UNIVERSITATEA DE MEDICINA SI FARMACIE
“IULIU HATIEGANU” CLUJ-NAPOCA

TEZA DE DOCTORAT

ROLUL INFECTIEI CU TOXOPLASMA GONDII
IN PATOLOGIA PEDIATRICA

Doctorand Coordonator stiintific

Cristina Anamaria Marii Prof. Dr. Nicolae Miu



PARTEA GENERALA pagina

I. Taxonomie, Generalitati 1
Il.  Structura antigenica a TG 5)
I11. Ciclul biologic 7
IV. Epidemiologie 8
V. Patogeneza infectiei cu toxoplasma gondii 10
VI. Formele clinice 15
a. Infectia congenitala cu toxoplasma gondii 15
b. Infectia cu toxoplasma gondii la pacientii imunocompromisi 21
Cc. Infectia cu toxoplasma gondii la pacientii imunocompetenti-
Toxoplasmoza castigata 25
VI1. Diagnostic de laborator 28
a. lzolareatg 29
b. Examenul histologic 29
c. Diagnosticul serologic 30
VIII. Tratament 37
IX. Prognostic 41
X.  Profilaxia 42
CONTRIBUTII PERSONALE
I. Infectia congenitald cu toxoplasma gondii
I.1.  Preventia primara si secundara 43
I.2.  Preventia tertiara 73
I.3.  Embriofetopatia 91
I.4.  Corioretinita toxoplasmozica 128
Il. Infectia dobandita cu toxoplasma gondii 137
[1.1.  Pacienti imunocompetenti- Toxoplasmoza ganglionara 137
[1.2.  Pacienti imunodeprimati 167
11.2.1. Pacientii imunodeprimati - Infectati HIV 170
11.2.2. Pacientii imunodeprimati - Post terapie imunosupresoare 186
I11.ANEXE 191
IV.BIBLIOGRAFIE 197

CUVINTE CHEIE: Toxoplasma Gondii, preventie primard, preventia secundara,
preventia tertiard, embriofetopatie, corioretinita, adenopatie toxoplasmozica, encefalita
toxoplasmozica,



INTRODUCERE
Toxoplasma gondii (TG) este un protozoar ubicvitar, care poate leza orice organ

sau tesut dar in special: sistemul reticulo endotelial si celulele SNC. Prezintd trei forme:
forma vegetativa (trofozoit, tahizoit), forma de rezistentd (chist) si forma de diseminare
(oochistul). Ciclul biologic are doud faze: faza proliferativa, asexuatd si faza endogena,
sexuata iar gazda definitiva este pisica. Omul intervine ca si gazda intermediard in ceea ce
priveste infectia congenitald cu TG. Infectia cu TG la om are numeroase forme de
manifestare atat in cadrul infectiei congenitale cét si in ceea dobandita.
Studiul actual isi propune determinarea gradului preventiei primare, secundare si tertiare si a
modalitatilor de manifestare si evolutie a infectiei cu TG in cadrul patologiei pediatrice de la
infectia congenitald la formele dobandite. Prezentdm succinct o parte din rezultatele
studiului.

I. INFECTIA CONGENITALA CU TOXOPLASMA GONDII

L.1. Preventia primard si secundara

1.2. Preventia tertiard

A. MATERIAL SI METODA

Tn perioada 14.02-21.03.2007 am efectuat n cadrul clinicii Ginecologie | Cluj-Napoca
si in sectia de Neo-Natologie un studiu. S-a efectuat un screening neonatal. Determinarea s-
a efectuat din sangele prelevat din cordonul ombilical. S-a determinat titrul anticorpilor
specifici antiTG de tip IgG si IgA, prin metoda ELISA. Datele din literatura de specialitate,
studiate, releva faptul ca la noi in tara s-au folosit in special determinarea de anticorpi IgM
s1 IgG si nu cei de tip IgA.

Lotul studiat a cuprins un numdr de 90 de nou-ndscuti si cele 90 de mame. Fiecarei
mame, din acest grup, i s-au explicat date generale despre infectia cu TG dupa care au
raspuns unui chestionar. S-au urmarit urmatoarele aspecte: seroprevalenta infectiei la mame
(tinand cont de pasajul transplacentar al IgG), varsta mamei, mediul de provenientd al
mamei, identificarea unor conditii care pot favoriza contaminarea, date despre sarcini
anterioare, gradul de informare asupra infectiei cu TG, feedback-ul datelor furnizate despre
infectia congenitald cu TG, daca s-au facut determinari pentru TORCH 1in timpul sarcinii.

Pe baza prezentei anticorpilor IgG la nou-nascut am impartit lotul de 90 nou-ndscuti si
mame Tn 2 subloturi: sublotul A — mamele cu nou-nascuti cu IgG anti TG pozitivi si
sublotul B - mamele cu nou-nascuti cu IgG anti TG negativ. Aspecte urmarite la nou-
nascuti: rangul nou-ndscutului, varsta gestationala, examenul clinic la nastere, corelatie cu
serologia mamelor (la cele care au efectuat anterior sau in timpul sarcinii).

B. REZULTATE

. Interpretarea serologiei specifice anti TG. In urma determindrii serologice
specifice toate probele au fost negative pentru IgA. In ceea ce priveste anticorpii de tip
IgG am obtinut urmatoarele rezultate: 37 de cazuri (41,11%) prezentau anticorpi de tip
IgG specifici- sublotul A iar 53 de cazuri (58,88%) nu prezentau anticorpi de tip 1gG
specifici - sublotul B. Prin corelarea serologiei nou-nascutilor cu cea a mamelor ( cele
care au efectuat anterior) putem spune cu mare probabilitate cd avem 3 cazuri de infectie
congenitald cu TG in lotul nostru, adica 3,33%. Datoritd pasajului transplacentar al IgG
rezultd ca mamele acestor sugari au prezentat o infectie acutd sau cronica cu TG, aceste
mame constituie sublotul A.



1. S-a obsevat, prin testul Hi-patrat ca se poate accepta ipoteza conform careia
contaminare (p-value, p=0.013<0.05).

Il. Obiceiuri alimentare. Se poate accepta, in urma testului Hi-patrat, ipoteza ca
dacd o persoand consumia carne crudd sau neprelucratd termic corespunzator
(p=0.026<0.05) sau detine pisica (p-value, p=0.012<0.05). acest lucru poate influenta
aparitia infectiei cu TG

V. Preventie primara. Gradul de informare 1n ceea ce priveste modalitatile de
contaminare, de manifestare si de preventie a infectiei cu TG a fost foarte redus. Doar 20
de mame (22,22%) au beneficiat de anumite informatii, mai mult sau mai putin exacte,
despre TG din care 7 mame (7,77%) au primit informatii de la personal medical
specializat.

V. Preventia secundara. Din cele 20 de mame informate doar 15 au efectuat
testarea specifica. Urmadrirea serologica s-a efectuat fard a avea la baza un demers
medical clar.

VI. Feedbackul chestionarului. In urma aplicirii acestui chestionar si a prezentirii
datelor generale despre infectie , fiecarei mame, numarul persoanelor care considera util
sa-si faca determinarea la sarcinile viitoare a crescut de la 20 la 80. De asemenea chiar
si cele care au detineau informatii despre infectia cu TG si-au Tmbunatitit net
cunostiintele. Din pacate un procent destul de mare 40% ( 36 cazuri) nu ar putea suporta
cheltuielile pentru aceste determinari.

VII. In cazul nou-niscutilor s-a constatat ci intre mediile greutitii la nastere la cei
din sublotul A respectiv cei din sublotul B, exista o diferentd semnificativ statistica. (test t
pe doud esantioane cu variatii egale), p=0.0028>0.05,t=3.07. Media greutdtii celor din
sublotul A adicd este de 3151,35 grame .

VIII. S-a constat, in urma analizei statistice, ca intre mediile lungimii, la nastere, la
nou-nascutii cu IgG anti TG, respectiv nou-ndscutii fard IgG anti TG existd o diferentd
semnificativd statistic (test t cu variatii egale, p=0.01<0.05, t=2.586). Media lungimii
celor din sublotul A este de 52,59 cm.

C. CONCLUZII

1. In urma determinirii serologice specifice toate probele au fost negative pentru
IgA iar 37 de cazuri (41,11%) prezentau anticorpi de tip 1gG specifici- sublotul A. Tn
cadrul lotului, cu mare probabilitate avem 3 cazuri de infectie congenitala cu TG 1in lotul
nostru, adicd 3,33%. In concluzie, pentru diagnosticul de certitudine in ceea ce priveste
infectia congenitald cu TG niciun test nu are valoare absoluta si ca urmare trebuie
efectuate teste pentru mai multe tipuri de anticorpi si repetate la intervale de 2 saptamani.
2. Seroprevalenta infectiei cu TG a fost de 41,1%. Este o valoare destul de ridicata
care ar trebui luatd in considerare de autorititile medicale din Roméania in vederea
elabordrii unui program national de preventie.

3. Se observa cresterea varstei de conceptie si anume 56 de cazuri (62,2%) avand
varste cuprinse intre 26-36 de ani cu o medie a varstei la sublotul A de 26,45 ani. S-a
demonstrat statistic cd prevalenta infectiei cu TG creste cu Varsta datorita cresterii
4.  Dintre posibilii factori de risc am identificat in urma analizei statistice consumul de
carne cruda sau neprelucrata termic corespunzator. Cel mai des a fost Intalnit consumul
de preparate din carne tocata ( chiftele, mici). De aceea Autoritatile Sanitar Veterinare



trebuie sa se implice mai mult in reducerea comercializarii de preparate de carne infectate
cu TG. Infectia a fost mai frecventa la proprietarii de pisici.

5. Preventia primara pentru infectia cu TG a fost aproape inexistenta. Pe parcursului
studiului gradul de informare, al mamelor, a crescut de la 22,22% la 88,89 % desi
tinand cont de calitatea informatiilor anterioare, am putea spune ca in realitate, cresterea a
fost mai mare.Din aceste date corelate si cu seroprevalenta de 41,1% se deduce
necesitatea elabordrii unei strategii pentru o preventie primara corecta a infectiei cu
TG. Preventia s-ar putea realiza cu costuri minime dar cu efecte net favorabile asupra
sanatatii populatiei. De asemenea trebuie elaborate ghiduri de practica pentru medici in
vederea ameliordrii gradului de informare si calitatii informatiei.

6. In cadrul preventiei secundare ar trebui elaborat un program national de
supraveghere serologica adecvatd a gravidei, pe toatd perioada sarcinii $i din nou
subliniem importanta elaborarii unor ghiduri de practica pentru intelegerea mai buna a
acestei patologii.

7. Din punct de vedere material 40% (36 cazuri), din populatia luatd in studiu nu ar
putea si suporte efectuarea unei supravegheri serologice corecte pe parcursul sarcinii. Tn
aceste conditii este imperios necesar asigurarea de citre autorititile sanitare din
Romania a fondurilor necesare unui screening matern universal. Este obligatoriu sa
nu avem doar o abordare pur statistica fata de o patologie care nu are doar consecinte
medicale dar si umane.

8.  Examenului clinic al nou-nascutului nu a evidentiat manifestari severe la niciun
nou-nascut din sublotul A inclusiv la cele 3 cazuri cu probabilitate mare de infectie
congenitald. Parametrii morfometrici cuantificati la nastere, care au prezentat diferente
semnificative statistic intre cele doud subloturi au fost greutatea si a lungimea fiind mai
mici la cei cu IgG anti TG.

9. Din aceste rezultate reiese importanta efectudrii unui screening neo-natal si
urmdrirea cazurilor in situatiile incerte de diagnostic pentru a preveni aparitia ulterioard a
sechelelor, conditie in care costurile medicale i umane ar fi mult superioare.
1.3. Embriofetopatia

A. MATERIAL SI METODA
Am efectuat un studiu retrospectiv si prospectiv in perioada 1999-2004 pe

cazuistica Clinicii Pediatrie 11 Cluj-Napoca. Culegerea datelor a fost longitudinala. Lotul
a cuprins un numdr de 30 cazuri incluse in lot pe baza diagnosticul serologic al
embriofetopatiei cu TG. Aspectele urmadrite au fost: date demografice, APF, examenul
clinic (dismorfism cranio-facial), explorari paraclinice si imagistice, examene de
specialitate (neurologic, oftalmologic), evolutia sub tratament.

B. REZULTATE

I. Clasificare dupa prezenta simptomatologiei la  nastere. Din lotul nostru
simptomatologie la nastere au prezentat doar 6,7%- 2 cazuri iar majoritatea, 93,3%- 28
cazuri, au fost forme asimptomatice la nastere.

Il. Media varstei de diagnostic la lotul nostru a fost de 4,78 luni (aproximativ 5 luni).
I11. Examenul clinic a relevat prezenta unui dismorfism cranio-facial mai mult sau mai
putin evident la 23 cazuri (76,66%). Se observd ca sunt predominante urmatoarele
elemente de dismorfism: FA punctiforme (53,34%), boltd palatind ogivald (40%),
microcrania (33,33%), urechi jos inserate (30%).

IVV. Exploriarile imagistice nu au evidentiat la nici un caz prezenta de calcifieri cerebrale.



V. Examenul oftalmologic a evidentiat prezenta strabismului, 6 cazuri (20%), acesta
fiind un semn precoce al corioretinitei la copil, dar niciun caz nu a prezentat in momentul
examinarii modificari de corioretinita.
V1. Examenul neurologic a relevat prezenta unui deficit neurologic de grade diferite in
17 cazuri din care 13 (43,33%) au fost incadrate ca si Encefalopatie cronica (EC). EC
este predominantd la cei cu IgM negative (88,89%), deci cu diagnostic tardiv al infectiei
cuTG.
C. CONCLUZII
1. Media varstei de diagnostic la lotul nostru a fost de 4.78 luni (aproximativ 5
luni), o medie avansatd in care efectul terapiei specifice este diminuat si creste riscul
aparitiei sechelelor neurologice si senzoriale.
2. Clinic nu existd un tablou patognomonic pentru infectia cu TG mai ales ca
majoritatea cazurilor sunt asimptomatice la nastere, 93,3% - 28 cazuri in lotul nostru,
iar modalitatile de manifestare sunt variate.
3. Mentiondm ca In momentul prezentdrii in clinicd, examenul clinic a relevat
prezenta unui dismorfism cranio-facial la 23 cazuri (76,66%). Din pacate aceste
elemente nu sunt caracteristice numai infectiei congenitale cu TG si ca urmare examenul
clinic are rolul doar de a sugera prezenta unei embriofetopatii ceea ce sustine elaborarea
programului de screening la nou-nascuti.
4, Este necesar ca acesti copii sa fie luati in evidentd de o echipa multidisciplinara:
medic de familie, pediatrii, oftalmologi, neurologi, ecografisiti. Aceasta echipa ar asigura
efectuarea unor controale periodice care ar permite diagnosticarea rapida a unor posibile
reactivari si ar reduce riscul sechelelor.
L.4. Corioretinita toxoplasmozicdi

A. MATERIAL SI METODA

Tn perioada decembrie 2002- iulie 2003 impreund cu Cabinetul de Oftalmologie
din cadrul Centrului de Diagnostic si Tratament am initiat un studiu privind manifestarile
clinice i evolutive ale corioretinitei toxoplasmotice. Au fost luati in studiu un numar de 7
cazuri cu diagnosticul de Corioretinita toxoplasmozica, la care s-au urmdrit urmatoarele:
date demografice, identificarea posibililor factori de risc, APF, examen clinic, consult de
specialitate (oftalmologic, neurologic); determinarea serologiei specifice anti TG: la copil
( Atc IgG si IgM) si la mame (Atc IgG).
B. REZULTATE
I. Consultul oftalmologic a evidentiat corioretinitd unilateral in cele mai multe cazuri
(5 cazuri) din lotul nostru si toti copiii prezentau strabism.
C. CONCLUZzII
1. Ca si particularitate a lotului, mentiondm cazul celor doi copii proveniti din
sarcini cu iminentd de avort care sunt rude de gradul II iar mamele acestora, rude de
gradul I (surori), au prezentat si ele corioretinitd, punandu-se problema unei componente
genetice n ceea ce priveste susceptibilitatea la infectie. Acest fapt fiind semnalat de unele
studii si fiind rar intalnit in literatura.
2. Datorita faptului cd afectarea a fost predominent unilaterald si prezentarea la
medic s-a efectuat tardiv, varsta medie de diagnostic fiind de 3,2 ani.



I1. INFECTIA DOBANDITA CU TOXOPLASMA GONDII
I1.1. Pacienti imunocompetenti - toxoplasmoza ganglionara

A. MATERIAL SI METODA

Am efectuat un studiu retrospectiv si prospectiv pe o perioada de 5 ani 1999-2003
pe cazuistica Clinicii Pediatrie Il Cluj-Napoca. Lotul a cuprins un numar de 45 de cazuri
care au fost diagnosticate cu infectie dobanditd cu TG pe baza serologiei specifice anti
TG. Culegerea datelor a fost longitudinald. La pacientii luati in studiu au fost investigate
urmatoarele aspecte: date demografice, motivele internarii, caracteristicile adenopatiei,
examindri paraclinice: serologie specificd anti TG, hematologie, status imunologic,
explorari imagistice, determindri alte etiologii infectioase, tratamentul urmat si evolutia.
Pentru anumite analize statistice lotul a fost Tmpartit in doud subloturi in functie de
serologia anti TG: Sublot A- infectie acuta ( IgG negativ, IgM pozitiv) si sublotul B-
infectie cronica ( IgG pozitiv, IgM scazut/negativ).
B. REZULTATE
. Infectia cu TG in etiologia infectioasd a sindromului ganglionar a ocupat
pozitia a 3-a, Intr-un procent de 24,46% dupa adenopatia reactiva (48,37%) si cea
determinatd de infectia cu EBV (27,17%). Mentiondm ca in lotul nostru 17 cazuri
(37,77%) prezentau asocieri etiologice.
Il. Repartitia pe grupe de varsta a cazurilor de infectie cu TG aratd o frecventd mai
mare la grupa de varsta 7-14 ani (53,33%). In urma repartitiei pe grupe de varstd se
observa ca la sublotul A predomina grupa de varsta 3-7 ani pe cand la sublotul B, cu
infectie cronica, predomina grupa de varsta 7-14. Acet fapt este expilcabil prin evolutia
naturala a infectiei cu aparitia seroconversiei la varste mai mari.
I11.  Motivele internarii. Adenopatia ca simptom singular a fost intilnita la 62,22%
dar in restul de 37,78% adenopatia a fost asociatad cu alte simptome cel mai frecvent
intalnite fiind sindromul dureros abdominal (13,35%) si febra (8,89%).
I11.Caracteristicile adenopatiei. Localizarea adenopatiei - cel mai frecvent au fost
afectati ganglionii latero-cervicali in 95,55%. Debutul a fost in majoritatea cazurilor
bilateral (64,44% - 29 cazuri) indiferent de tipul de infectie: acuta sau cronica. Semnele
celsiene au fost prezente doar in 7 cazuri — 15,55% dar predominant in infectia acuta
23,08%. Media perioadei de diagnosticare a fost de aproximativ 13,5 saptamani ( 3 luni).
IV. Explorari imagistice. Radiografiile toracice au evidentiat aspect de trama
interstitiald accentuata la 24,44% din totalul cazurilor, dar intr-un procent de 61,54% la
cei din sublotul A, cu infectie acuta. Aspectul radiografiei toracice si infectia acuta sunt
dependente, asa cum reiese din testul Fisher (exact), cu p =0.0007 ( two-tail).
V. Asocieri etiologice. Prin testul Hi-patrat de semnificatie, se acceptd ipoteza ca
prezenta sindromului inflamator depinde de prezenta asocierilor etiologice (Hi-
patrat=5.14>3.84, df=1, p=0.023<0.05).
C. CONCLUZzII
1. S-a observat 1n lotul nostru cresterea prevalentei infectiei cu TG odata cu varsta
cu predominanta la grup de varsta de 7-14 ani (53,33%). Cazurile noi de infectie
predomina la grupa de 3-7 ani.
2. Simptomatologia dominanta a fost adenopatia ca simptom singular intalnita la
62,22% dar intr-o proportiec de 37,78% adenopatia a fost asociata cu alte simptome:
sindrom febril prelungit, diminuarea apetitului, dureri in etajul inferior abdominal,



astenie. In consecinta ar trebui ca §i prezenta acestor simptome sa determine investigarea
unei posibile infectii cu TG.
3. Perioada de la momentul depistiarii adenopatiei i pand In momentul
diagnosticarii a fost In medie de aproximativ 13,5 sdptamani, fard a se constata o
diferentd semnificativ statistica la cei cu infectie acutd respectiv cei cu infectie cronica.
De aceea prezenta unei adenopatii pe o perioada mai mare de 4 saptdmani, este un alt
argument pentru a investiga si posibila infectie cu TG care de obicei este ignorata.
4. S-a demonstrat prin acest studiu ca pacientii cu modificari radiologice
pulmonare au de 4.94 ori mai mari sanse de a prezenta infectie acuta fata de cei care nu
au modificari radiologice.
11.2. PACIENTI IMUNODEPRIMATI

11.2.1. PACIENTII IMUNODEPRIMATI INFECTATI HIV
A. MATERIAL SI METODA

Tn perioada noiembrie 2003- august 2004 am efectuat un studiu Tn cadrul Clinicii
de Boli Infectioase Cluj-Napoca, sectia copii infectati cu HIV. Lotul a cuprins un numar
de 43 de cazuri. Datele au fost culese prin analiza foilor de observatie, iar probele pentru
determinarea serologiei specifice anti TG au fost lucrate in Laboratorul Clinicii Pediatrie
IT cu pastrarea confidentialitdtii pacientilor. La lotul studiat am analizat urmatoarele date:
date demografice, stadiul infectiei HIV, status imunologic, explorari imagistice, evolutia
si aderenta la tratamentul urmat (profilactic pentru infectia cu TG, tratamentul
antiretroviral (TARV)).
B. REZULTATE
. Seroprevalenta. La lotul studiat infectia cu TG a fost intalnita la 15 cazuri adica
34,88% restul de 65,12% avand serologie negativa. La toate cazurile anticorpii IgM au
fost negativi ceea ce asociat cu valorile foarte mari ale 1gG, 80% cu valori >1000ui/ml,
confirma prezenta unei infectii latente reactivate.
1. Repartitia pe grupe de varsta releva la sublotul A predominenta neta a grupei 7-
14 ani (66,66%) concordant si cu rezultatele prezentate in studiul anterior 1.1
I1l.  Se remarca predominenta netd a celor din judetul Maramures ( 6 cazuri- dntre cei
cu infectie cu TG).
IV.  Evolutia. Tn cadrul sublotului A (cei cu IgG anti TG pozitiv) cele mai multe
cazuri sunt in stadiul B2 (40%) urmate din pacate de stadiul C3(33,33%) pe cand in
sublotul B sunt predominente stadiile B1 si B2 cu 67,85% din cazuri. Singurele decese au
fost intalnite la pacientii cu TG cele doud cazuri prezentand Encefalita toxoplasmozica
(ET).
V. La nivelul lotului aderenta la TARV este destul de buna 85%, dar la nivelul
sublotului A este redusa la 33,33%. Din pdcate in ceea ce priveste aderenta la tratamentul
profilactic a fost scazuta si la nivelul lotului general 21%, iar la nivelul sublotului A de
20%.
E. CONCLUZII
1. Prevalenta infectiei cu TG la lotul nostru a fost la o valoare mare de 34,88% (
15 cazuri).
2. Infectia cu TG a fost intalnita cu predominenta in grupa de varsta 7-14 ani
(66,66%).
3. Din judetele de domiciliu predomina net Maramuresul (6 cazuri). Acest fapt
sustine datele din studiile 1.3 si IL1. si intdresc ideea necesitdtii unor anchete



epidemiologice in vederea identificarii surselor de infectie si intensificarea masurilor de
preventie a infectiei.
4. Aderenta la tratament redusd la cei cu TG atat in ceea ce priveste TARV
(33,33%) cat si tratamentul profilactic cu co-trimoxazole (20%) se reflectd asupra
evolutiei cazurilor, favorizand infectiile cu oportunisti si agravarea starii generale.
5. Datoritd prevalentei crescute a infectiei cu TG si predominantei stadiilor avansate
la cazurile din sublotul A, unele cu evolutie nefasta, trebuie sa ne faca sd intensificim
mai mult depistarea serologica a unei posibile infectii cu TG. De asemenea este important
ca un tratament adecvat sa fie accesibil astfel incat dezideratul “ET poate fi prevenita si
tratata” sa fie o certitudine.
11.2.2.PACIENTII IMUNODEPRIMATI- POST TERAPIE IMUNOSUPRESOARE
A.  MATERIAL SI METODA

Pe lotul studiat in perioada 1999-2003, in cadrul Clinicii Pediatrie 11 Cluj-Napoca,
am evidentiat 3 cazuri care prezentau imunodepresie: 2 cazuri post-corticoterapii
prelungite (A1, A2) si 1 caz - post administrare de corticoterapie si Metotrexat (B1).
Modalitatea de debut: aparitia unui sindrom ganglionar la cazurile Al si A2, afectare
pulmonara- cazul B1l. Examenul clinic-nespecific. Paraclinic: sindrom inflamator
prezent in toate cazurile, radiografie toracica cu modificari nespecifice
B. CONCLUZII
1. Aparitia unui sindrom ganglionar sau manifestdri pulmonare la un pacient cu
tratament imunodeprimant trebuie sa puna si problema infectiei cu TG.
2. Simptomatologia infectiei cu TG, la cazurile prezentate, a fost nespecifica si mult
mai redusd comparativ cu cea de la pacientii infectati HIV.
3. Pacientii imunodeprimati cu infectie TG trebuie supravegheati deoarece apar
recaderi. Este importantd monitorizarea paraclinic datorita efectelor adverse cumulative
ale terapiei antitoxoplasmozice si pentru boala de baza.
4.  Necesitatea insistarii asupra madsurilor de preventie in ceea ce priveste igiena
alimentatiei, contactul cu animale.
5. Este important ca aceste cazuri sa fie monitorizate §i din punct de vedere
oftalmologic, deoarece infectia cu TG pe un teren imunocompromis poate determina
leziuni care sunt ireversibile.
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INTRODUCTION

Toxoplasma gondii (TG) is an ubiquitous protozoa which can damage any organ or
tissue but especially the reticulo-endothelial system and the CNS cells. It presents three
forms : the vegetative form (trophozoite, tachizoite), the resistance form (cyst) and the
dissemination form (oocyst). The biologic cycle has two phases: the proliferative asexual
phase and the endogenous sexual phase and the definitive host is the cat. Man appears as
an intermediate host in what the congenital infection with TG is concerned. TG infection
in man shows numerous manifestation forms both in congenital and in acquired infection.

The present study aims was to determinate the degree of primary, secondary and
tertiary prevention and presenting the ways of manifestation and course of the infection
with TG in pediatric pathologhy, from congenital infection to the acquired forms. A brief
presentation of part of the results of the study will be made.

I. CONGENITAL INFECTION WITH TOXOPLASMA GONDII
I.1. Primary and secondary prevention
1.2. Tertiary prevention
A. MATERIALS AND METHODS

In the period 14 February - 21 March 2007 a study was performed in the First
Gynecology Clinic in Cluj-Napoca and in the Neonatology Unit. A neonatal screening was
carried out. The determination was made in the blood taken from the umbilical cord. The
titer of the specific antibodies against TG of the type of IgG and IgA was determined by
ELISA method. According to the data reported in the literature studied other such study
was carried out in Romania using the determination of the specific antibodies of IgG ang
IgM type but no IgA type..

The studied group included 90 newborn infants and the 90 mothers. Each mother
in the group was informed about TG infection generally, after which they had to answer a
questionare. The aspects followed up were: seroprevalence of the infection in the mothers
(considering the transplacentar passage of the IgG), mother's age, mother's provenience,
identification of certain conditions favouring the contamination, data on the previous
pregnancies, degree of information on TG infection, the feed-back of the data provided
about the congenital infection with TG, whether determinations were made for TORCH
during the pregnancy.

Based on the presence of IgG antibodies in the newborns the group of 90 newborns
and mothers was divided into two subgroups : Subgroup A - mothers with newborns with
positive 1gG against TG and subgroup B - mothers with newborns with negative 19G
against TG. The following were followed up at the newborns: the number of the deliveries
before the present one, gestational age, clinical examination at delivery, correlation with
mother's serology (in those who made the determination previously or during the
pregnancy).

B. RESULTS

I. Interpretation of the serology specific for TG

I. The specific serologic determinations revealed that all samples were negative for IgA.
In what the antibodies type IgG are concerned the following results were obtained: 37

cases (41.11%) presented IgG type specific antibodies - subgroup A, and 53
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cases(58.88%) did not present 1gG type specific antibodies - subgroup B. Correlating the
serology of the newborns with that of the mothers (those who made the determination
previously) revealed with a high probability the existence of three cases of congenital
infection with TG in our group, that is 3.33%. Due to the transplacentar passage of 1gG it
resulted that the mothers of these infants presented an acute of chronic infection with TG,
these mothers forming subgroup A.

Il. Using the square-Chi test it was noted that the hypothesis according to which the
prevalence of the infection increases with the mother’s age can be accepted, because
the contamination possibilities increase (p-value, p=0.013<0.05).

I11.Feeding habits. Applying the square-Chi test we can accept the hypothesis that if a
person eats raw meat or meat unadequately cooked by heat (p=0.026<0.05) or has a cat
(p-value, p=0.012<0.05), this can influence the occurrence of TG infection.

IV. Primary prevention. The degree of information concerning the contamination ways,
manifestation and prevention of the infection with TG was very low. Only 22 mothers
(22.22%) possessed more or less accurate information about TG. Of these, 7 mother got
the information from specialized medical staff.

V. Secondary prevention. Of the 20 mothers informed, only 15 made the specific tests.
The serologic follow-up was made without being based on clear medical measures.

V1. Feedback of the questionaire. After applyied this questionaire and having presented
the general data about the infection in each mother, the number of persons considering it
useful to make the determination in the next pregnancies increased from 20 to 80. Also,
even those who were informed about TG infection clearly improved their knowledge.
Unfortunately, a high enough percentage of them (36 cases) could not cover the costs for
these determinations.

VII. It was found in the studied group, of newborns, that a statistically significant
difference existed between the mean body weight at birth in those of subgroup A and
those in the subgroup B respectively (test t on two samples with equal variations),
p=0.0028>0.05, t=3.07. The mean body weight of those in subgroup A was 3,151.35 g.
VI11. The statistical analysis revealed that a statistically significant difference (t test with
equal variations, p=0.01<0.05, t=2.586), between the mean length at birth in the
newborns with 1gG against TG and the newborns without 19gG against TG, respectively.
The mean length at birth of those in subgroup A was 52,59 cm.

C. CONCLUSIONS

1. The specific serologic determination revealed that all the samples were negative for
IgA and 37 cases (41.11%) presented specific 1gG type antibodies - subgroup A. In our
group it can be asserted with a high probability that we had 3 cases of congenital infection
with TG, that is 3.33%. In conclusion, for a certain diagnosis of congenital infection with
TG none of the serological test have an absolute value, this shows the importance of
repeating the serology every two weeks.

2. The seroprevalence of TG infection was 41.1%. This is a high enough value which
should be considered by the medical authorities in Romania with the view of elaborating a
national prevention programme.

3. An increase of the age at the conception was noted, namely 56 cases (62.2%) had
ages between 26 and 36 years, with a mean age of subgroup A of 25.45 years. It was
demonstrated statistically that the prevalence of the infection with TG increased with the
mother's age, due to the increased contamination possibilities.
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4. Among the possible risk factors the statistic analysis revealed the consumption of raw
meat or meat unadequately cooked. The most frequently encountered was the
consumption of minced meat preparations (minced meat balls or other such preparations).
For this reason the Sanitary-Veterinary Authorities should involve more in the reduction
of the sale of food prepared from meat infected with TG. The infection was more frequent
in cat owners.
5. Primary prevention of TG infection was nearly absent. Application of the
questionaire and explaining of the general data about congenital infection with TG
determined an increase of the degree of information from 22.22% to 88.89% although
considering the quality of the previous information, it could be said that in reality, the
increase was greater. From these data also correlated with the seroprevalence of 41.1%
results the necessity of the elaboration of a strategy for the correct primary prevention of
TG infection. The prevention could be achieved at lower costs but with clear favourable
effects on the health of the population. Practical guides for doctors should also be
elaborated with the view of improving the degree of information and the quality of the
information.
6. For the secondary prevention a national programme of serologic follow-up should be
drawn up for the pregnant patients, over the whole period of the pregnancy and, again, the
importance of the elaboration of some practical guides for a better understanding of this
pathology must be stressed.
7. From the material point of view 40% (36 cases) of the population taken under study
would not be able to support the tests for a correct serologic follow-up during the
pregnancy. In these conditions it is imperative that the medical authorities in Romania
would ensure the funds required for a universal maternal screening. We should not
approach this pathology statistically only, as it has not only medical but also human
consequences.
8. The clinical examination did not reveal severe manifestation in the newborns in
group A, the 3 cases with a high probability of congenital infection included. The
morphometric parameters determined at birth which presented statistically significant
differences between the two groups were the body weight and the length, that are lower
in those with IgG againts TG.
9. These results stress the importance of carrying out a neonatal screening and of
following up the cases in which the diagnosis is uncertain in order to prevent the
subsequent occurrence of the sequelae, in this situation the medical and human costs being
much higher.
1.3. Embryofetopathy
A. MATERIALS AND METHODS

A retrospective and prospective study was carried out in the period 1999-2004 on
the casuistry of the Second Pediatric Clinic in Cluj-Napoca. The data collection was
longitudinal. The group was formed of 30 cases included based on the serologic diagnosis
of embryofetopathy with TG. The aspects followed up were: demographic data, personal
physiologic past history, clinical examination (cranio-facial dysmorphism), paraclinical
and imaging investigations, specialty examinations (neurologic, ophthalmologic), the
course of the disease under the treatment.
B. RESULTS
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I. Classification according to the presence of the symptomatology at birth. In our
group a symptomatology at birth was present in 2 cases only (6.7%), and most of the
cases 93.3% - 28 cases were asymptomatic forms at birth.
I1. The mean age at the diagnosis in our group was 4.78 months (about 5 months).
I11. The clinical examination revealed the presence of a cranio-facial dysmorphism more
or less obvious in 23 cases (76.66%). The following elemets of dysmorphism prevailed:
punctiform anterior fontanella (53.34%), ogival palatine arch (40%), microcephalia
(33.33%), low inserted ears (30%).
IVV. The imaging explorations did not reveal in any of the cases the presence of the
cerebral calcifications.
V. The ophthalmologic examination revealed the presence of strabismus in 6 cases
(20%), this being an early sign of chorioretinitis in the child, but no case presented
chorioretinitis changes on the moment of the examination.
V1. The neurologic examination revealed the presence of a neurologic deficiency of
various degrees in 17 cases of which 13 (43.33%) were classified as chronic
encephalopathy (CE). CE is predominant in those with negative IgM (88.89%), therefore
with a late diagnosis of TG infection.
C. CONCLUSIONS
1. The mean age at the diagnosis in our group was 4.78 months (about 5 months) a high
mean age at which the effect of the specific therapy is diminished and the risk of
appearance of the neurologic and sensorial sequelae is increased.
2. From the clinic point of view no pathognomonic picture exists for the infection with TG
especially because most of the cases were asymptomatic at birth, 93.3% - 28 cases in our
group, and the manifestation forms vary.
3. Mention must be made that on the moment of the presentation at the clinic, the clinical
examination revealed the presence of a more or less obvious cranio-facial dysmorphism in
23 cases(76.66%). Unfortunately, these elements are not characteristic for the infection
with TG only, and consequently the clinical examination has only the role of suggesting
the presence of an embryofetopathy which shows the importance of elaborating a
screening programe for the newborns.
4. These children shoud be included in the records of a multidisciplinary team : family
doctors, pediatricians, ohthalmologists, neurologists, ultrasonographists. This team would
ensure the carrying out of a periodical check up allowing a rapid diagnosis of the possible
reactivations and would reduce the risk of the sequelae.
I.4. Toxoplasmotic chorioretinitis
A. MATERIALS AND METHODS

In the period december 2002 - july 2003, in cooperation with the Ophthalmology
Department of the Diagnosis and Treatment Center a study was begun on the clinical and
evolutive changes of toxoplasmotic chorioretinitis. The study was carried out in 7 patients
with the diagnosis of toxoplasmotic chorioretinitis, the following being followed up:
demographic data, identification of the possible risk factors, personal physiologic past
history, clinical examination, specialty examinations (ophthalmology, neurology),
determination of the specific serology against TG: in the child (IgG and IgM antibodies)
and in the mothers the 1gG antibodies).
B. RESULTS
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I The ophthalmologic examination revealed unilateral chorioretinitis in most cases
(5 cases) in our group and all the children presented strabismus..

C. CONCLUSIONS

1. As a peculiarity of our group we mention that the two children coming from a
pregnancy with threatened abortion who are second degree relatives and their mothers first
degree relatives (sisters) presented chorioretinitis, too, posing the problem of a genetic
component concerning the suscenptibility to infection. This was also reported by some
studies and it was rarely encountered in the literature

2. Due to the fact that the affection was prevailingly unilateral and the presentation to the
doctor was late, the mean age at the diagnosis was 3.2 years.

Il. ACQUIRED INFECTION WITH TOXOPLASMA GONDII

1.1 Immunocompetent patients - lymph node toxoplasmosis
A. MATERIALS AND METHODS

A retrospective and prospective study was carried out over a five year period
(1999-2003)
on the casuistry of the Second Pediatric Clinic in Cluj-Napoca. The group comprised 45
cases diagnosed with acquired TG infection based on the specific serology against TG.
The data collection was longitudinal. The following aspects were investigated in the
patients taken under study : demographic data, the reason of the hospital admission,
characteritics of the adenopathy, paraclinical examinations (specific serology against TG,
hematology, immunologic status, imaging investigations, determination of the infectious
etiology, treatment applied and course of the disease). For certain statistic analyses the
group was divided into two subgroups depending on the serology against TG : Subgroup
A - acute infection (negative 1gG, positive IgM) and subgroup B - chronic infection
(positive 1gG, low/negative IgM).
B. RESULTS
. The infection with TG in the infectious etiology of the lymph node syndrome
occupied the third place, in a percentage of 24.46% after reactive adenopathy (48.37%)
and the one determined by the infection with EVB (27.17%). Mention must be made that
in our group 17 cases(37.7%) presented etiologic associations.
1. The age distribution of the cases of TG infection showed a higher incidence in the
age group of 7-14 years (53.33%). The age distribution showed that in subgroup A
prevailed the age group of 3-7 years, while in subgroup B with chronic infection the age
group of 7-14 years was prevalent. This can be accounted for by the natural course of the
infection with the occurrence of the seroconversion at greater ages.
I11. Reasons for admission. Adenopathy as a single symptom was encountered in 62.22%
of the cases, but in the remaining 37.76% the adenopathy was associated with other
symptoms, the most frequently encountered being abdominal pain (13.35%) and fever
(8.89%).
IV. Characteristics of adenopathy. Localization of the adenopathy - the latero-cervical
lymph nodes were most frequently involved (95.55% of the cases). The onset was bilateral
in most cases (64.44% - 29 cases) irrespective of the type of infection: acute or chronic.
The Celsian signs were present in 7 cases only - 15.55% but prevailingly in acute infection
(23.08%). The mean diagnosis period was 13.5 weeks (3 months).
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V. Imaging investigations. Thoracic radiography revealed the aspect of marked interstice
in 24.44% of the total number of cases, but in a percentage of 61.54% in those of
subgroup A with acute infection. The aspect of the thoracic Rx and the acute infection are
dependent on each other, as it was shown by Fisher test, with p=0.0007 (two tail).
V1. Etiologic associations. By the significance square-Chi test the hypothesis can be
accepted that the presence of the inflammatory syndrome is dependednt on the presence of
the etiologic associations (square-Chi=5.14>3.84, df=1, p=0.023<0.05).
C. CONCLUSIONS
1. A increased prevalence of the infection with TG with age was noted in our group,
prevalently in the age group 7-14 years (53.33%). The new cases of infection prevailed in
the age group of 3-7 years.
2. The dominant symptomatology was adenopathy as a single symptom encountered in
62.22%, but in 37.78% of the cases it was associated with other symptoms: protracted
febrile syndrome, diminished apeptite, pain in the lower abdomen, astenia. Consequently,
the presence of these symptoms should determine the investigation of a possible infection
with TG.
3. The period from the detection of adenopathy to the moment of the diagnosis was on
the average about 13.5 weeks, without noting a significant statistical difference between
those with acute infection and those with chronic infection. For this reason the presence of
adenopathy for a longer period than 4 weeks, is another argument for the investigation of
the possible infection with TG, too, which is usually ignored.
4. This study demonstrated that the patients with radiologic pullmonary changes show
4.94 times more chances to develop the acute infection as compared with those not
presenting radiologic changes.
I1.2. Immunocompromised patients
11.2.1. IMMUNOCOMPROMISED HIV INFECTED PATIENTS
A. MATERIALS AND METHODS

In the period November 2003 - August 2004 a study was carried out in the Clinic
of Infectious Diseases Cluj-Napoca, unit of HIV infected children. The group included 43
cases. The data were collected by analysing the health records and the samples for the
determination of the TG specific serology were processed in the Laboratory of the Second
Pediatric Clinic, with the patients' confidentiality. The following aspects were analyzed in
the studied group: demographic data, the stage of HIV infection, immunologic state,
imaging investigations,course of the disease and adhering to the treatment (prophylactic
for TG infection, antiretroviral treatment(TARV)).
B. RESULTS
I. Seroprevalence. In the studied group the infection with TG was present in 15 cases
(34.88%), the remaining 65.12% showing negative serology. In all cases the IgM
antibodies were negative, which associated with the very high levels of the 1gG, 80% with
values >1,000 i.u./ml, confirms the presence of a reactivated latent infection.
I1. The distribution in age groups revealed in group A a clear predominance of the age
group of 7-14 years (66.66%)
I11. A clear predominance of the patients coming from Maramures County was noted (6
cases of those with TG infection).
IV. Evolution. In subgroup A (those with positive Ig against TG) most cases were in stage
B2 (40%) unfortunately followed by stage C3 (33.33%), while in subgroup B prevaile
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stages B1 and B2 with 67.85% of the cases. The only deaths occurred in patients with TG,
both cases presenting toxoplasmotic encephalitis (TE).
V. At the group level the adhering to the TARV was good enough - 85% - but in
subgroup A it was low - 33.33%. Unfortunately, concerning the adherence to the
prophylactic treatment this was low at the level of the general group, too - 21%, and in
subgroup A 20%.
E. CONCLUSIONS
1. The prevalence of TG infection in our group was higher, 34.88% (15 cases).
2. TG infection was prevailingly encountered in the age group 7-14 years (66.66%)
3. Among the residential counties clear predominance of Maramures county was noted (6
cases). This supports the data reported in studies 1.3 and 1I.1 and stress the idea of the
necessity of carrying out epidemiologic studies for the identification of the infection
sources and the intensification of the measures for the prevention of the infection.
4. The adhering to the treatment was low in those with TG both concerning TARV
(33.33%) and the prophylactic treatment with co-trimazole (20%). These results are
reflected on the course of the disease in these cases, favouring the infection with
opportunits and the aggravation of the general condition.
5. Due to the high prevalence of the infection with TG and the predominance of the
advanced stages in the cases of subgroup A, some with unfavourable course, should
determine us to intensify even more the serologic detection of a possible infection with
TG. Also, an adequate treatment should be applied so that “TE can be prevented and
treated" with certainty.
11.2.2. PATIENTS IMMUNOCOMPROMISED POST IMMUNOSUPRESIVE
THERAPY
A. MATERIALS AND METHODS

In the group studied in the period 1999-2003 in the Second Pediatric Clinic in
Cluj-Napoca 3 cases presented immunodepression: 2 cases following long term
corticotherapy (Al1,A2) and 1 case after the administration of corticotherapy and
Metotrexate (B1).
The mode of onset: the occurrence of a lymph node syndrome in the cases Al and A2,
pulmonary involvement - case B1. Clinical — unspecific. Paraclinical examinations: the
inflammatory syndrome was present in all cases; thoracic Rx revealed unspecific changes.
B. CONCLUSIONS
1. The occurrence of a lymph node syndrome or pulmonary manifestations in a patient
with imunosupresive treatment should pose the problem of an infection with TG.
2. The symptomatology of TG infection in the presented cases was unspecific and much
more reduced as compared with that of the HIV infected patients.
3. The immunocompromised patients with TG infection should be followed up as relapses
can occur. Paraclinical monitoring is important due to the cumulative adverse effects of
the therapy against toxoplasmosis and that for the main disease.
4. 1t should be insisted on the preventive measures concerning the hygiene of the feeding,
the contact with the animals.
5. Of great importance is the monitoring of these patients from the ophthalmologic point
of view, too, because TG infection on an uncompromised background can determine
irreversible lesions.
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