intra-familial
relations are tense and conflictual, with physical and
emotional abuses. She has a 26-year-old brother who
has founded a family and lives in England, and his
wife and child live in Romania.

— Poor economic conditions. Mother is a maternal
assistant, she had in foster care a child with a severe
mental retardation since the child was 3 years old
until the age of 14 (but she gave up in September
— affirmative — because of the child’s behaviour
disorders). Since September she took in foster care
another 10-year-old boy — affirmative — with severe
mental retardation and genetic syndrome. The patient
is jealous on this child because he took the place of
the boy he grew up with as a brother and she would
want the first boy back.

— Catholic religion.

- She attended the kindergarten, in primary
and secondary school had very good school records.
Relationships with colleagues were good up to the
6th grade when “I started to dress myself strangely, I
thought I was a punk”, “my colleagues made fun of me
because I was fat”, “I was more isolated”. In the 8th
grade, she met a group of pupils from the School of
Arts and began acting in theatrical performances with
them. She was admitted to the “Grigore Moisil” High
School in Timisoara among the first candidates, at the
intensive mathematics section, but failed to graduate
it. In July, a teacher at the School of Arts chose “a
colleague who did not have talent, just looked good”
in order to play the leading a role in a theatrical play
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that the patient should have interpreted. After this
incident, she was concerned that “if I went to the best
high school, I also have to be very slim and beautiful”.
She tried to keep “slimming diets”. She went to school
until October, when she stopped attending school
because of her adherence to adolescent groups with
behaviour problems, of drug consumption, and eating
disorder. In March 2014, the maternal grandmother
died, (attachment person) of whom the patient says “I
loved her a lot, she was like a kind of mother”. She is
not currently attending school.

* Anamnestic-clinical data:

History of the present illness

The patient entered the psychiatric circuit in
November 2014, being admitted to the NPCA Clinic
in Timigoara with the diagnostics: anorexia nervosa
and depressive disorder, and she had anxiolytic,
mood  stabilising medication and  individual
psychotherapy treatment with remission of symptoms
of eating disorders and the persistence of depressive
symptomatology.

In November 2015, she is admitted to hospital
again for recurrent depressive disorder, the current
episode is moderate, and was discharged with
anxiolytic and mood stabilising treatment, without
ever coming to the clinic for consultation.

Affirmative: evolution was good until July 2016,
when the patient, feeling stressed, went to her father
abroad, where she was physically and emotionally
abused. Affirmative, she experienced marked anxiety
states and negative emotional feelings with the
appearance of bulimic episodes. During this period,
a psychiatrist was consulted and they recommended
antidepressant medication with Fevarin.

She is currently present in the specialised ambulatory,
requesting hospitalization, following the accentuation of
the symptomatology that debuted in Jordan.

Personal physiological antecedents: G - 2,P - 2,
pregnancy with physiological evolution, affirmative,
Caesarean birth, GA - 9 months, BW - 3200 g,
APGAR - 9, Physiological jaundice, performed
vaccines, psycho motor development of age stages,
affirmative, normal.

Personal pathological antecedents: Anorexia
nervosa, depressive disorder— 2014

Family medical history:

Mother — depression and chronic alcoholism
(affirmative: since the patient’s 5 years of age.)

Father — alcoholism.

Somatic examination: Good general condition,
pale skin and mucosae, normally represented adipose
- connective tissue, balanced cardio-pulmonary and
digestive.

BMI-24 Kg/mp (W=63Kg, H=1.61cm).

Clinical and para-clinical examinations: within
normal limits.

STANDARDISED TOOLS

1. The Beck Depression Inventory (BDI),
score 43, severe depression

2. Assessment of eating disorders, Christopher G.
Fairburn, bulimia with compensatory behaviours

Mental Level: IQ = 110 Raven.

Psychic exam: Patient in dark, sloppy, she wide-
bodied clothing with poor body hygiene (she did
not have a bath for 2 weeks), spatio-temporal, auto
and allopsychic and situational orientation, clear
current field of consciousness, visual contact is
maintained intermittently for the duration of the
interview, the psychic contact is done with slight
difficulty, abstract thinking, coherent ideo-verbal
flow, ideas of guilt and futility, ruminations on the
physical aspect and on the theme of school failure,
ideas of loss of control, ideas of unacceptability
and futility, mild hypomnesia, difficulty in
concentrating attention, no disturbances in the
sphere of hallucinatory perception or the illusion
type perception. Sad mood, easy crying, low
capacity of emotional self-adjustment, irascibility,
affective ambivalence towards her mother, low self-
esteem, intra-psychic tension, anticipatory anxiety,
inclination to social withdrawal, narrowing of the
sphere of interests and activities, anhedonia, altered
eating appetite (episodes of hyperphagia - large
amounts of food in short periods of time lasting
about 1-2 weeks, followed by a maximum of 5
day period of restrictive diet). Immediately after
the episode of eating large amounts of food, the
patient uses laxatives and sometimes self-inflicted
vomiting. Modified nictemeral (circadian) rhythm,
awakening insomnia, the insight is present.

Diagnosis according to the DSM 5 diagnostic
criteria

Bulimia nervosa. Recurrent major depressive
disorder — present episode is severe without psychotic
symptoms. Problems connected with education in the
family. Problems with school ~education and school
instruction.
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The DSM 5 diagnostic criteria for bulimia
nervosa: recurrent episodes of compulsive eating
consisting in the ingestion, in a relatively short period
of time, approximatively 2 hours, of an amount
of food that surpasses by far the amount that the
majority of persons would eat in the same period of
time and in the same circumstances; the sensation
of lack of control over the food ingested during the
episode; the feeling that she cannot stop herself
from eating, that she loses control, that she cannot
control the neither the foods that she ingested, nor
their amount; recurrent compensatory behaviours in
order to prevent the increase in weight gain: abuse
of laxatives and provoked vomiting; on the average
the compulsive and compensatory behaviours appear
at least once a week for three months. The patient
has a low self esteem influenced by her bodyweight
and appearance. The disturbance does not appear
exclusively during an episode of anorexia nervosa.

Level of severity: on average 8-13 inadequate
compensatory behaviour episodes a week. (severe) [12]

The DSM 5 diagnostic criteria for major
depressive disorder: - current episode is severe
without psychotic symptoms: the presence of more
depressive episodes, with at least 2 consecutive
months when the criteria for major depressive episode
were not satisfied, depressive disposition the largest
part of the day, diminished interest and pleasure for
activities the largest part of the day, weariness, lack
of energy, feelings of uselessness and guilt, decrease
of the capacity to concentrate de attention, recurrent
thoughts of death and those connected with school
failure, suicidal ideation, significant deterioration
in the social and schooling field. The symptoms
determine a clinically significant deterioration in
the social and schooling field as well as in other
areas of functioning. The episodes are not due
to the physiological effects of a substance or of a
medical affection and the depressive episode is not
explained by a schizophrenic disorder, schizophrenia,
schizophreniform disorder, delusional disorder or by
other disorders in the spectrum of schizophrenia, or
other psychotic disorders and there was no maniacal
or hypo-maniacal episode [12].

Problems due to family education — quality of parent-
child relationship influence the medical evolution,
prognostic or treatment. The dysfunctional parent-child
relationship associates with functioning disturbance in
the behavioural, cognitive or affective area [12].

Problem due to school education and instruction
- school abandonment impacted on the diagnosis and
the treatment [12].

Differential diagnosis - Bulimia nervosa:
anorexia nervosa, type with compulsive eating,
compulsive eating disorder, Kleine-Levin syndrome,
depressive disorder with atypical elements, Borderline
personality disorder.

Differential diagnosis - Major depressive
disorder: all the somatic organic disorders, depressive
or bipolar disorder induced by substances or
medicaments, bipolar disorder, personality disorders,
adaptation disorder with depressive disposition,
anxious disorders, hyperkinetic disorder.

“The comorbidity of psychic disorders is frequent in
individuals with bulimia nervosa, most of them having
at least one more psychic disorder. The comorbidity
is not limited to a particular subgroup, but rather it
includes a large range of mental disorders” [12].

Micro-level data

Predisposing factors: the dysfunctional family;
genetic vulnerability; lack of adequate supervision; lack
of parents’ involvement in bringing up and educating
the patient; the parents’alcohol consumption; absence
of daily activities; depression comorbidity.

Precipitating factors: visit to the father.

Perpetuating/maintaining  factors:  family
environment; lack of the social support network;
dysfunctional schemas: “I am useless”, “Nobody likes
me because I am fat”, “I will be accepted only if I am
thin”; maladaptive beliefs: “If I am fat, I cannot do
anything in life”; distorted automated thoughts: “I
am a loser”, “Everything goes wrong for me”, “I have
nothing to lose”, “I am a cow”.

CONCEPTUALIZATION

The central element is represented by the
overestimation of the silhouette, of bodyweight and
of their control.

The compulsive eating is the result of the tendency
to restrict the food intake. The patient adheres to
strict eating habits and reacts negatively when the
rules cannot be observed and are violated, even a small
deviation from the strict rules is considered a proof of
the lack of control (‘I feel that I am losing control”).
The sense of loss of control makes the patient give up
for a while the restrictive diet and, for a while, she yields
to the impulse to eat resulting from food restriction
and diet. This situation leads to a period of excessive,
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uncontrolled eating, an episode of binge eating, thus
creating a vicious circle where the patient’s attempts
to reduce food intake are interrupted by compulsive
eating episodes. Compulsive eating maintains and
amplifies the patient’s concern with weight and

CONCEPTUALIZATION

silhouette, enhancing the decrease in food consumption
and increasing the risk of compulsive eating episodes.
These episodes of compulsive eating are triggered by
negative emotional experiences and negative events. At
the same time, compulsive eating episodes make the

OVERESTIMATION OF SILHOUETTE AND BODYWEIGHT
AND OFTHE CONTROL OVER THEM
‘T am fat, I must lose weight because I look like a cow.”

A

EVENTS AND MODIFICATIONS OF

v

STRICT DIET

Slimming diet”

.

COMPULSIVE EATING EPISODE

THE ASSOCIATE EMOTIONAL MOOD ;
‘ T feel sad”

I eat excessively, large amounts of food in a short period of time”

"

Cognitive-bebavioural model

(Christopher G. Fairburn, 2008)

INDUCING COMPENSATORY VOMITING/ABUSIVE
CONSUMPTION OF LAXATIVES

T use laxatives to eliminate food.”

VULNERABILY
divorced parents:
mother, depressive and alcoholic; father, alcoholic EARLY
e EXPERIENCES:
physical and emotional
MODULATION OF DYSFUNCTIONAL SCHEMAS abuse
Beck's model - 1967 T am unlovable’
“Nobody understands me”
Tam a lose, other peaple at my age graduate from school, have
achieved something in their lives”
STRESS - e >
ACTIVATION OF SCHEMAS
Visit to the patient’s father
DEPRESSION |
Symptoms
BEHAVIOURS: SOMATIC:
social withdrawal, narrowing of the increased fatigability, awakening
sphere of interests and activities. insomnia, hyperphagia.
MOTIVATIONAL: COGNITIVE:
anhedonia, loss of interest and pleasure in decrease in the capacity fo concentrate
performing pleasant activities. the attention, ruminations.
\/
AFFECTIVE:

sad mood, feelings of futility and guilt, low ability of emotional self-
regulation, irritability, low self esteem.
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patient turn to compensatory behaviours (laxatives,
vomiting), which also maintain compulsive nutrition.
The depressive symptomatology (at behavioural,
cognitive, affective, motivational and somatic levels) is
the consequence of cognitive distortions and cognitive
schemas that have developed according to the early
experiences undergone by the patient in the first
period of childhood, these early experiences led to
the formation maladaptive beliefs. Activation of the
schemas occurred when the patient was faced with both
external and internal stressors (the stress during the visit
to her father). The activation of schemas has led the
patient to have a negative perception of her self-image,
of her present and future living experiences, negative
perceptions about others and the world in general.
These negative beliefs about oneself and about the
others are maintained by distorted automatic negative
thoughts that represent a dysfunctional thinking
style and are based on a series of errors of thought.
The vulnerability that played the role of risk factor in
developing the depression was maternal depression,
parental alcoholism, and the parents’separation.

THERAPEUTICTARGETS

The patient’s targets according to their importance:

* “Not to be dependent on laxatives and not to eat
in excess.”

* “To be able to continue my school studies.”

* “To be able to sleep”

Targets established together with the tharapist:

* “to eliminate the compulsive eating episodes and
laxative consumption”

* “to get involved in activities aiming at social and
school integration”

TREATMENT PLAN

Medication: Antidepressant - selective inhibitors
of serotonin uptake, SSRI (Sertraline) inhibitori
selectivi ai recaptirii serotoninei, SSRI (Sertralini),
mood stabilising  (Topiramate) and anxiolytic
(Alprazolam).

1. Cognitive — behavioural therapy

The first stage of the cognitive-behavioural
therapy lasted 3 weeks, with two sessions a week.

Duringthisstage, the patient’s medical case history
was assessed in order to establish the diagnosis, the
severity of the symptomatology with the evaluation
of the suicidal risk and the establishment of the most
adequate treatment modality; at the same time, a

contract between the patient and the therapist has
been concluded concerning the suicidal risk. Another
aspect was to involve the patient in the therapy, the
therapeutic relationship being a priority.

For the assessment of the patient, besides medical
history, the standardised tools mentioned above were
used. The Socratic interview was used.

* Psycho-education concerning bulimia (the
characteristics of bulimia, importance of regular
meals, of the gap between meals, myths about
eating, “the forbidden food”, lack of influence of
laxatives on intestine absorption and elimination
of excess kilogrammes, BMI (body mass index),
implication of neurotransmitters, serotonin in
satiety and appetite, dopamine in reward) and
the optimised cognitive-behavioural therapy of
bulimia, information that is necessary to increase
adherence to the therapy.

* Conceptualization and establishment of
therapeutic targets (the list of the patient’s target list
and the list set up together with the therapist.)

* Measuring body weight and outlining the
schedule of body weight evolution for the duration
of the therapy in order to inform the patient on the
weight and to find out the changes in weight during
the therapy and to interpret weight correctly. The
patient was taught that she should not focus her
attention on each weighing, the latter being irrelevant
due to variations in hydration level and to other
biological processes; the changes are relevant only
during the last 4 weeks.

Functional analysis: Lang model

* The patient drafted a list of forbidden foods,
then she was advised that, if she avoids these foods,
thinking that eating them she will put on weight,
then she will have a compulsive eating episode. A
small amount of the forbidden food will mean that
the imposed rules have been broken, and she will feel
that she has lost control, and this will bring a new
episode of compulsive eating. There are no fattening
foods by their nature, everything depends on the
amount of the food that is eaten. The recommended
amount of foods is what allows the preservation of
am optimal bodyweight and contains the nutrients
necessary to a balanced diet.

The second stage, of transition, unfolded over a
period of 2 weeks (one session a week) and consisted
in the assessment of the progress and of the evolution,
the difficulties and obstacles faced during the previous
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six sessions and in the execution of the homework
tasks. This stage prepares and helps in the planning of
the third stage. The attitude of the patient towards the
treatment as well as the efficiency of the techniques
used in the therapy.

The third stage played an important role in the
therapy and dealt with the modalities by which
the patient’s psychopathology is maintained. The
duration was of 8 sessions, with the frequency of 1
session a week.

The last stage, the final one, consisted in 2 sessions
scheduled at 2 weeks’ distance, focused on the future,
to prevent relapses. The plan of relapse prevention
consisted in the assessment of the risk situations and of
the alarm signals, summarizing the sessions, techniques
and exercises performed during the therapy, plans for
the future.The cognitive-behavioural techniques used
during the therapy were the following:

Behavioural intervention:

Planning a diet with regular meals (3 meals, 2
snacks as follows: breakfast, lunch, afternoon snack,
dinner, evening snack, without nibbling between meals,
the patient was to eat nothing besides the meals and
snacks), followed by the rapid decrease in compensatory
behaviours. The patient had to choose what she wanted
to eat during the meals and snacks, on condition that
they would not be followed by compensatory behaviours.
No more than 4 hours were to pass between meals and
snacks and she was not to skip any of the scheduled
meals and snacks; she had to take into account the times
when her family had their meals and not her hunger or
satiety sensation. The choice of the foods was not to be
influenced by the hunger or satiety sensation. When
she had to go on visits or in town with her friends, she
had to plan what she was going to eat, to analyse the
possibilities in the menu, which she might order, and
then to plan how and how much she would eat.

In order not to eat between the planned meals
and snacks, the patient performed various activities
which should avert her attention from the hunger
and satiety sensation. Likewise, the patient became
involved in various activities in order to divert her
attention at the moment when the thoughts which
feed her compulsive and compensatory behaviours
appear. Such activities are: talking to mother, calling a
friend, imagining pleasant things, reading a couple of
pages from a book, watching a film.

During the meals, the patient should not have

gotten involved in other activities which might have led

to excessive consumption of food, she had to put the
portion of food on the plate before starting to eat and
put away the container with the rest of the dish, so as not
to be tempted to supplement her portion; the duration
of the meal had to be of about 15 minutes, and the
patient had to avoid eating quickly, being able to control
this activity by talking with her mother during the meal.

* Planning the activities, the patient draws a pie
chart with the daily activities and together with
the therapist designs a personal care plan, with
supporting and opposing solutions and then chooses
the best solution. Likewise, a plan for enrolling in a
form of education is established as well as a plan of
the activities that are to be performed.

* Management of contiguities for a balanced diet
and avoidance of “nibbling” between meals;

* Behavioural activation with the planning of daily
activities and self-rewarding;

* Learning assertive skills in the relationship with
the family. For example: “I understand that you are
angry, but it would help if you tell me what you want
me to do so as not to make you angrier.”

Interruption of negative thoughts (“stop” to
the negative thoughts, a method that helps the
interruption of the flow of negative ideas)

Cognitive interventions:

* Identification and cognitive restructuring of the
dysfunctional schemas, of the distorted automated
thoughts and of the maladaptive beliefs, with the
explanation of the way how the schemas are formed
and how they distort events. For example, “I am
useless”, “Nobody likes me as I am fat”.

* Registering the negative automated thoughts
(NAT): For example: “I am fat, desperate, disgusted,
pathetic”, “In society, it is important how one looks
like”; Assumption: “If I do not lose weight, I will
not be able to do anything.” Basic schema: I am
unacceptable.

* The road to change with the following obstacles:
(obstacles: “one single thought: to start my clean life
again, I take laxatives”, “social events”, “I want to lose
weight a little, to have a nice body”, “I lose control”, “I
cannot forbear”)

* Understanding the belief: “In life you cannot
achieve anything if you are fat” - “If I am fat, I cannot
achieve anything in my life”. Examples of “fat” persons
who are successful.

* Proofs that sustain and that contradict the
thought: “I am not obese, but I am fat.” Analysis: “The
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teeling of being fat” or “I am fat” with the analysis of
stimuli (boredom after the meal, sensation of being
full, despair) and of emotions (sadness, anxiety) which
she feels at that moment. The perception of the
patient that she “feels fat”is important in the therapy,
because the perception tends to be equivalent to being
fat, regardless of the patient’s real weight.

* ABC Diary

Example 1:

A Situation: “Afternoon. At home. I ate a lot.”

B Thoughts, convictions: “Before: don't do this,
eat less and eat something healthy! After: if you
are a pig, you deserve to die, you will never be
successful and you will not be happy!”

C Consequences/reactions: ~ “Disappointment,
despair, fright, nervousness. I bustle, I glut, I
steal money, I take laxatives.”

Example 2:

A Situation: Evening at home”

B Thoughts, convictions: Before: “I do not have
to eat, I have to resist, I resist now and that’s it,
I tried to oppose desperately, panicked, fearing
that I would fail.” During: “it would have been
better that the food were tastier” After: “I could
have resisted, the food was not so good anyway,
the taste disappeared but the kilogrammes are
still there.”

C Consequences/reactions: “Existentialist crisis:
desperate, disgusted, disappointed, pathetic.”

In the course of the therapy, the patient’s insomnia
ameliorated, with ulterior remission due to adherence
to certain rules: establishment of fixed hours of going
to bed and of waking up; during sleeping, the only
reason for getting up had to be urinary incontinence
and to prevent incontinence, the intake of liquids and
hard-to-digest foods was reduced after 7 oclock in
the evening; before bedtime, renunciation to activities
with a high degree of activation, as for example
telephone, television, reading; patient should not
propose herself to fall asleep and think that she does
no longer think of anything; she had to count from
100 backwards, every seventh number; should not
have bright sources of light in the room and should
not listen to loud music at headphones.

The tasks assigned to the patient during the
therapy period consisted in:

— Reading about bulimia and CBT in the materials
provided by the therapist and on www.bulimie.ro
website;

— Keeping a real time, self-monitoring diary to
track behaviours, thoughts, emotions and situations,
events that are relevant for the preservation of
psychopathology (self-monitoring process being
continuous during the whole therapy period;

- Implementing the daily schedule of 3 meals
and 2 snacks, at regular times, without nibbling in
between;

— Avoiding compensatory behaviours;

— Diverting attention between meals;

— Taking care of corporal hygiene and applying to
a form of education according to the plan;

— Writing a letter from the future: what the future
would look like in 5 years’ time, what she would write
about herself after 5 years if at present she undergoes
therapy and how she sees herself in 5 years’ time and
what she would write to herself if she did not undergo
therapy.

At the beginning of each session, the homework
tasks were assessed and the patient and the therapist
discussed the difficulties faced in performing the
current tasks.

Observations: Taking into consideration the
depression comorbidity, during the therapy, the work
with the patient involved both cognitive-behavioural
techniques specific to eating disorders and cognitive-
behavioural techniques for depression. In the 3% stage,
the conceptualization for depression was done.

The therapy ended in an agreement between
the therapist and the patient, at the moment when
the proposed target were reached, with remission of
the eating disorder, improved affective mood and
attainment of a level of functioning corresponding to
the patient’s age.

During the last two sessions, the discussions
focused on the departure for the experience exchange
abroad, enrolment to swimming and ballroom dance
classes, taking job during the summer holiday in order
to earn a supplementary income, completing the high
school studies and the patient’s wish to attend the
faculty of psychology or medicine, her wish to enter
into a relationship.

The follow-up meetings meant to prevent the
relapses and assess the evolution in time took place
at 1 month after the completion of therapy, before
the departure abroad, respectively at returning from
abroad; at 4 months after the completion of therapy,
at the end of the academic year and before being
hired as cashier at a supermarket; the next follow-up
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meetings were to take place after about 6 month from
the completion of therapy, at the beginning of the
new academic year, after 1 year or whenever needed.

Forms of progress: The evolution was favourable
with “the control” of compulsive episodes and the lack
of compensatory behaviours, with periods of “sliding”
before session no. 10 and session no. 14; the patient
wears clothes that fit her waistline, her appearance is
tidy, the corporal hygiene is preserved, well-groomed,
she lost 6 kg in weight; enrolled in a private high
school, completing the 9" grade with very good school
records, at the end of March she went to an experience
exchange abroad; she reads, listens to music, watches
films, goes for walks; she is sociable, attends classes of
swimming and ballroom dances.
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INSTRUCTIONS FORAUTHORS

1. SCOP:

Revista de Neurologie si Psihiatrie a Copilului
si Adolescentului din Romania este o revisti care se
bazeazi pe o politici de recenzie, prin intermediul ci-
reia se evalueaza articolele din domeniul preventiei,
diagnosticului, tratamentului, managementului tul-
buririlor neurologice si psihiatrice ale copiilor si
adolescentilor, precum si psihoterapiei, terapiei de fa-
milie, geneticii moleculare corelate, a fiziopatologiei si
epidemiologiei.

Revista se focalizeazd asupra nevoilor comunitatii
actuale stiintifice si de cercetare si se angajeazi s pu-
blice articole originale, studii, revizuiri, rapoarte de
caz de inalta valoare si impact stiintific, care contribu-
ie relevant in domeniu. Revista incurajeazi cercetirile
care utilizeazd metode de investigatie moderne.

Revista publicd urmaitoarele tipuri de articole:

* articole Originale / Lucriri (Pagina Titlu,
Rezumat, Cuvinte cheie, Introducere/Fun-
dal, Materiale si Metode, Rezultate, Discutii,
Concluzii, Recunoastere (Surse de finantare)/
Confirmare, Referinte, Figuri si Tabele) —
cercetdri originale, studii cu valoare stiintificd
crescuti;

* review-uri, Meta-Analize (Pagina Titlu,
Rezumat, Cuvinte cheie, Introducere/Fun-
dal, Discutii, Sumar, Recunostere (Surse
finantare) /Confirmare, Referinte, Figuri si
Tabele) — sinteza cerecetirii intr-un domeniu
dat, sinteza evidentei a diferitelor studii existen-
te sau a rezultatelor unor studii existente.

* prezentiri/Rapoarte de caz (Pagina titlu,
Rezumat, Cuvinte cheie, Introducere/Fun-
dal, Prezentarea cazului, Discutii, Concluzii,
Recunoastere (Surse finantare)/Confirmare,
Referinte, Figuri si Tabele) — studii mai scurte
limitate la cazuri de pacienti;

* anunturi de Conferinte, Scrisoare catre Edi-
tor, Recenzii Cirti — sectiuni care apar in revis-
ti din cind in cind.

2. GHID PENTRUAUTORI:

Autorii sunt rugati s citeascd cu atentie urma-
toarele instructiuni si si le respecte cand isi pregitesc
manuscrisul!

2.1. Reguli si cerinte generale

*  Manuscrisele trebuie scrise in Romana si En-
glezi. In Englezi un translator autorizat va
edita profesional manuscrisul pentru a asigura
o calitate inaltd a limbajului.

* Toate manuscrisele submise vor fi supuse
unui proces de recenzie - originalitatea si
calitatea fiind determinate de cel putin 2-3
recenzori independenti si se intentioneazd
ca decizia asupra publicarii sa fie efectuatd
in timp util dupd primirea unui manuscris
submis.

*  Manuscrisele trebuie trimise in doud exem-
plare la Clinica de Neurologie si Psihiatrie
pentru Copii si Adolescenti, Str. Corbu-
lui, nr. 7, cod 300239, Timisoara, Romania,
mentionand pe plic “Pentru Revista de Ne-
urologie si Psihiatrie a Copilului si Adoles-
centului din Roménia” si in format electronic
(CD, DVD) sau pe e-mail: office@snpcar.ro,
nussbaumlaura@yahoo.com, axiniacorches@
yahoo.com.

2.2. Cerinte pentru formatul electronic al ma-

nuscrisului

Manuscrisul trebuie scris cu spatiu unic, folosin-
du-se modelul Revistei de Neurologie si Psihiatrie a
Copilului si Adolescentului din Romania.

Formatul preferat este MS Word (97-2003, 2007),
(DOC,DOCX)

Times New Roman character de 12 pct, paragraf
0.5 cm pentru text si Adobe Photoshop, PDF, Mi-
crosoft Word, PowerPoint (PPT) sau Corel pentru
figuri/diagrame si MS Excel pentru tabele. Imaginile
trebuie sa aibd o rezolutie de cel putin 600 dpi. Figu-
rile care contin doar date imagistice si imaginile sunt
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cel mai bine submise in format bitmap precum TIFE,
JPEG sau PNG si rezolutia finald trebuie sd fie mi-
nim 600 dpi.

Textul trebuie si fie intr-un format pe o singurd
coloani si aspectul textului trebuie sd fie cat mai sim-
plu, concis posibil.

Paginile trebuie numerotate consecutiv si organi-
zate in urmitoarele sectiuni:

Titlu, Rezumat si Cuvinte cheie, Text principal,
Recunoastere surse finantare, Referinte, Tabele si
Figuri.

a. Pagina de titlu

Pagina de Titlu trebuie si includi: (1) titlul artico-
lului, scurt si descriptiv, scris clar atit in Englezd cat
si in Roméni si trebuie sd contind tema articolului;
(2) Numele si prenumele fiecirui autor; (3) Titlul si
gradul academic al fiecirui autor; (4) Numele depar-
tamentului si a institutiilor unde sunt afiliati autorii;
(5) Adresa Institutiei, numir de telefon / fax, e-mail-
ul autorilor;

b. Rezumat si Cuvinte cheie

Rezumatul trebuie si fie prezentat pe o pagini se-
paratd, atit in Romana ct si in Englezi, si si nu fie
mai lung de 250 cuvinte.

Rezumatul trebuie structurat in sectiuni sepa-
rate: Introducere — contextul si fundalul studiului;
Metode — cum a fost realizat studiul si testele sta-
tistice utilizate; Rezultate — descoperirile principale
obtinute; Concluzii — scurt sumar si implicatii.

In abstract nu trebuie citate referinte. Abstractul
trebuie si fie foarte clar si concis pentru ci trebuie
sd aibd sens de sine stititor, adesea fiind prezentat
separat.

Imediat dupa rezumat trebuie oferite cuvintele
cheie — maxim 6.

c. Text Principal

Manuscrisul trebuie scris foarte clar si concis.

Textul trebuie structurat in urmitoarele sectiuni
separate: Introducere, Materiale si metode, Rezul-
tate, Discutii si Concluzii

d. Recunoastere (Surse de finantare) / Confir-
mare

Prin intermediul rubricii Recunoastere/Confir-

mare includeti informatii despre granturile primite,

sursele de finantare pentru pregitirea manuscrisului,

precedand referintele, intr-o sectiune separatd, pe o
pagind separatd.

Vi rugim, confirmati de asemenea, pe cei care au con-
tribuit la articol prin contributii substantiale la conceperea,
proiectarea, achizitionarea, analiza de date, sau orice alta
persoand care a fost implicatd, pentru pregitirea manus-
crisului, dar care nu intruneste criteriile de autor.

e. Referinte

Referintele trebuie si fie indicate prin numere
consecutive, intre paranteze drepte si trebuie si fie ci-
tate in ordinea consecutivi aparitiei lor in text.

Asigurati-vi ci fiecare referinti citatd in text este
prezenti in lista de referinti (si invers).

Enumerati numele tuturor autorilor. Referintele
vor cuprinde: numele si initialele prenumelor autori-
lor, titlul, sursa (titlul revistei ar trebui si fie abreviat
in conformitate cu “Index Medicus”), anul, numerele
de volum si de paging; articolul trebuie si contini lu-
criri publicate recent.

Referintele cirtilor vor contine: numele si initialele
prenumelor autorilor, titlul crtii, editura, orasul in care
a fost publicat, anul si pagina sau paginile referintei.

Referintele trebuie si fie introduse urméndu-se
modelul (Vancouver):

Exemple de modele de referinte pentru Revista
Romini de Neurologie si Psihiatrie a Copilului si
Adolescentului din Romania:

Articol din revistd

Nussbaum L, Gradinaru R, Andreescu N, Du-
mitrascu V, Tudor A, Suciu L, Stefinescu R,
Puiu M - Rispunsul la Medicamentele Antipsi-
hotice Atipice Corelat cu Genotipul CYP2Dé:
Implicatii Clinice si Perspective. Farmacia,

2014, 62 (6):1191-1201

Articol din reviste cu DOI
Slitka MK, Whitton JL. Implicatii clinice ale

dereglirii productiei citokinelor. Dig J Mol
Med. 2000; doi: 10.1007/s801090000086

Articol din supliment de revisti

Nussbaum L, Nussbaum LM. Studiu prospec-
tiv pe 10 ani asupra psihozelor cu debut in copi-
larie si adolescentd. Early Intervention in Psychi-

atry, 2014, 8 Suppl 1 : 71.
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Capitol de Carte sau Articol din Carte
Nussbaum L. Tulburiri Psihotice la Copil si
Adolescent. In: Tratat de Psihiatrie Develop-
mentald a Copilului si Adolescentului, Artpress,

Timisoara, 2008, p. 334 - 375.

Carte

Nussbaum L., Nussbaum LM. Managemen-
tul Psihozelor la Copil si Adolescent. Artpress,
Timisoara, 2012.

f. Tabele si Figuri

Tabelele si figurile trebuie si fie afisate, pe pagini
separate, una per foaie, la starsitul manuscrisului.

Figurile trebuie si fie numerotate si mentionate
in text, in ordinea in care apar, folosind cifre arabe,
iar pentru tabele trebuie folosite numerele romane.
Titlurile descriptive si legendele ilustratiilor trebu-
ie si permitd o intelegere deplind a semnificatiei lor.
Marcati pozitia corespunzitoare unei figuri / tabel in
text.

3. ACORDUL PUBLICARII SIDREPTU-
RILE DE AUTOR
Depunerea unui articol presupune ci lucrarea de-
scrisd nu a fost publicatd anterior, exceptind abstrac-
tul, cd nu este luatd in considerare pentru publicare in

1. AIMS AND SCOPE

The Romanian Journal of Child and Adolescent
Neurology and Psychiatry is a peer-reviewed journal
that considers articles on all aspects of the prevention,
diagnosis, treatment, management of neurologic and
psychiatric disorders in children and adolescents, as
well as psychotherapy, family therapy, related molecular
genetics, pathophysiology and epidemiology.

The journal is focused on the needs of the actual
scientific and research community and is committed
to publishing original articles, studies, reviews,
case reports of high scientific value and impact,
with relevant contribution in the domain. The
journal encourages researches that utilize modern
investigation methods.

The journal publishes the following types of

articles:

altd parte si cd publicarea a fost aprobati de citre toti
autoril.

Autorii trebuie si prezinte numai datele care au
fost obtinute prin experimentele umane sau animale
efectuate intr-un mod corespunzitor din punct de ve-
dere etic, urménd indicatiile existente.

Politica noastrd se bazeazi pe legislatia romani
privind protectia datelor si drepturile pacientului si
traditiile eticii medicale: obtinerea consimtimantului
informat, cu respectarea confidentialitatii.

Politica Accesului Deschis

Revista Roméni de Neurologie si Psihiatrie
a Copilului si Adolescentului din Roménia oferd
acces liber imediat la continutul sdu pe principiul ci
oferindu-se cercetarea in mod liber, la dispozitia pu-
blicului, se sustine un inter-schimb global mai amplu
de cunostiinte.

4. VARUGAM SA COMPLETATI
INMODELUL FORMAT WORD
AL REVISTEI DE NEUROLOGIE
SI PSTHIATRIE A COPILULUI $I
ADOLESCENTULUI DIN ROMANIA!

* Original Articles / Papers (Title Page, Ab-
stract, Keywords, Introduction/ Background,
Materials and Methods, Results, Discussion,
Conclusions, Acknowledgements, Refer-
ences, Figures and Tables) — original research,
studies of high scientific value;

* Reviews, Meta-Analyses (Title Page, Ab-
stract, Keywords, Introduction/ Background,
Discussion, Summary, Acknowledgements,
References, Figures and Tables) — research syn-
theses in a given area, evidence synthesis of dif-
ferent existing studies or of already existing study
results;

* CaseReports(Title Page, Abstract, Keywords,
Introduction/ Background, Case Presenta-
tion, Discussion, Conclusions, Acknowl-
edgements, References, Figures and Tables) -
shorter, report-limited studies of patient cases;
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* Conference Announcements, Letters to the
Editor, Book Reviews — sections that appear in
the journal from time to time.

2. GUIDELINES FORAUTHORS

The authors are requested to read the following
instructions carefully and to respect them when
preparing their manuscript!

2.1. General Requirements and Rules

*  Manuscripts should be written in Romanian
and English. An English authorized transla-
tor will edit the manuscript professionally to
make sure the language is of high quality

*  All manuscripts submitted are subject to peer-
review — originality and quality being deter-
mined by at least 2-3 independent reviewers
and it is intended that decisions on publica-
tion will be made in a timely manner after the
receipt of a submitted manuscript

¢ The manuscripts must be sent in two copies to
the Clinic of Child and Adolescent Neurol-
ogy and Psychiatry, 7 Corbului Street, 300239,
Timisoara, Romania, mentioning on the en-
velope “For the Romanian Journal of Child
and Adolescent Neurology and Psychiatry”
and in electronic format (CD, DVD) or by
e-mail: office@snpcar.ro and axiniacorches@
yahoo.com

2.2. Electronic and Format Requirements of the
Manuscript

The manuscript should be typed, single-spaced,
using the template of Romanian Journal of Child
and Adolescent Neurology and Psychiatry.

The preferred format software is MS Word (97-
2003,2007), (DOC, DOCX)

— Times New Roman 12 pts, paragraph indent
0.5 cm for the text and Adobe Photoshop, PDE,
Microsoft Word, PowerPoint (PPT) or Corel for
the figures /diagrams and MS Excel for the charts.
Images should have a resolution of at least 600 dpi.
Figures that contain only photographic data and the
images are best submitted in a bitmap format such
as TIFE, JPEG or PNG and their final resolution
should be a minimum of 600 dpi.

The text should be in single-column format and the
layout of the text should be kept as simple as possible.

The pages should be numbered consecutively and
organized into the following sections: Title, Abstract
and Keywords, Main text, Acknowledgments,
References, Tables and Figures.

a. Title Page

The title page should include: (1) the title of the
article, short and descriptive, written clearly both in
English and Romanian and should contain the topic of
the article; (2) First name and last name of each author;
(3) Position title and academic degree of each author;

(4) Names of departments and institutions where
the authors are affiliated; (5) Institutional postal
address, phone / fax numbers, e-mail of the authors;

b. Abstract and Keywords

The abstract should be presented on a separate
sheet of paper, both in Romanian and English and
should not be longer than 250 words.

The abstract must be structured into separate
sections: Introduction — the context and background of
the study; Methods — how the study was performed and
statistical test used; Results — the main findings obtained,
Conclusions — brief summary and implications.

No references should be cited in the abstract. The
abstract must be very clear and concise because it
must be able to stand-alone, often being presented
separately.

Immediately after the abstract, keywords — max. 6

should be provided.

c. Main Text

The manuscript should be written clearly and
concisely.

The text should be structured into the following
separate sections: Introduction, Materials and
Methods, Results, Discussion and Conclusions

d. Acknowledgments

Place acknowledgments, including information
on grants received, on the sources of funding for the
manuscript preparation before the references, in a
separate section, on a separate page.

Please, also acknowledge anyone who contributed
towards the article by making substantial contributions
to conception, design, acquisition, analysis of data,
or anyone who was involved for the manuscript
preparation, but who does not meet the criteria for
authorship.
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e. References

References should be indicated by consecutive
numbers in square brackets and should be cited in
consecutive order of their appearance in the text.

Please ensure that every reference cited in the text
is also present in the reference list (and vice versa).

List the names of all the authors. The References
will contain: the surname and the initials of the name
of the authors, the title, source (Journal names should
be abbreviated according to “Index Medicus”), year,
volume and page numbers; the paper should contain
recently published papers. The References of books
will contain: the surname and initials of the name
of the authors, the title of the book, the publishing
house, the city where it was published, the year and
the page or the pages of the reference

The references should be typed in the following

(Vancouver) style:

Examples of the Romanian Journal of Child and
Adolescent Neurology and Psychiatry reference style:

Article within a journal

Nussbaum L, Gradinaru R, Andreescu N,
Dumitrascu V, Tudor A, Suciu L, Stefanescu
R, Puiu M - The Response to Atypical
Antipsychotic Drugs in Correlation with the
CYP2D6 Genotype:

Clinical ~ Implications and  Perspectives.

Farmacia, 2014, 62 (6):1191-1201

Article within a journal by DOI

Slitka MK, Whitton JL. Clinical Implications
of Dysregulated Cytokine Production. Dig ]
Mol Med. 2000; doi: 10.1007/s801090000086

Article within a journal supplement
Nussbaum L, Nussbaum LM. A 10
Year Prospective Study on Childhood
Onset Psychoses. Early Intervention in
Psychiatry, 2014, 8 Suppl 1 : 71.

Book Chapter or an article within a book

Nussbaum L. Child and Adolescent Psychotic
Disorders. In: Treatise Of Developmental Child
and Adolescent Psychiatry, Artpress, Timisoara,

2008, p. 334 - 375.

Complete book authored

Nussbaum L.,Nussbaum LM.The Management
of Child and Adolescent Psychoses. Artpress,
Timisoara, 2012.

f. Tables and Figures

Tables and Figures must be typed, on separate
pages, one per sheet, at the end of the manuscript.

The Figures must be numbered and mentioned in
the text,in the order they appear,using Arabic numbers
and Roman numbers must be used for the Tables. The
descriptive titles and legends of the illustrations must
allow a full understanding of their significance. Mark
the appropriate position of a figure/ table in the text.

3. PUBLICATION AGREEMENT AND
COPYRIGHT NOTICE

Submission of an article implies that the work
described has not been published previously, except
in the form of an abstract, that it is not under
consideration for publication elsewhere and that its
publication is approved by all authors. The authors
should submit only data that have arisen from human
or animal experimentation carried out in an ethically
proper way by following the existing guidelines.

Our policy is based on Romanian Data Protection
Law, patient’s rights law and the traditions of medical
ethics: obtaining the informed consent, respecting
confidentiality.

Open Access Policy

Romanian Journal of Child and Adolescent
Neurology and Psychiatry provides immediate open
access to its content on the principle that making
research freely available to the public, supports a
greater global exchange of knowledge.

4. PLEASE COMPLETETHE
ROMANIAN JOURNAL OF CHILD
AND ADOLESCENT NEUROLOGY
AND PSYCHIATRY WORD
TEMPLATE!

Revista de Neurologie i Psihiatrie a Copilului si Adolescentului diin Roménia - Iunie 2017 -vol. 23 - nr. 2 103






FORMULAR DE INSCRIERE IN SNPCAR
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SOCIETATEA DE NEUROLOGIE $1 PSIHIATRIE A
COPILULUI SI ADOLESCENTULUI DIN ROMANIA

FORMULAR DE INSCRIERE

NUME (LITERE DE TIPAR)
PRENUME
DOMICILIU (ADRESA FIXA)

COD CU 6 CIFRE
LOCALITATE

REZIDENT SPECIALITATEA
PERIOADA DE REZIDENTIAT
MEDIC SPECIALIST / PRIMAR
PROFESIUNI ASOCIATE
ACREDITARE PROFESIONALA
FUNCTIE UNIVERSITARA
GRAD STIINTIFIC
TELEFON

FAX

E-MAIL

Doresc sa devin membru al SNPCAR si ma angajez sa respect prevederile statutului Societatii.
Taxa de inscriere este 10 EURO la cursul BNR al zilei in care se face plata.

(D) - [ SEMNATUIeeeeeieeeceeeeeesereeeeesesesaenes

SE DEPUNE LA SECRETARIATUL SNPCAR:
STR. CORBULUI NR. 7, COD 300239 - TIMISOARA
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FORMULAR DE INSCRIERE CONGRES SNPCAR 27-30 SEPTEMBRIE 2017, CLUJ-NAPOCA
REGISTRATION FORM IN RSCANP CONGRESS 27-30 SEPTEMBER 2017, CLUJ-NAPOCA

SOCIETATEA DE NEUROLOGIE $I PSIHIATRIE A
COPILULUI SIADOLESCENTULUI DIN ROMANIA

AL XVIII-LEA CONGRES SNPCAR
A 40-a Conferinta Nationala de Neurologie - Psihiatrie si
Profesiuni Asociate a Copilului si Adolescentului cu participare internationala
27-30 septembrie 2017, Cluj-Napoca - Romania

FORMULAR DE iNSCRIERE

DATE DE IDENTIFICARE:
Nume Prenume
CNP.
Ocupatie
Loc de munca
Adresa Localitate
E-mail Numar de telefon
TAXE
Ay Intre/ .
. e Pana la/ Dupa/
Participare . . . Bet
: pare/ Profesie/Speciality Until o After
Registration Fees 31.05.2017 31.05-31.07 01.08.2017
2017
MEDICI PRIMARI/SPECIALISTI/
—u MEMBRI/ PRIMARY/SPECIALISTS DOCTORS 300 RON 400 RON 500 RON
TRy MEMBERS MEDICI REZIDENTI, PROFESIUNI
x & ASOCIATE/RESIDENT DOCTORS, 200 RON 250 RON 50 RON
9 o ASSOCIATED PROFESSIONS 3 3
8 8 MEDICI PRIMARI/SPECIALISTI/ 400 RON 450 RON 550 RON
PRIMARY/SPECIALISTS DOCTORS
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ASOCIATE/RESIDENT DOCTORS, 250 RON 300 RON 350 RON
w ASSOCIATED PROFESSIONS
-~ 0n
v MEDICI PRIMARI/SPECIALISTI/
o 8 MEMBRY/ PRIMARY/SPECIALISTS DOCTORS 75 RON 100 RON 125 RON
g O MEMBERS MEDICI REZIDENTI, PROFESIUNI
oA ASOCIATE/RESIDENT DOCTORS, 25 RON 40 RON 50 RON
9w ASSOCIATED PROFESSIONS
@
x g MEDICI PRIMARI/SPECIALISTI/
wn o PRIMARY/SPECIALISTS DOCTORS 100 RON 150 RON 200 RON
% 9 Ngﬁn?lcgé'és MEDICI REZIDENTI, PROFESIUNI
O ASOCIATE/RESIDENT DOCTORS, 50 RON 60 RON 80 RON
o ASSOCIATED PROFESSIONS
Persoana Insotitoare/Accompanying Person 200 RON 250 RON 300 RON

MODALITATE DE PLATA:
Taxa de participare la Congres si taxa de cazare se fac in subcontul SNPCAR de Congres:
RO12 BACX 0000 0030 0862 0001, deschis la Unicredit Bank Timisoara
CUI: 11922278, adresa: Cluj - Napoca, str. V. Babes Nr. 43
* Nu se admit plati in cont prin mandat postal.

Acest formular se va trimite completat, impreuna cu dovada platii la: office@snpcar.ro, telefon: 0734.261.122 (Dr. Adriana Cojocaru),
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