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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-

BIBLIOGRAFIE/ REFERENCES
1. Akesson H.O.:Geographical differences in the prevalence of men-
tal deficiency. Brit.J.Psychiat. 1974. 125(542-546)

2. Akesson H. O. : Risque Genetical in Mental Pathology — Acta
genet. Bassel 1992.12(28-32)

3. BartleyJ.A., Hall B.D.: Mental retardation and multiple congeni-
tal anomalies. BIRTHDefects:Original Articles Series, 1978 XIV

4. Beaudet A.L.: Genetic diagnostic studies for mental retardation

5. Book N.: Familles avec deux parents avec retard mental. Des en-
fants tarre genetical Acta

6.  Neurologica et Psihiatrica Belgica XXIX -2 - 577

7. Caillard  V.:Heredite en  Pathologie Mentale. Gaz.
Med.1988.95,3,31-35

8.  Criciun T., Petragcu M.:Mecanismele Eredititii, Ed. Albatros,
Bucuresti 1987

9.  Ghyka G., Maximilian C.: Metode de cercetare in genetica umani
Ed. Stiintifici 1965 in Current problems in pediatrics 1978, VIIL.S.

10. Jakab Irene:Diagnosis and diferential diagnosis of mental retarda-
tion. Karger Series. 1982. Vol 2.(70-120)

11. Kelli Th.: Clinical genetics and genetic counseling . Year Bouk Pu-
bll Chicago-London 1980

12.  Kelti S.S.:Mental Illnes in biological environmental factor in etio-
logy. Am. J.Psyph. 1988.140(720-727)

13.  Kimura Mg, Ohta T: Aspects of populations genetics Princetown
Univ Press 1971

14.  Lupu G.C,, Thoma I. Chercoti I., Aconiu M.:Aspecte de patologie
genetici la populatii izolate din Sudul Banatului. Congresul Natio-
nal de Pediatrie — Bucuresti 1966

15. Lupu G.C.si colab.: Aspecte ale patologiei din izolate de populatie.
Rev.SNPCAR nr. 3. 2003

thropological-medical category of isolated human
community, where we have found the increased coef-
ficient of endogamy and consanguinity. Medical and
genetic studies have been carried out in children and
adolescents since 2013 onward, establishing the exis-
tence of AD and AR pathology. In the studied group
the predominating diagnoses are: cognitive delays and
sensory-motor neuropathy specific to the Roma eth-
nic group.

We will continue the medical anthropological stu-

dies in this population group in order to be useful to
the group and to introduce counselling and genetic
advice. Our findings may be useful to local authorities
and county decision-makers.

16.

17.

18.
19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

Maximilian C, Doina Maria Ioan: Dictionar Enciclopedic de Ge-
neticd. Ed. Stiintificd si Enciclopedici Buc. 1984

Maximilian C, Duca-Marinescu G. : Sfaturi genetice. Ed. Scrisul
Romanesc 1977
Mather K.: Genetical Structure of Population. London 1993

Me. Kusik V A, Clairborne R : Medical Genetics H.P. Comp. New
York 1973

Mettler L.E., Gregg T.G.: Population genetics and Evolution. Ed.
Printice Hall Englewood Cliffs. New Jersey 1960

Milcu St., Maximilian C. : Genetica Umana Ed. St. si Enciclop.
Buc 1968

Milcu St., Maximilian C., Lupu C.: Geneticd medicali. Capitolul
Izolate de populatie umani. Ed. St. Encicopledici. Bucuresti, 1984.
(424-428)

Predescu V.-Christodorescu D.: Oligofreniile cu microcefalie. Ne-
urol.Psih.Neurochir. 1975.XX.2:155-159

Searle A.G.: Acta Genetica Medica. Ed. Istituto G. Mendel Roma
1961

Steel M.W.: Genetics of Mental Retardation. The Textbook on
Mental Retardation for Continuing Medical Education I.Iakab
1988.2.(27-41)

Sutter J: Recherches sur les effects de la consanguinite chez
’homme. Biol. Med. 1958

Telfer M.A., Cawell H.R.:Genetic factors in the etiology of Men-
tal Retardation. Orth.Clin.North.Am. 1981, 12(23-36)

Teodorescu F.: Genetica Psihopatologiei. Edit. Neuron. Fundasia
Petru Andrei, IASI, 1996

Zazzo R.:Debilititile mintale. Ed. Didact.Pedag. Buc. 1979

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



REFERATE GENERALE

Boli demielinizante ale sistemului nervos central-SNC: clasificare si elemente de etiopatogenie * Axinia Corches

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.

1. Departamentul de Psihiatrie a Copilului si Adolescentului, Universitatea de 1. Child and Adolescent Psychiatry Department, “Carol Davila” University of
Medicin si Farmacie “Carol Davila”, Bucuresti, Roménia Medicine and Pharmacy, Bucharest, Romania

2. Centrul de Sinitate Mintali a Copilului si Adolescentului, Spitalul de Psihia- 2. Child and Adolescent Psychiatry Mental Health Center, “Dr. Constantin
trie Titan “Dr. Constantin Gorgos”, Bucuresti, Romania Gorgos”Titan Psychiatry Hospital, Bucharest, Romania

3. Departamentul de Fiziologie si Neurostiinte Fundamentale, Universiatea de 3. Physiology and Fundamental Neuroscience Department, “Carol Davila” Uni-
Medicin si Farmacie “Carol Davila”, Bucuresti, Roménia versity of Medicine and Pharmacy, Bucharest, Romania

4. Departamentul de Psihiatrie, Spitalul Universitar de Urgenti Militar Central 4. Psychiatry Department, “Dr. Carol Davila” Clinical Emergency Military
“Dr. Carol Davila”, Bucuresti, Roménia Hospital, Bucharest, Romania

5. Departamentul de Psihiatrie si Psihoterapie, Institutul Central de Sinitate 5. Department of Psychiatry and Psychotherapy, Central Institute for Mental
Mintali, Mannheim, Germania Health, Mannheim, Germany

6. Departamentul de Psihiatrie a Copilului si Adolescentului, Spitalul Clinic de 6. Child and Adolescent Psychiatry Department, “Prof. Dr. Al. Obregia” Clinical
Psihiatrie “Prof. Dr. Al Obregia”, Bucuresti, Romania Psychiatry Hospital, Bucharest, Romania

Adresi de corespondenti: Coresponding Author:

Liana Kobylinska, e-mail: vnedescu@yahoo.com Liana Kobylinska, e-mail: vnedescu@yahoo.com

Revista de Neurologie si Psihiatrie a Copilului si Adolescentului din Roménia - Iunie 2017 - vol. 23 - nr. 2 21



Cristina Gianina Anghel * Tipare de identificare a emotiilor la pirintii copiilor cu tulburare de spectru autist

STUDII CLINICE

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)
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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
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8.09
8
6.21
6
4
2.65 03 229 505
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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
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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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60 549
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L 31.5
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20 43
L 1.7 1.5
0 - -

IA

HA

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