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THYROID DISORDERS IN CHILDREN, ADOLESCENTS
AND YOUNG ADULTS
A 25 YEARS RETROSPECTIVE STUDY

Zahan An c ¥, 8Bgraf Dana-Maria 23 Borda Angela,
Nechifor BoiOtirtiean’ MtPa Hc a fu
Abstract

Background: Thyroid disease in children, adolesce
and young adults (TDCA) is dominated by thyroid nodul
toxic mul tinodul ar goiter
thyroiditis and malignant thyroid tumors with airgin
follicular cell or parafollicular C cells of the thyroid glang
The aim of our study was to evaluate the incidence of
TDCA in the last 25 years in our institution and tf
pathological characteristics of papillary thyroid carcinor
(PTC), with speial emphasis on the comparison of ti
pathologic features of tumor aggressiveness betw
pediatrics and adults patients with PTCs.

Material and methods: We performed a retrospect
cohort study on 101 cases of TDCAs (patients < 20 yd
old), registerd i n t he Depart ment
Mur ek Emergency County HoO{

Results: One hundred and one patients were identif
90 girls and 11 boys, female to male ratio was 7:1 and m
age at di agnhosi s wa s ifitant.
increase in the incidence of malignant thyroid tumors
follicular cell origin, was observed between 26#B14 as
compared to the period between 12413 (70.6 ersus
29.4%). On the other hand, the incidence of the ben
thyroid diseases was dfa&terized by a statistically
significant decrease in the last decade (66v@%6us33.2%,

p<0.001).As we expected, PTC accounted for most of theeommon cancer in adolescents and young adéjtsith a

cases of malignant thyroid tumors of follicular cell orig
(n=16/17, 94.1%). The most common PTC variant W
conventional PTC (CPTC) (62.5%). The most comm
benign thyroid disease was nodular goiter (45.5%), follow
by follicular adenoma (19.8%). The autoimmune thyrg
diseases were present in 13 caskmshimoto thyroiditis 9
cases (8.9%) and Graves' diseasecases (4%). The

cancer patients showed that children had higher rate
|l arger primary tumors (19

| N MUREK Cd

|l onel a

(43.75% verss 29.5%, p- 0.002), a more significan
ntextrathyroidal extension (37.5% versus 19.8%4).002) and
psa more important lymph node involvement (25% ver|
1. 7%Gp 000078 s 6 di sease, autoi

Conclusion: The incidence of TDCA has reved

th€he incidence of malignant thyroid tumor of follicular ¢
neorigin has increased, while the incidence of the bel
nahyroid disease has significantly decreased over the 9
neperiod. In our institution, the pediatric thyroid canbas a
eanore advanced stage and shows a more extensive disg
the time of diagnosis than adulthood thyroid cancer.
veKey words: thyroid disease, children, papillarthyroid
akarcinomagxtensive disease
of Pathol ogy, T rgu
pntroduction bet ween 1990 and 20
ed, Thyroid disease in childreradolescentsand young
eadults (TDCA) is dominated by thyroid nodules, with
5higherN malignahcy yratea rcsmpared tos adylts, td
omul tinodul ar goiter, Gr
thyroiditis and malignant thyroid tumors with origin
follicular cell or parafolliculaC cells of the thyroid gland
igiL-4].
Thyroid cancer has become the fifth most comn
cancer in children agedi04 years [5] and the mo

n significant increasing incidence in the last four decades

aseported by many studies around the worlel[T].

on Factors attributed to the increased incidence inc

eibdine deficiency, genetic predisposition (RET mutatio|

idand ionizing radiations. The latter represent a proven
factor for thyroid malignancies a®omfirmed by the sharj

b

oftokines and genes (e.g. VEGF, TGF and EGF) du
. 8n®r d&Velopmenrt 29, 22lnm v er sus 15.

0.8265 mm, g0.005), a higher incidence of multifocalit

y
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Papillary thyroid carcinoma (PTC) is the most comm

histological type (6097%) observed in childhood patients were referredas papillary thyroid carcinomas (PTCS),

with both sporadic and radiatienduced thyroid carcinomg
[17, 18, 20].

Pediatric thyroid cancer tends to be more advance
the time of dignosis and has a higher rate of recurrer
thanthyroid cancesin seen in adults)evertheless, pediatriq
patients have a better prognosis andignificantly lower
mortality rates than adult patients [28].

The aim of our study was to evaluate theideace of
the TDCA in the last 25 years in our institution and t

~

pn The malignant thyroid tumors of follicular cell orig
follicular thyroid carcinomas (FTCs), poorly differentiat
thyroid carcinomas (PDTCs) and anaplastic
H adrcinomas (ATCs). The diagnosis of PWas exclusively
cbased on nuclear features (Figure 1A): enlargem
overlapping, irregularity of the nuclear contours, groo
clearing or a ground glass appearance and nu
pseudoinclusions. Conventional PTC had a characte
papillary architectu that was pure or admixed with
hevariable proportion of follicles. Tumors defined as follicu

l

bd

thyroid

ent,
es,

Clear

istic
a

ar

pathological characteristics of PTC, with special emphasigariant of PTC were composed of small to medium sized,

on the comparison between the pathological features
tumor aggressiveness ipediatric and adult patients wit
PTC

Materials and methods

Database and cases definition
We performed a 25 years, retrospective, cohort st

on 101 cases of TDCAs (patients < 20 years old) registered Extrathyroidal

in the Department of Pathology T-Muge H
County Hospital between January 1990 and December 2

Clinicopathological data on the study cases wi
retrieved from database registers and pathological rep

The following variables were included when analysing the
incidence and the pathological characteristics of TDOAmore isolated/nowontiguous tumor foci in the resect

casesage at diagnosis, gender, surgical procedure and
of thyroid disease. For the malignant thyroid tumors
evaluated the tumor histological type, size, multifocal
(unilateral or bilateral), extragioidal extension and lympHh
node involvement.

The type of the surgical procedure was also record
lobectomy with or without isthmectomy, subtot
thyroidectomy, total thyroidectomy and total thyroidector
with central or lateral neck compartment diss@tti

The histophatological types of TDCA included: beni
thyroid disorders rodular goiter, follicular adenoma
Hashi moto thyroiditis and
uncertain malignant potential and malignant thyroid tum
of follicular cell origin

¢ a

Figure 1: Intrathyroidal versus extrathyroidal papillary thyroid carcinoma: a multifocal, intrathyroidal conven

papillary thyroid carcinoma case (A); extrathyroidal
adipose or muscular tissu@).

afregularly shaped follicles, with characterisBd@ C nuclear
h changes in most of the cells lining thegdlicles and
virtually no papillary structures. The diagnosis of ot

The 2009 TNM staging system (tumor
extrathyroidal extension, lymph node metastasis, dis

Ldstudy [26].
extension was defined as

eréissues or sternothyroid muscle (TNM stage T3 tun
brigzigure 1B) [26].
Multifocality was defined as the presence of two

typleyroid gland [25].
we  The lymph node involvement was considered posi
tyif at least one positive lymph node was preserthe ymph
nodes resected during surgery
The pathological features of tumor aggressivenes
eghediatric patients were compared to a cohort of 608 a

In order to analyze the incidence, clinicahdg
pathological features of TDCA, we subdivided the tq
yjnseries in two main groups, according to the time
, diagnosis: group one (199M03) and group two (afts

2064). aThee subft yead iofs 2004s g beent chaven |
braccordance to the introduction of the neWHO
classification of Endocrine Tumors [25].

ny

PN LD

extension, defined as tumor penetration into the a

tumors was made in accordance to the WHO criteria [25].
size,

metastasis) was applied forl ahe cases included in the

her

tant

tumor
E me¢ papetrationythrough the thyroid capsule into the adja
D1tfssues, with invasion into the immediate perithyroidal soft

cent

pr

or
bd

tive

S in
dults

al with PTC alsadiagnosed in our institute in the last 25 years.
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Data analysis performed in 45 (44.5%), 20 (19.8%), 34 (33.8%) and 2 (1.9

Statistical analysis was performed using the Statisticeo) cases, respectively.

Package for Social Sciences (SPSS, version 20, Chicagq, IL, The majority of TDCA cases occurred in females
USA). Data were labelled as nominal or quantitative(87.2%), with the female to male ratio of 7:1. The mean|age

variables. Nominal variables were characterized by meang aft diagnosis was 19.7 N  1-old rarygegfrora 5 to 19

frequencies. Quantitative variables were tested for normalityearsold with no statistically significant difference hy

of distribution using Kolmogore®mirnov test and werg gender group.

described by mean N st anfar @heidcelenceaftvarious TDBA is showrdin Tabie 1| & n d

percentiles (25%; 75%), wheneveappropriate. The| significant increase in the incidence of malignant thynoid

frequencies of nominal variables were compared with a chtumors offollicular cell origin was observed between 2604
square test. Differences in the mean or median betwe@914 as compared to the period between 1Z®UB (70.6

groups were analyzed using theest and ANOVA test. Thel versus 29.4%) On the other hand, the incidence of |the

level of statistical significance was set at p<0.05. benign thyroid diseases was characterized by a statistically
significant decrease in the last decade (66v8¥us33.2%,
Results p<0.001)(Table I).
From atotal of 4890 tumoral and nemmoral thyroid The most common benign thyroid disease was nodular
lesions registered in our department over the last 25 yeagiter (45.5%), followed by follicular adenoma (19.8%).
101 (2.1%) were TDCA. The autoimmune thyroid diseases were present in 13 eases

Regarding the surgical procedure, total thyroidectomytashimoto thyroiditis 9 cases (8.9%) and Graves' disegse 4

subtotal thyroidectomy, lobectomy and total thyroidectomycases (4%(Table I).
with central or lateral neck compartment dissection were

Table I. Incidence and histophatological characteristics of 101 TDCAs

Histophatological types of TDCAs No. of cases No. of cases No. of cases p
Total (%) 19902003 (%) 20042014 (%)

Benign thyroid diseases 79 53 (66.8) 26 (33.2) <0.001

Nodular Goiter 46 (45.5)

Follicular adenoma 20 (19.8)

Hashimoto Thyroiditis 9 (8.9)

Gravesd Disease 4 (4)

Malignat thyroid tumors with 17 (16.8) 5(29.4) 12 (70.6) <0.001

follicular cells origin

Papillary thyroid carcinoma 16

Poorly differentiated thyroid 1

carcinoma

Thyroid tumors of uncertain 5(5) 1(20) 4 (80) <0.001

malignant potential

Total TDCA 101 59 (31.7) 42 (68.3)

As we expected, PTC accounted for most of the cgsesrsus 0%, p<0.001) and multifocality (85.7 % versus 14.3,

of malignant thyroid tumors of follicular cellorigin | p-0.001).

(n=16/17, 94.1%). The most common PTC variant was  The comparison between the pediatric and the gdult
conventional PTC (CPTC) (62.5%), followed by follicular thyroid cancer patieashowed that children had higher rates
variant of PTC (FVPTC) (37.5%). The incidence andof large primary tumors (19.8 N @ersik2 9. 7|7
clinicopathologic characteristics of different histological0.8265, p0.005), a higher incidence of multifocality

variants of PTC cases are sumrmad in Table Il.Despite | (43.75% versus 29.5%, p - 0.002), a more significant
the smaller mean tumor size of CPTC versus FVPTC casestrathyroidal extension (37.5%rsus19.8%, p 0.002) and
(15.77 N 0.8265 mm v &0 the| d Sared idpdRanigntpl Bodeminvplvempent (25% vers
other pathological features of tumor aggressiveness were7%, p- 0.007) as compared to adults (Table III).
more prevalent among CPTC: extrathyroidal extension (100

% verais 0%, p<0.001), lymph node involvement (100%

S

N
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Table Il. Clinicopathologic characteristics of classical/conventional
papillary thyroid carcinma cases and follicular variant.

Factors CPTC (%) FVPTC (%) p
Total 10 (62.5) 6 (37.5)

Mean age (years 17. 8 N 17.2 N 0477
old)

Female 8 (80) 4 (66.6) 0.402
Tumor size 15. 77N 19. 02NC 0.02
(mean, mm)

O 10 1(10) 1(16.7) 0.028
11-20 5(50) 3 (50)

21-40 3 (30) 2(33.3)

>40 1(10) 0 (0)

pT stagé <0.001
pTla 1 (10) 1(16.7)

pTlb 2 (20) 4 (66.6)

pT2 1(10) 1(16.7)

pT3 6 (60) 0 (0)

Lymph node 4 (100) 0 (0) <0.001
involvement

Multifocality 6 (85.7) 1(14.3) 0.001
Extrathyroid 6 (100) 0 (0) <0.001
extension

Legend: papillary thyroid carcinom®TC, conventional PTCPTC, follicular variant of PTQ FVPTC
a- TNM Classification of malignant tumors.7th Edition. &pringer (2009).

Table Ill. Pathological characteristics in pediatric and adult patients with PTC

Factors PTC in pediatric PTC in adult
patients (%) patients (%)
Total 16 608
Tumor size 19.38N 9 15.77KR 0
(mean, mm)
p 0.005
Lymph node 4 (25) 46 (7.7)
involvement
p 0.007
Multifocality 7 (43.75) 179 (29.5)
p 0.002
Extrathyroid 6 (37.5) 120 (19.8)
extension
p 0.002

Legend: papillary thyroid carcinom&TC
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Discussions

Our study revealed important changes initteédence
of various TDCA in our institution over the last 25 yed
(19902014). The incidence of malignant thyroid tumors
follicular cell origin was characterized by a statistica

significant increasing trend after the year 2004 as compard®l C [32, 33].

to the pevious period in our institution. Similar results ha
been reported in many countries around the world,
especiallyin countriesfrom Europe and North America {7
10].

Many factors can be attributed to the increasi
incidence of malignant thyroid twrs. Some welknown
risk factors for follicularderived thyroid carcinomas, likg
the ionizing radiations (radiotherapy, fallouts, diagnostic
rays), lifestyle habits (overweight, low iodine intake), sor
environmental  pollutants  (dioxins,  polychlorinate
biphenyls etc.) are also present in our region.

The thyroid gland in children is most sensitive
ionizing radiations [12], which explains the increasi
proportion of thyroid cancer diagnosed in older childr
who underwent radiation therapy for thdirst primary
tumor [1315,29,30].

Taylor AJet al showed that in a cohort of 17,98
patients, followed for an average of 17.4 years, eigigit
percent of thyroid carcinomas were found in patie
undergoing radiotherapy for primary pathologies ire {
cervical region. The risk of thyroid carcinoma was higher|
patients treated for Hodgkin's disease (RR63G: 1.1
10.1) and notHodgkin lymphoma (RR 3&IC: 1.1110.7)
[16].

Our region was affected in April 1986 by th
Chernobyl nuclear power plant diger, but further researc
is still needed to prove the involvemenit the radioactive
particlesin the initiation and progression of TDCA in ol
country.

Exposure to ionizing radiation during and after t
Chernobyl accident increased the risk for theedlgoment
of well-differentiated thyroid cancer in those exposed
childhood and adolescence, as demonstrated in many st
[16-19].

In 2006, Cardiset al indicated that the number 0
thyroid cancer cases in children aged between 0 to 14 ys
stared to increaseis years aftethe Chernobyldisasterand
reached a peak at about 10 yearsile for those aged 15 tg
18 years, the peak was reached 15 years after exposure

The incidence of # benign thyroid disease
(surgicaly treated has sigificantly decreased in the lag

decade in our institution. We found that the most commosignificant changes in our institutiaver the last 25 years

benign thyroid disease was nodular goiter, followed
follicular adenoma. A possible explanation for this result
the fact that besides the mandatory use of iodizdidin our
country since 2002, our region is still mildly iodideficient

(46.9%), followed by FVPTC (45.6%), in accartte with
other published studies [31].
rs Regarding the histological variant, many studies
ofshown that follicular variant of PTC is associated wit
lymore favourable prognosis compared to the conventi

e In accordance to previous resulig, our study, th
anconventional PTC revealed a higher rate of lymph n
involvement, extrathyroidal extension, multifocality a
more prevalent TNM T3 tumor stage, compared to
ndollicular variant.
Based on the data reported in scientific literat
regarding that pediatric thyroid cancer tends to be
X advanced at the time of diagnosis and has a higher r
nerecurrence than adulthood thyroid cancer-283, we have
d analysed the prevalence of the pathologic features of t
aggressivenedsetweerthese two groups of patients
to In our study, children with PTC presented with m
ngextensive disease as compared to adults with PTC. Ly
emode involvement at diagnosis was observed in 259
children compared to 7.7% of adults. Similar studiegeh
shownthat the lymph node involvement at diagnosis is g
0 in 40% to 90% of children compardd 10% to 50% of]
adults [2325].
hts  The prevalence of extrathyroidal extension in pedig
h patients with PTC was 37.5%, significantly higher than
inn adult PTC patietswhere it was only19.8%. Extrathyroid
extension is an independent factor predicting a
prognosis,an important risk factor used iMNM based
staging system [4, 28].
e Multifocal disease was more common in children tl
h adults and is seen in about.43% of childhood PTC case
In a recent retrospective review of 150 pediatric patie
r Lee YA et al. demonstrated that the recurrence was hig
in pediatric patients with multifocal papillary thyroid cang
hethan adult patients [26]. Other studies havevs that
multifocality was an independent risk factor for P
imecurrence, metastasis or diseapecific mortality [23, 33
IdRg.
An important limitationto our study is the lack of daf]
f regarding the mortality and/or diseasgp e c i y C
pains, pedatric patients with PTC. However, we succeede(
determine the incidence and the pathological character
in our population over a period of 25 years.
[18].
5 Conclusions
t In summary, the incidence of TDCA has reveg|

byrhe incidence of malignant thyroid tunsasf follicular cell
iorigin has increased, while the incidence of the bel
thyroid disease has significantly decreased overptréeod
of the study. In our studythe follicular variant of HC is
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and multinodular goiter is still relatively frequent. A-re¢ associated witimore favourable pathological characteristics

evaluation of the national program for the prevention &

control of iodine deficiency in our country is mandatory.
In our study, the incidence of malignant thyro

carcinoma was 16.8% and the PTC was diagnosed in 94

cases, similar to the incidence from other reports][1

\nds compared to conventional PTCs. In our institution,

pediatric thyroid cancer has a more advanced stage
d shows a more extensive disease at the time of diagnosis
.18dulthood thyra cancer.

CPTC was the most common variant of PTC in our sty
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CHARACTERISTICS OF PEDIATRIC TUBERCULOSIS
IN A HIGH ENDEMIC AREA

El ena 1B Ariadna Retronela Fildant2 Adri
Raluca Railanw?, Emanuel Tudoraché#, Cristian

Abstract

Introduction: Tuberculosis (TB is animportant cause|
of morbidity and mortality in childrenespecially in high
endemic regions as Romania. Pediatric TB reflects both
epidemic level of the region andthe control measures
efficiency of national programs in the territargupporting

the diagnosis of TB in children is more difficult than i

adults because théacteriological test for Mycobacteriun
tuberculosis is usually negative

Objective: observe the clinical, bacteriological and
radiological profile of tuberculosis in children and
adolesents,including difficulties in diagnosis monitoring
and treatment

Methods:the data were collected from patients’ filg
from 15 January 2014 until SNovember 2015for all the
children and adolescents under the age of 18, diagn

ana Socac?,
Oance&*

included adenopathy {+elements of the Gohn CompleX
nodules, infiltrate or parenchymal cavity.
Conclusions:In our study,the largest sharef TB
thmaseswas met inthe age groupl5-18 years. Most patient
reportedthe presence ofuggestiveclassic symptomsof
tuberculosisThere were differences between the two gro
of children and adolescents, fielation to diagnosticriteria
role in supporting thaliagnosisof certaintyor diagnosis of
probability. The kenign primary TB wasthe most frequen
form, being present in all age groups, insi@nificantly
higher proportion of cases compared tprimo-secondary,
secondary and pleur@drms. Pleural effusion was present
one third of the TB cases occurred betweeri8%ears old
esin 31,7% of casesCultureconfirmed caseswere more
commonin the groupof adolescents.The diagnosis of TH
psdibease in children remain a challenge for the pulmonoilq

1

ups

in

gist

with pulmonary TBin the Pediatric Department of Clini¢ based on the fact that bacteriological confirmation is rarely
Pneumophysiology Hospital Constanta, Romanle | achieved.
reviewed the patient files and noted a number of varialbldsey words: pediatric tuberculosis, TB contact, primary T|B,
which included: age, s e x , | aflemopatiyytubenhcilis gkio tesy, cavitanaTBi ent 6§ hi
signs and symptoms, bacteriological examinatismear
and culture), tuberculin skin test, TB exposure, smok|ndgntroduction
habits, lesions on chestray, treatment and evolution. Tuberculosis (TB is animportant cause of morbidity

Results: During the 22 months, 101(13,5%) patientsand mortality in childrepespecially in high endemic regions
out of the 748 patients treat@dthe pediatric pulmonology| as Romania. PediatricTuberculosis reflects both the
department were diagnosd with TB. The gender| epidemic level of the region andthe control measures
distribution was uniform53 (52,5%) female and 48 (47,5%) efficiency of national programs in the territdry
male. The fequencyof TB cases increased with age(3%) | Worldwide, there were reported 1 million new TB cases in
cases under 5 years old, 26 (25,7%) between 5 and 9 yeatsldren in 2014, and 140000 de&hBulmonary TBis a
old, 31(30,6%) between 1D4 years old and 41(40,5%) contagious infectious disease caused by Mycobactefium
cass between 15 and 18 years olost patients were| tuberculosigM. tuberculosis). The ®urce is thanfectious
symptomatic (87%)the most frequent symptoms reportedindex TB patient who spreads bacilli during coughing,
were: fever (65%), cough (74%), decreased appetite (7p%heezingtalking, singing*’. Children who are exposed to| a
and decreased weight (65%). A close contact with aontagiouscasecan getinfected, but only 510 % of them
contagious secondary TB disease was foun80 patients| get active TB disease during their fife
(49,5%). The tuberculin skin test (TST) was positive in B2 In Romania,the global incidenceof TB being high
patients (81%)We found 47 patients with benign form qf (70%000 inhabitants), TB infection occurs during
primary TB, 4 primesecondary TB (pogtrimary TB), 26 | childhood compared to low endemic countries where age
secondary TB and 24 pleural TB effusions. 23 patients hamhoves towards young adult
smearpositive and positive culture. Thechest Xray
T0Ovidiusodo University, Faculty of Medicine, Constanta
2Clinical Pneumophtysiology Hospital of Constanta
SiVictor Babeso Clinical Hospital of I nfectious Diselases
‘iVictor Babeso University of Medicine and Pharmacy,| Tim
E-mail: elena.dantes@gmail.com, ariadnapetrofildan@yahoo.com, adriana_socaci@yahoo.com,
raileanu_raluca@yahoo.comudorache_emanuela@yahoo.com, oancea@umft.ro
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TB infection is asymptomatic in many childrgi85%
cases)they remaining healthy carriers diet TB bacillus
During childhood and adolescentee risk of developing
active TB disease is differenthe most exposed being thos|
under 5 years old and the HIV infectedsenerally, for
children under 2 years old, infection progress to disease
in first year after infectidh

Prolonged household contaanalnutrition immune
debilitating diseases, particularly HIV infection, gene
factors and virulence of the bacillus are high risk TB factd
that favour progression infection to active dised%€ The
diagnosis of TB disease in children is often diffitd it is
based on epidemiological criteripositive tuberculin skin
test suggestive sign of TB on chest radiograph
bacteriological exam for M tuberculosis or histopatholo
examinatiof.

The clinical examination is nonspecific and th
bacteriologicalconfirmation is rarely achievéd® In the
absence of the gold standard diagnostic critg
(bacteriology or histopathology}the decision to establish
the diagnosis andspecific antituberclosis treatment
depends on cl i ni mdstacasédseingex
diagnosis oexclusion.

Objective

The present study aims to determine child tuberculg
particularities depending on age period and the m
important changes of the disease in adoéntsSince this is
the only hospital in Constanta county wheesliatric TBis
diagnoseed and treated, we consider that the study coho|
representativéo characterizehe features of this disease.

Material and Methods

The data were collected fo pat i ent 6 s
January 2014 to 1st November 2015 franhildren and
adolescents under the age of 18, diagnosedtulithrculosis
in the Pediatric Department of Clinical Pneumophysiolg
Hospital Constanta, Romanile reviewed the patient fileg
and noted a number of variables which included: age,
family and patientds hi st
cough, decreased weight and appetite), bacteriolog
examination (smear and culture), TST, TB exposy
smoking habits, chest-Ray, treatrent and evolutionWe
defined as Group 1 patientsaged 0-4 years(infants and
newborns included),Group 2 - preschool and schoo
childrenaged5-9 years group 3- school children betweer]
10 and 14 years old (puberty included) and group {
adolescents agebetween 15 and 18 yeacfnsidering that
there are differences iterms of hormonal and immune
status as well as particularitiesn terms of exposurdgo
infectious agentanddifferentrisk of developingl'B.

Subsequently tuberculosis characteristics were
compared between the group of childrenand the
adolescentsinvoking thethresholdof 15, according to the
notification data used by WHO and guidance TB repfrt
The children performed TST through Mantoux meth
using 5 tuberculin units (TU) of Muberculosis PPD RT 23

~N

hours the transverse diameter of induration was meas
We considered a positive TST with an induration highe
equal to 10 mm in diameter (all being immucmmpetent|
e and BQ5 vaccinated children). A close contact W
considered when the child had been exposed to a r
tleentagious TB case (sputum smeasitive).
A standard anterposterior (AP) followed by a latera
chest XRay was done for all cases. Those with sugges
icradiological signs of TB were subjected to bacteriolog
regxamination of sputum or gastric aspirate. In the presen
pleural effusion we perform thoracentesis with biochem
and cytological examination of pleural fluid. In order
sustain TB etiolgy we considered a value of adenos
, deaminase (ADA) more than 40 Ul associated
jidymphocytic exudative effusion being strong criteria
high probability of TB diagnosis and start ai® treatment.
Statistical analysis of the data was carried ouigugie
Graph Pad Prism software. Theatsstical significanceof
ridests performed wamterpretedaccording top value The
frequencies of symptoms, radiological signs, results in ]
and bacteriological confirmation were compared betw
pthee lage graupse , i n

e

Results
From January 2014 until October 2015, 101 child
siand adolescences aged between 0 and 18 years (13,5
ogif the 748 patients) were diagnosed with TB and trete
the pediatric pulmonology departmentThe gendef
distribution was uniform53 (525%) female and 48 (47,59
It imale. Fequencyof TB cases increasing with agé (3%)
cases under 5 years old, 26 (25,7%) between 5 and 9
old, 31 (30,6%) between i1D4 years old and 41(40,59
between 15 and 18 years old. 47 (46,5%) patients
fdiaghoses with primary TB,s4t(4%)patients ere diagnos
with primo-secondary TB, 24 (23,7%) patients with pley
effusion and 26 (25,7 %) patients with secondary (Ti§
gyl). The kenign primary TB was the most frequent form
being present in all age groups, insignificantly higher
segroportion of cases compared toprimo-secondary,
csecyndary sandg plesirdioans (0<0.95). nPpirhesenosdary
icbdrms in patients over 10 years old were present in 49
rethe cases, being more rare than other forms of TB (p<0.
The incidenceof primary TB forms wassignificantly
higherin the age group5-9 years (44,70%) and 111 years|
(36,1906), compared to groups under 5 and those bet
1518 years old (p<0.05), and secondary TB forms W
more frequent (76%) in the age group 1% yeargp<0.05),
and being absent in children under 10 years old. Plé
effusion was present in one third of the TB cases occl
between 1518 years old, in 31,7% of cases, and in 15,39
TB cases in children of-8 years old (p<0.001) (figure 1).
Most patents were symptomatiche most frequen
symptoms being fever (65%), cough (74%), decred
appetite (70%) and weight loss (65%). A close contact
an active secondary TB disease was found in 50 pat
pd49,5%). The tuberculin skin test was positive8thpatients
(81%) table 1).
72
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Figure 1. Distribution of TB forms by age grouj

Table 1.Chacterisitics of TB forms: primary, prirgecondary, secondary and pleural. TB

N= Primary TB Pleural effusion Primo-Secondary
(%) n=47; (46,5) n=24 (23,7) TB n=4(3,9)
Female 20 (46) 10 (41) 2 (50)
Male 27 (57) 14 (58) 2 (50)
BCG 47 (100) 23 (95) 4 (100)
Age:
Under 5, 3 (6) 0

5-9, 21 (44) 4 (16)
10-14, 17 (36) 7 (29) 2
1518. 6 (12) 13 (54) 2
Close TB contact 30(63.8) 5(20.8) 3 (75)
Smoker/ nonsmoker/UN 2/41/5 8/15/1 1/3

(4.2/87.2/10) 33.3/62.5/4,1) (25/75)

Fever 25 (53) 19 (79) 3
Cough 27 (57) 22 (91) 3
Loss weight 25 (53) 20 (83) 4
Loss appetite 23(48) 21 (87) 4
TST positive 44 (93.6) 20 (83.3) 3 (75)
TST negative 3 (6.3) 3(12.5)
TST UN 1
Chest X-Ray
Adenopathia (+_ othe 47 (100) 1 4
elements of the Gohi
Complex)
Nodule 4 (8.5) 0 2 (50)
Parenchymatavity 0 0 3 (75)
Infiltrate 1(2.1) 0 2 (50)
M tuberculosis
baar + 1(2,1) 0
Culture positive 1(2,1) 4

Secondary TB
n=26 (25,7)

16 (61)
10 (38)
26 (100)

0
0

6 (23)
20 (84)

11 (42.3)

7/11/8
(27/42.3/30)

19 (73)
23 (88)
17 (65)
23 (88)
15 (57.7)
2(7.7)
10 (37)

15 (57)
14 (53)
13 (50)

17(65.3)
13 (50)

BCG: bacilli Camette Guerin, UNinknown

12




JURNALUL PEDIATRULUI & Year XVIII, Vol. XVIII, Nr. 71 -72, july -december 2015

Distribution TB forms by sexwas uniform, with no
significant gatistical difference¢p>0.05) (table 1)Primary
and primo-secondaryforms reportedTB contactin a higher
proportion ofcases compared ®econdary TB formsbut
without statistical significance datistically significant
differences being observed inhbse caseswith pleural
involvement(p<0.05).

Symptoms and TST positive were presentn equal
proportionsin all forms of TB, noting thatin secondary
forms TST testwas not performedn a third of casegin
smearpositive cases). ithr adenopathywasthe radiological
feature regularly present irprimary andprimo-secondary
forms whereas nodules, cavity and infiltrateere found in
approximately equgbroportionsin secondary formsf TB.
These radiological aspects were correlated with
bacteriological eamination most confirmations being
encountered in secondary formsver 65% positive cases
after the direct microscopic examinatiorTuberculosis in
children was more commonamong girls (53.3%), and in
adolescents, among boys (51.2%).

~N

Regardingthe smokiig habit it was morecommonly
encounteredin primo-secondary, secondary and pleufral

forms, compared to the group of patients presenting primary

forms (p<0.05). No smoker was reported in children with
TB, whereas this habit was present in 44% case$
adolescents.

Symptoms and TST were obserwgith approximately|
equalfrequencyin children and adolescentddenopathieg
were significantly more common in children(p=0.01),
whereas nodular forms, cavities and infiltrations were
frequent in adolescents (PO1)(figure 2).

Cultureconfirmedcaseswvere statistically significantly
morein the groupof adolescent$34.7% vs. 8.3%, p=0.01),
and the smegpositive were morecommon inthis age
group but withoutstatistical significancétable 2). Reural
effusions wereobservedn approximately equal proportion
in thetwo age groupswith an ADA value of over 64 U/l i
both groups of patients.

"

50

A3

45

35 T—

TB inchitdremn

TR in adolescent

30 —

25 T

nodule

adenopathia

cavity infiltrate

Figure 2. Distribution of radiological forms in children cohort and adolescent co

Table 2.Characteristics of TB in child compared to TB in adolescent

TB patients Male B Smokers | Sympt. | TST | smear | M. Pleural | ADA
n=, (%) contact + + tuberculosis | effusion | (U/l)
Culture +

Children 28 32 0 36 54 10 5 11
n=60 (59,4

®94)  4e7) (533) 87) 90) (16,6) (8.3) (183 6458
Adolescents o7 18 18 52 28 14 13 13 64.09
n=41(40,6)  (s51) (43.9) (44) (86) (68)  (34) (3L,7) (31.7) ’
p value ns ns p<0.05 ns ns Ns p=0.01 ns ns
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Discussion

The study pursued the clinical imaging
bacteriologicaland immunologica(TST) characteristicef
tuberculosisforms presentin children compared tahose
observed in adolescentsAll cases diagnosedin the
Department ofPediatric Pneumologduring the periodlst
of January2014 until1st ofNovember 201%vereevaluated.
The Department is unique in Constanta and Tulcea coun
reason for which we cwider the cohort characteristic fd
Dobrogea region. The TB surveillance in Constanta Col
highlights incresed values aflobal incidence80%000 in
2014 and global incidence in children-1@ years old)
34%000, Constantabeing in the first 5 countieswvith the
highest incidencén Romania In 2014,38 new casesvere
registeredn the NationalUnique TB Registryandby 1% of
November2015, anotheB7 new TB cases in the populatio
aged 015 years. In the present studgssessment of
tuberculosis caseshaved that TB frequencyhasincreased
with age a small number otaseswere found in patients
agedunder 5 and this period of time is known in literatur
asthe periodwith the highest riskor tuberculosig’.

Distribution of patients by sex was uniformoth in
children and in adolescents (46%: 54% respectively 519
%), different from the data at national level, which show
male : female ratio of 21 The percentage of TB cases f
which the source had been identified, was higher thar
other stdies (53,3% vs. 43,9% in the children cohort
adolescent cohort, totally different from 27,8% in Marg
study¥. In children, a close contact with family members
more frequently identified. Smoking as a TB risk factor
children is debatable, bthe present study showed the fq
that 44% of adolescents were smokers when they were

the early age they started smoking, thetnchialmucosalis
exposedo substancethat alterthe ability of local defensg
the socalled cellmediated immune response, against
tuberculosis infectionsSymptoms were presentin most
patientg(87% ).

The most common symptomsiclude fever (over
60%), chronic coughfor more than 3 weeks (over 70%
weight loss (over 63%), loss of appetite (over 65%). |
significant differences
between age groups-(® years old, 188 years old)The
results aresimilar to thosein other studiesFor example,
Marais' study that followed the prdeace of symptoms

high burden community showed the constant presence
combination of symptoms traditionally associated w|
tuberculosisbut havdimited diagnosticvalue

Weight lossand cougjing have a positive predictive
value of 5%. WHO reports a frequency of 0.6%.6% of
smearpositive in children under 14 years old and 95
negative smear in children under 12 year<.dld our study
we found 16.6% cases of smemnsitive, in more severéB
cases. Other studies report less than 15% acid fast b
smearpositive and 380% confirmation in culture'?13

It is difficult to obtaina sample ofjoodquality sputum

diagnosed. This result may be considered an alarm regandingses (20.7% 15 being from adolescents' group. In t
case, as in the others, presented above, the data are

in symptom prevalence existedhe age group: 138 years. Most patientseported the

associated with pulmonary tuberculosis in children fromy @upporting the diagnosis of certainty or diagnosis of

~N

recommendeld!® Positive TST supportsthe diagnosisof
infection and it should beinterpretedwith caution as a
diagnosticcriterion in BCG vaccinatedpopulationor in the
endemic areasln younger agegroups, it is required
differentiationof postvaccination immunitygiven byBCG
by performing Quantiferon testintrathoracicadenopathieg
andlung lesionswvere present on chextRay up to 80% of
tiehe child's TBS. As literature showed, hilar enlarged lym
r node was the most frequent modification observed in
ntgatients (786 under 15 years of age). 11 children prese;
pleural effusion (26%).

The TB diagnosis was confirmed by positive cult
but this appears in extensive forms like cavity specifig
adolescent TBIn the negative smear and culture forms
TB, guidanceles recommend other criteria for diagnog

n household contact, complex of symptoms, chesRay,
TST and excluding other caused illness In high endemid
countries contactmay be extendedextradomiciliary'’.
Computed tomography of chest wast routindy usedto

e confirm the presencef adenopathiegyiven the riskof
radiationat that ageFiberbrochoscopyas performedn 7
casef extrinsic compressioauspicionandit was confirm

:4i91 6 cases. Ganglibronchialfistulawas presenin one case
&leuraleffusionwas the main TB form of presentation in t

br adolescents™ cohor31.7 % vs18%) 4 cases (20%) ¢
ipleural effusion were confirmed by positive M. tuberculg

sculture in pleural fluid, and the mean value ADA was 64

isin both cohorts, similar withiterature dat&. Pleuralbiopsy
iswasnot possiblein the department

in The study had several limitationk.is estimated tha

ctdiagnosisfor child tuberculosigs one of exclusionCorrect

TdBagnosis by positive culture was established only in

consistent with those in specialized literatulinical,
M.epidemiological, TST and radiologicalcriteria remainkey
elementsfor high probability diagnosissustainedby the
specialist

, Conclusions
No In our studythe largest sharef TB casesvasmet in

presence ofsuggestiveclassic symptom®f tuberculosis
There were differences between the two groofpshildren
and adolescents inelation to diagnosticcriteria role in

ofpaobability. The kenign primary TB wasthe most frequen

thform, being present in all age groups, insi@nificantly
higher proportian of cases compared tprimo-secondary,
secondary and pleurfdrms Pleural effusion was present
one third of the TB cases occurred betweeii8%ears old

%in 31,7% of casesCultureconfirmed caseswere more
commonin the groupof adolescentsThe dagnosis of TB
disease in children remains a challenge for

aciplulmonologist based on the fact that bacteriolog
confirmation is rarely achieved.

in childrenand for this reasoimduced sputum method i
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AORTIC COARCTATION IN INFANTS AND CHILDREN 1
DIAGNOSE, TREATMENT AND PROGNO SIS

Gabr i el'd ArdaoRomik? Cristina Olariu ?, Alexandra Popesch,
Ramona Olteantf, Raluca Isaé, Mihai Gafencut!?

Abstract Key words: coarctation of the aortdiigh blood pressureg,

Coarctation of the aorta is a congenital heart defeathildren, infants, recoarctation
involving a narrowing of the descendingaorta. Blood
pressurds higher before the narrowirand lower past th
narrowing, with 20 mmHg difference betweepper and
lower limbs, clinically expressed bsent femoral pulses. narrowing is a relativelgommon defect that accourist%
In infants coarctation of the aort® severe and represent|a of all congenital heart defegtwith a prevalence of in 10
cardiologicalemergency but in child, aortic coarctation is
sometime undediagnosed, patients presenting at thepoint afterthe transverse archto the iliac bifurcation, bu
hospital for high blood pressure of unknown etiology
complaining of headache, or lower limb pain in effort

We want to highlight aorticcoarctationas a cause o
high blood pressure in children and to drawn attention thahoracic or abdominal at&. It may beas anisolated defec
this kind of patients, even after aortic coarctation repair
remain with hypertension that has to be treated and patierticuspid aortic valve (may be seen in nearly two third$
followed up. We want to share our experience with somafants with coarctation of the aortahypoplasia of thg
cases of surgical cumgction of aortic coarctation and aorta, ventricular septal defect atrial ®ptal defect,

Introdu ction

complications such as recoarctation in special type of gothtcansposition of great arterieand patent ductus arteriosps

aortic arch and also, recoarctation after stent implanting. | and complex lesion®8oys have the dett more commonly

Coarctation

Fig 1. a.Schematic drawing of alternative locations of a coarctation of the &omalationto the ductus aeriosus.
A: Ductal coarctation, B: Preductal coarctation, C: Postductal coarctatioscénding aorta2: Pulmonary artery3:
Ductus arteriosus, Descending aorta, 5: BrachoephalicTrunk, 6: Common left carotid artery’: Left subclavian
artery.;b. Coarctation of the aorta.

MVictor Babeko University of Medicine and Phar macy
iLouis Turcanuo Chil dr en o s ddimtecCinency Hospital Ti mick
E-mail: gdoros@gmail.com, apopoiu@umft.aariu.ioanacristin@yahoo.compopescu.mariaalexand@zyahoo.com,
ramona_veronica_tudor@yahoom,ralu_isac@yahoo.cormgafencu@umft.ro
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Coarctation of the aorta (Ca) or descending aorta

000 live birth. Coarctation of the @ta may occur at any

than girls and the ratio is 2:1, excepted Turner syndroms.

98% occur just below the origin of the left subclavian arfery
at the origin of the ductus arteriosus (juxtaductal coarctgtion
- Fig. D; rarely, a coarcted segment is present in the Igwer

agr in association with various other lesions, most commonly

of
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Clinical presentation and examination

In fetal life, coarctation of the aorta can be diagnog
by fetal echo, but with no severe consequences on fe
because of the ductus artesus circulation.

After birth, some of the newborns with aort
coarctation will remain asymptomatic due to a go

N
reveal left ventricular hypertrophy, meaning narr
ectoarctation.

’tus, Cardiopulmonary Xay will show marked

cardiomegaly with pulmonary edema or pulmonary ven
c congestion in newborns and on barium esophagogran
odi E O shaped i ndentuarte oaf o

antegard aortic flow through the aortic isthmus and normalonfiguration and rib notching in children older than 5

ductal flow, but about half ofiewbornswith coarctation of
the aortawill develop symptoms in the first days/weeks ¢
life, after ductal closure. This neonates start to h
hemodynamic deterioration, with poor feeding, poor wei
gain, dyspnea, cyanosis in the lower part of the bo
because the circulation in the lower part of thedyp is
through the ductus arteriosus, right to left and soon afte
the time of ductal cosure, they start to develogpypcea,
tachycardia, and cardiogenic shock because of
hypoperfusion of the abdominal organs, leading to sey
metabolic acidosis ahkidney failure. The diagnoseclude
blood pressure (BP) discrepaes between thextremities

due to collateral circulation.

f Echocardiography, from suprasternal notch will sh

véhe location of the coarctation and with continuous Dop

hwill measure the gradient through tbearctation.

dy, Angio CT with 3D reconstruction is the investigati
that reveal the exact site and the size of the coarctatiof

, ithe collateral circulation. The time for this investigation
very short and applicable in newborn and infants, but
metlod is irradiating.

ere  Angio MRI is also a perfect investigation to reveal
aortic coarctation, neirradiating, but with long time o
sedation. It is perfect for older children, that cooperate

with high blood pressure in the upper part of the body
minimum 20 mmHg lower pressure in the lower part of
body and reduced or absent pulsatsthe fenoral artery
Echocardiography will confirm the aortic coarctatio
Neonates in this condition need urgent treatment for h
failure with shortacting inotropic agents, correction d

ndo not need sedation, or for small children that do
hecogperate and need sedation.

Catheterisation is not a diagnostic tool now, but i
h.used in the treatment of aortic coarctation, a perfect me
pafdr interventional dilatation and stent implantation.

f

acidosis, sometime intubation and mechanical ventilafiofreatment

before immedite surgical correction.

In children aortic coarctation is generally
asymptomatic and is incidental discovered and diagno
Children are sometime complaining of headache, leg [
after effort, claudication, epistaxis. At the clinic
examination, theyan be discovered with cardiac murm
and high blood pressure in the arms and absent
diminished femoral pulse. In coarctation of the aorta, blg
pressureis higher before the narrowingf the aortaand
lower past the narrowing, witle minimum 20 mmHg
difference between upper and lower limbs, associated
absent femoral pulsesSymptoms depend on how mug
blood can flow in the lower part of the body, through t
coarctation. During time, collateral circulation from aor
will develop in the upper padf the body, to feed the lowe
part of the body.

In milder cases, symptoms may not develop until
child has reacheddolescence. Other symptoms includ
chest pain, cold feet or legsizdiness or faintingdecreased
ability to exercise failure to thive, leg cramps with
exercise nosebleed poor growth pounding headache
shortness of breath

Diagnose

It is based on clinical examination, electrocardiograp
(ECG), cardiopulmonary Xay, echocardiographgngioCT
with 3D reconstruction or angio MRInd if necessary
catheterization.

Electrocardiography in newborn will show right ax
deviation and right ventricular hypertrophy, much freque
than left ventricular hypertrophy; in children, ECG may

Medical treatment
In symptomatic newborns, mtaglangin E1 has tbe
sedtarted to reopen the duct, to assure good blood flow t
akidney. In case of heart failure, shaxtting inotropic agent
al as dopamine or dobutamine, diuretics and oxygen is ne
ur before surgery.
or Systemic hypertension has to beeated with beta
otblockers in older children. Lifelong prophylaxis of bacte

Surgical treatment
vith  Surgical repaircan be done by four technique
h resection of the coarctation and end to endssymosis of
hethe aorta, enlarging the coarcted zone by parching
taDacron, or subclavian flap repair, or conduit insertion

segment of the descending aorta, all done by left la
hehoracotony. All four techniques have a high rate
errecoarctation, especially if the correction is in newb
period or infants. The intervention by parching with Dac
is no longer used, because of a high rate of aneu
formation. The flap repair needs the Igfibclavian artery tq
be legated because the proximal part is used to patc
coarcted segment and the patient is pulsless in the left
where the circulation will be assured by collaterals. If
hsymptomatic newborns are not operated, the mortalityis
around 90%.
Interventional treatment
Interventional balloon dilatation was introduced
s treat recoarctation after surgery intervention, but soon
'nbecame the first option in the treatment of aortic coarcts
bein children. Rare complicatiorsan be mentioned as: aort

normal in 20% of cases, meaning large coarctatiommay

dissection, rupture and aneurysm formation. The ageg

endocarditis is necessary in case of bicuspid aortic valve.
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balloon dilatation depends on the center
experience, but still remain the risk for recoarctation

Interventional stent implantation became the treatmieriDespite

~N

to centecomplete expanded. She performed avraterventional

dilatation of the stent and the gradient dropped to nor
this, high blood pressure persisted,

of choicein aortic coarctation, with low rates of immediate antihypertensive treatment was continued. She is now

complications. Despite these, recognized complications

aneurysm formation, stent fractures and recoarctation, with a

lower rate comparing with surgery. Reintervention and s
in stent implantationsi possible. Angio CT is used to dete
de post procedural aneurysm formation and the s
integrity.

Follow-up and Prognosis

Even after early surgery or interventional repair
aortic coarctationapproximately 30% opatients will be
hypertensive bydolescence60% of adultsafter correction
of aortic coarctation in childhood will be hypertensi¥éis
is the reason this kind of patients have to be followed u
6-12 months. A part of the patients have normal rest bl
pressure, but at exercise éép exaggerate blood pressu
response, meaning the onset of overt hypertension. In
has to be followed complications regarding the bicus
aortic valve, aneurysm formation, stent recoarctation
persistent hypertension that have to be medicategjn@sis
depends on complications.

Our experience in follow up complications

We want to highlight two children wih aortic
coarctation, a girand a boy, both surgical operated at th
age of 5 with end to end anastomosis. They were folloy
up yearly. Intime, they stared to develop recoarctation, w|
significant gradient, hypertension in the arms, headache
pain in the legs. Both were on medication for high blo
pressure.

The first case, the girl, at the age of 10 perform
angio CT with 3D reconstation, confirming the
recoarctation detected by echocardiography. She hag

reegular follow up program, but free of symptoms.
The second case, a 12 boy started to develop hig
ertilood pressure and he was medicated. In time he deve
ctsevere headache associated with high blood preg
entespite the medication. At echocardiography he prese
serial stenosis due to a gothic aortic arch and assod
bicuspid aortic valve with no gradient, but with a subag
restrictive ventricular septal defect. The gradient was
ofsevere at the level of the surgical operated aortic coarctd
but in serial stenosis, echocardiography is not perfeq
detectingthe gradient. An angio CT was performed, with
reconstruction, reflecting the stenotic areas of the aortic
b alue to the gothic aortic arch and the recoarctation.
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poderformed a catheter exploration and balloon dilatatjon,

rebecause stenting was impdasiin his aortic arch, due to th

imesk of obstructing the left common carotid artery. Af

pidballoon dilatation he was free of symptoms, but still

anchedication for high blood pressure. He is in a regular 3
follow up program, and in case of symptomsretated with
high gradient, he will perform a complete surgical correc
in an experienced cardiovascular surgery center.

Conclusion
e Coarctation of the aortar aortic narrowing is the fifthi
veshostcommon defect that accounts feB% of alllive births
thwith congenital heart defectsAbsent femoral puls
amdgsociated with high blood pressure in upper extremities
odsuspect this diagnose of aortic coarctation. Newborns
infants who present early with severe coarctation of
edorta are seriously ill and require urgent medication an
transfer to apediatric cardiovascular center for ballo
dilatation or surgical corection. Postsurgerycoarctation

interventional stent implantation, with good result afierhas to be followed. Interventional balloon dilatation

implantation, becoming free of symptoms. This was

reason she didnot come fo
months riod. After that time, high blood pressure a
headache reappeared and she came for a cardiology ¢
Significant gradient was found at echocardiography an

q
hestent implantation or surgical correction in sébelc caseq
r hag to be lpasformed im chiddkea. Everasb, ipatients dauer
ndfollowed up because of complications such as recoarct
neok. persistence of high blood pressure that has td
d medicated.

new angio CT was done, confirming that the stent was |[not
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CLINICALASPECTS IN

CYTOMEGALIC VIRUS CO-

Simona Dumitral, Car me R,

Abstract

Background- Cytomegalovirus (CMV) ah Epsteiii Barr
virus (EBV) usually cause primary and latent infectiong
during childhood. Thus, a dafection with these viruses
can also occur occasionally in children. However, it
clinical impact has not been yet established, and may
underestimated.

Aim 1 The authors describeal cases of Cytomegalovirus
(CMV) and EpsteinBarr virus (EBV) ceinfection in
children, emphasizing the polymorphism of clinical
manifestations.

Methods- Case report 1 is a 3 years old child with
prolonged fever in the contesf a good general condition.
Case report 2 is a 1®onthold toddler with
hepatocytolisis and mild jaundice. Case report 3 is a
years old child with acute tonsilitis and generalized
adenomegaly. Case report 4 is a teenager with tox
appearance, prohged high fevers, chills, fatigue, and
malaise, myalgias, headache, and pain in the left upp
quadrant, splenomegaly. Case 5 is a teenager with hi
fever, myalgias, headache, acute tonsilitis
hepatosplenomegaly, exudative pharyngitis and cervic
lymphadenopathy, moderately elevated serum levels
aminotransferases. In all cases the serology was positi
for EBV and CMV.

Conclusions - The authors noticed the atypical

expression of the 2 viruses in young age and the presen
classical elements of monucleosis in a wide range an
severe expression in adolescents.

Key words: Epstein Barr and cytomegalic virus, clinical

aspects, child

Introduction

Qrui nHand "Ha

EPSTEIN -BARR AND
INFECTION IN CHILDREN

Pil at

of the time there is a multiple etiology of the disease. ]

involves associations between viruses, the most fred

5 being between the EpsteBarr virus (EBV) and
Cytomegalovirus (CMV)

5 The diagnostic of IM can be done using serolog

petests that look for specific antibodies associated with
viruses such as capsid antigen (VCA) antibodiegg M
capsid antigen (VCA)gG, nuclear antigen (EBNApG,
of anttCMV antibodieslgM, ani-CMV antibodieslgG.

The search fothese antibodies is a means of defin

infection status as shown below or for differential diagno
as the mononucleosis syndrome can be caused by
pathogens.

The acute infection with EBV is indicated by t
5 presence of capsid antigen (VCA) antibodiesg M N
| antigen (VCA}gG and the chronic infection is deéd by
icthe presence of nucleantigen (EBNA)IgG.

The acute infection with CMMs indicated by thq
erpresence ofanttCMV antibodiesilgM and the chrom
ghinfection by the antCMV antibodieslgG.

The coinfection involves association of capsi
alantigen (VCAIgM) N capsi de dgs)+ ane
of CMV-IgM  (1,2,3). This double infection can occ
vesimultaneously or after a short time interval (IgM per
beween 1 week and 3 months).

There is a possibility to reactivate these dorm
cevifuses - EBV determine a decrease of the immunity w
d the decrease of the GITDs ratio and the possibility o
expressing the latent infection with CMV (3,5,6).

Although is B considered that the infections with CM
and EBV are more frequent in adolescents, it seems th4
primary infection occurs at a younger age, the expresid

Infectious mononucleosis (IM) is a clinical syndro

most common among adolescents and young adulis. |t disease, anaphylactoigurpura,
fatigule,pupura, juvenile rheumatoid arthritis.

characterised by fever, pharynagitis,
lymphadenopathy and hepatosplenomegaly. This
disease is caused mainly by the Epsidgmr (EBV) virus

andCytomegalovirus (CMV). These viruses can lie dormanpetechiae, rash, hepatosplenomegaly.

and could be reactivated under host imwposssion

conditions or by stimulation by other germs. However, mpst

the mononucleosic syndrome being more attenuated (4,
Beside IM, EBV is also involved inhe Kawasaki
imune trombocytopen

e

iral The clinical manifestations of IM include: high
prolonged fever, pharyngitis, lymphadenopathy, hard pa

lAVasile Goldisodo Western U
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The aim of this work

The aim of the present study is to outline the m
clinical elements of the EBV + CMV emfection in
children.

Materials and method
Description of theclinical particularitiesin 5 children

aged between 1 year and 8 months and 17 years diagrn

in the specialized ambulatory with a CMV EBV co
infection (positive VCAIgM, positive CMW-IlgM and
negative BNA 1 1gG).

CASE 1

NA, 3 years old male, having for 10 days persistg

fever with spikes at fixed hours % 18% amid an

unchanged general state. Ten days after the first spik|

fever, at the physical examination, an intensely conge

larinx is noed with pultaceous deposits, lateral cervig

adenopathy, without complaints.
The atypical picture, prolonged evolution,
erithematepultaceous aspect of the angina at this young

and the generaly good state has raised the suspicion of g

Biologically, leukocytosis and monocytosis we

detected and, the double infection with EBV and CMV w

confirmed serologically.

CASE 2

CN, 1 year and 6 months old male, 6 days from
onset with fever with loss of appetite

Clinical aspect: discrete subictesclera

Biology: hepatic cytolysis (230G 200 U/l), slightly
increased direct bilirubin

The expanded range of investigations for the hep

th

CASE 3
MA, 5 years old male, showing for 3 days hifgver,
dysphagia and adeno pharyngitis

Rin

aspect.
Biology: leukocytosis, lymphomonocytosis
Serology: confirmation of the emfection

CASE 4
ent - CA, 17 years old male.
e j[pain, marked fatigue, myalgia, headache, and left u
stefiadrantpain.
al Clinical aspect: adenopathy, splenomegaly (explai
the constant left upper quadrant pain).

Stage diagnostic: food poisoning, flu
age  Abdominal echography: hepatosplenomegaly
IM.  Biology: leukocytosis, lymphomonocytosigM CMV
e + EB, discrete hepatic afysis 200 Ul/I.
as

e

CASE 5
RA, 15 years old female
Shows for 5 days high fever, headache, dysphagia
he  Clinical aspect: tonsils with pseudomembran
deposits, hepatospleomegaly, lateral cervical adenopath
Biology: mononucleosic syndromei  etiology
confirmed ly positive IgM for EBV and CMV.

atiResults and discussion

ailment detected the presence of positive IgM for CMV d@nd  The clinical expressions of each individual case
EBV. shown in Table 1.
Table 1.Mononucleosic syndroniemain characteristics
Main characteristics | Case 1 Case 2| Case 3 Case 4 Case 5
General state good good moderately affected affected
affected

+ - +++ - ++
Adenomegaly (proconsular neck

+ - + +
Pharyngitis erithemate pseudemembrane| pultaceous pseudemembrane

pultaceous
Hepatomegaly - + - + +

- - - + +
Splenomegaly Left upper

quadrant pai
Rash - - - - -
Jaundice - ° - - -
Fatigue - - - + +
Myalgia - ? - + +
Headache ? ? - + +
Leukocytosis + + + + -
Limphomonocytosis | + + + + +
R. hepatic - + - + +
/

21

Onset 23 days with high fever, affected general stg

Clinical aspect: enlarged tonsils, pseudomembramnous
deposits, lateral cervical adenopathy with swollen lyn
nodes that are partially aderent, mobile and sensitive wit]

osighs of acute inflammation and with a poosular neck
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It can be observed that as the child grows,
mononucleosic picture is more roplex, including more
elements.

In adolescents, the dofection accentuates the IM
picture that is expressed by fever, angin
adenohepatospenomegaly amid an affected state, some
with flu like symptoms (head ache, fatigue, myalgia).

At young ages, &pical or subtle forms arg
predominant (prolonged febrile syndrome, loss of appe
and well tolerated erithemafmultaceous tonsilitis).

None of the above cases has shown a rash or e\
edema that were previously reported in literature (3, 5, 6
9,10).

Ito (2009) described 3 cases ifBlyears old children
with EBV and CMV ceinfection with IM, acute hepatitis
and hemophagocytic lymphohistiocytosis with extend
evolution (7).

Wang (2009) in a study on 190 patients with IM h
identified 7 subjectswvith EBV and CMV ceinfection of
which 6 were younger than 6 years. All presented the typ
signs on IM (fever, pharyngitis limphadenopath
petechiae). Furthermore, only four had also
hepatosplenomegaly and none of them had rashes (13).

These obsentions are overlaping with the ones fro
our study, on young children (fever, tonsilitis, good gene
state- as mode of expression).

Chanés study (2003) on
a peak of the cinfection between -2 years expressed b
fever, phayngitis, limphadenopathy. The hepatic affectior
occur in older children.

he  Studies done by Zenda (2004) (14) and Bravender
(2010) (1) confirm that in adolescents the picture respects
the clinical elements, also associating

acute inéction. Nishikawa J. Et al. (2011) (11) consider
elide acute infection with EBV can trigger a creosactanc
, 8eaction with the synthesis of anti M protein antibodieg of
other herpes viruses. GuerrdRamos A et al.(2015) (12)
have verified the efficiezy of the Architect EBV panel i
isolated infections or EB\CMV co-infections. Testing fo
dCMV is strongly recomended for the interpretation of a
EBV infection model.
as
Conclusions
ical 1. CMV + EBV coinfection has different expresign
y,depending on the age dfet pediatric patients.
ad 2. Young age associates the subtle elements (fever,
tonsilitis) amid a satisfactory general state
m 3. The adolescence shows an intense mononuclgosic
ratyndrome with complex clinical elements and severity
stages. Hepatitis occurs mainfythis situation.
7 7 é.hin atypicak subtlgiot devere MIMhfermes thetelosw n
y probably a multiple etiology.
S 5. There is a suspicion of a reciprocal latent activati
by an active infection both for EBV and CMV. Therefg

this aspect needs further investigation.
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NEONATES AND BLOOD T RANSFUSIONS

Mihaela Demetrian'?", Constantin Ilie!, Anca Panaitescd, Georgeta Grecd,

Abstract

This article tries to revise the rationale behind PRE
transfusions, summarize studies evaluating the efficacy
restrictive transfusiomuidelines and provide methods an
suggested guidelines for reducing the number
transfusions.We considered that the need wénsfusion

should be individualized for each climiccase. We propose

a different approach for neonatal transfusidrased on
postnatal age, clinical status, respiratory disease, need
oxygen forsick or normalgrowing preterm babies.

Key words: anemia, transfusion, neonates, preterm

Introduction

Hospitalised neonates, especially preterm infants in
NICUs, receive the higist amount of blood transfusions (¢
any hospitalised patient group. During the first 2 weeks|
life when blood loss is frequent, approximately 50%
ELBW preterms (birth weight under 1000 g) wikceive
their first transfusionBy the end of hospitalizian, more
than 80% of ELBW will receive at least one transfusidg
Although the number of transfusions received by prete
remains significant, it has decreased in the last 20 ysg
mainly because restrictive transfusion guidelines have
instituted. Although blood product transfusions have be
an integral part in the treatment of newborns hospitalise

NICUs, transfusion guidelines remain controversial becaudeeing a red cell transfusion. The difficulty comes

most of them are extrapolated from adult guidelines or bdg
on small studies with limitéstatistical significance.

Indications for red cell red transfusions
The main purpose of a red cell transfusion is
increase the oxygen delivery to the tissues. Oxygen deli

(DO2) can be quantified as the product of cardiac outputquire a PRC transfusion. The newborn with a dglobin

(CO) andarterialoxygen content (Ca0O2)
CO(dl/min) x CaO2(ml/dl) = DO2(ml/min)

Arterial oxygen content is determined by th
hemoglobin concentration, the arterial blood oxyg
saturation (%), the oxygen carrying capacity of hemoglo
(ml/g x g/dl, Hgb), and the solubtii of oxygen in plasma

(in ml/dl): Ca02=(Sa02 x 1,34 x {Hgb}) + (0,0031 x PaO2

Improving cardiac output, hemoglobin concentratid

Andra Pi

both
S is
the
mit
tion

tissues. If the cardiac output and oxygen saturation are
Bptimised, the only way to deliver more oxygen to tissue
@b increase hemoglobin concentrations by increasing
derithrocyte count. In young, healthy adults the critical li
obelow which oxygen release is equal to oxygen consum
is less than 7,3 mIxygen/kg/min(1,2). Under this valug,
any decrease in oxygen delivery means a decrease in oxygen
consumption and tissue hypoxia. The ratio of oxygen
foonsumption to oxygen delivery is known as the oxygen
extraction ratio and generally ranges from 0,15 ta3,0,3
meaning that the body consumes-3®%6 of the oxyge
delivered. When the extraction ratio reaches or exceeds 0.4,
organ and cellular functions begin to deteriorate (3).
thdeonates have the added disadvantages of high values of
of fetal hemoglobin, low concemttions of 2,3DPG, and
o&ccelerated weigkdain curve. Despite these characterist|cs,
ofnewborns have an increased capacity to compensate a
gradual decrease in hemoglobin. For example, neonateg born
with hemoglobin concentrations less than 4g/dl as atresuil
ncronic and severe maternal hemorrhage can appear fo be
meell compensated for this value, and oxygen deliery
aappears to be adequate, in that the infant has a normal|heart
egate, normal perfusion and no metabolic acidosis |(4).
ermAnemia occurs when the nubof erythrocites cannot megt
J iflssue oxygen demands, the current treatment of angmia
n
uire
low
her
i
ate
not

D

salistinguishing between anemic newborns that req
immediate transfusions of red cell and newborns with a
hemaocrit. They mainly refer to rates of decrease, ra
t han Atreshol do hemogl ol
tesignificant acute blood loss require the immedi
ergplacement of lost blood volumes but may or may

n

of 10g/dl following volume expansion may have
adequate release of oxygen to tissues and may only rg
iron supplementation to restore iron deposits lost du
blood loss. In order to determine the blood volume that
ebeen lost during an ate hemorrhage, the following formu
ercan be used (5):
bin

)
n,
to

an
quire
ring

has
a

PRC volume to be transfused

1.6 x W x (desired heatocriti pat i ent 6 s H

or arterial oxygen saturation increases oxygen delivery
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2Clinical Hospital of Obstetricsa@y nec ol ogy,
E-mail: mdemetrian@yahoo.com, constantinilie@umft.ro, pan
grecugeorgeta@yahoo.coandrgirnuta@gmail.com

-

soara, *PhD Student
i Fi i Neonataldpparanént Buc har e st
aitescu.an@yahoo.com,

24

rnut

e mat



JURNALUL PEDIATRULUI & Year XVIII, Vol. XVIII, Nr. 71 -72, july -december 2015

~N

Therefore, a full term newborn weighting 3 kg with @gnsampling and clinical monitoring are used. If small volu
acute dropn hematocrit at birth to 20% will need 120 ml blood transfusions are required, it is necessary to reduc
PRBCs to acldve a desired hematocrit to 45% | t 6 |s exposeire Yo multiple donors.Transfusion therapy must
important to determine if the hematocrit fall is acute |oiindividualized to every preterm, based on clinical status
chronic. A newborn with twirio-twin transfusion syndromg institutional transfusion resources. Any guide has
or with chronic materndetal hemorrhge may be well| acceptable clinical circumstances for transfusion condit
compensated at birth, even if the hematocrit is below 20%ut not absolute in tersnof indications.When considering
All neonates undergo a natural adaptation to extrautering| liteansfusion in a preterm infant with a low hematocrit (in
that allows them to compensate for a gradual decreage absence of acute hemorrhage), the clinician should
hematocrit. Immediately after birth increased oxygenatjomietermine whether the infant needs an immediate increg
resuts in systemic oxygen delivery that far exceeds thexygen delivery. If the answer iges the treatment is td
ti ssuesbd demand for oxydam.ansiframesf BRBGNns | faftflreect i
newbornsd erythropoiesis 2586 and aurther eflebioteniy olosses are estinsated fo
not be based solely on hemoglobin levels. For newbgrnainimal, a volume of 15 ml/kg can be administered.
with exchange transfusions or muléptransfusions, both| other infants receive 20 ml/kg. If there is no evidence
the EPO levels and reticulocyte count are low at anguggests m immediate increase of oxygen delivery to
hemogl obin value. I t s k n p tissuest tihea treatmentywgtrerad cellgylowttafactors sus
newborns because of the higher affinity of fetal hemoglobinerythropoietin, nutritive substrate, iron therapy, folate,
In fact, a leftward shift in the hemoglobaxygen [ vitamin E might be considered (Fig. 1).
dissociatbn curve due to high level of fetal hemoglobin can The infant should be monitored for signs ofemia
maintain a better oxygen delivery during episodes of seyetsecause the process stimulating erythropoiesis requir

hypoxemia(6,7). |l east a week to increase
Blood product transfusions represent a high risk fot h at hemogl obin | evel WO I

transmitting infectious diseases, especially CMV, bactefigberiod (10).

contamination, possible  immunosupressive  effedt, All neonates undergo a natural adaptation

alloimunization related to erythrocite, thrombocite anpdextrauterie life that allows them to compensate for|
leucocyte antigens, as well as host rejection associated |wigihadual decrease in hematocrit. Immediately after |
significant long term comorbidity8,9). For these reasong, increased oxygenation results in systemic oxygen deli
an important role is played by erythropaiein lowering | t h a't far exceeds t he ti g
transfusions in anemia of prematurity. Still, the ldagn | increased need for transfusions in pretersmmmainly owed
safety of erythropoietin, efficacy and cost have not bg¢eto: multiple blood drawing for diagnostic testing th
well established in this context. reduces the relative blood volume, postnatal anemia
PRBC transfusion guidelines are more conservaiiveesult of cardiovascular compromise, limited or dela
now than in the past, and volume/volumeplacement of| bone marrow response to different situations of hematol
phlebotomy blood loss is less used. Misampling devices| stress.
that use infinitesimal quantities of blood,-line blood

Does the infant have ¢
need for an immediate
increase in oxygen
delivery to tissues?

Transfuse PRBC Initiate treatment
1 | 1
Htc >25 Htc<25% Iron and substrate Iron, substrée, and re(
15-20 ml/kg over 4 20 ml/kg more over 4 cell growth factor
hours hours

Fig.1.An approach to neonatal transfusior
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Suggestions for reducing transfusions in ELBW preterms| -
When a premature birth is expected (<32 weeks GA),
an action plan to reduce the number of transfusions can be
created. The plan consists of a few measures like: delayed
clamping ofthe umbilical cord, administering erythroc -
growth factor and iron therapy, judicious laboratory testing-
that uses micr@ampling and restrictive transfusion policigs
(11)

Discuss delayed cord clamping with the obstetrician

and document the plan in theom her 6 s c|har t ventilatbry esopport, vasopressors, metabolig

birth the newborn should be placed below the placgnta
while the umbilical cord is intact for 3@5 seconds
(16)

- Initiate rHUEPO treatment during the first day of life. |It
can be administered either as s.c 400U/Kkg injection or
I.V. 200U/kg in a proteircontaining solution (D5%
solution with 2% aminoacids), to run ovei24h (17
19)

- Administer parenteral iron, 3mg/kg once a week |or
0,5mg/kg/day(added to TPN or administered IV o\er
4-6 h) until the infant is tolerating adequate volume
feedings, then administer oral iron at 6mg/kg/day

Table 1 Blood tests foELBW.

ACBC (0,3ml) Klectrolytes, blood glucose, ACBC, reticulocyte count,
calcemiai micro sampling or sideremia
Alood cultures (1ml) ABG (0,25ml)

Alood type and Rh (0,5ml) Ailirubinemiaonly in early clinical signs of infection)
OAB/Rh incompatibility

AAGS at birth (0,25ml) jaundice (1ml)

AC reactive protein only if
infectious risk is present or AComplete chemistry panel if
signs of infection (1ml) the neonate is in TPN

- The hematocrit must be determined at birth or at th
NICU. Blood drawn must be venous or arterial, neveyr
capillary. Another hematocrit determination will be
made only under special circumstances

- Transtisions must be considered only if an acute >10%
blood loss is apparent, asociated with signs of lpw
oxygen release, or significant hemohrrage over 20%
total blood volume

- Transfusions must be considered if there is |an
immediate need to increase oxygen kklity to
tissues. The main goal of PRC transfusions is|to
increase this availability

- Improving CO, hemoglobin concentration or
arterial blood O2 saturation all increase 02

[¢)

Use micro sampling in laboratory testing to
reduce phlebotomy volume&rder blood tests
judiciously

Replace central line asw soon as possible

Monitor daily losses due to phlebotomy

Report the lowest hemodin or hematocrit value
that can be tolerated, for a variety of clinical
scenarios, and age in days, for exampleZ2p

T Newborn with 100% FiO2, significant

acidosis

1 Newborn under minimal CPAP ventilatory
support

1 Newborn with enteral feeding that requires
oxygen

1 Newborn with enteral feeding, adequate growth
no need for oxygen supplementation

Adapt these scenarios to the postnatal age of

neonate (under 2 weeks;42 weeks, older than

weeks) (Table 1)

ABlood cultures (in case of

AC reactive protein (icase of
clinical signs of infection)

Af not: micro sampling

availability to tissues. If CO and oxygen saturation

are optimised, the only wayo release more

oxygen to the tissues is to increase hemoglobin

concentration by increasing red cell mass.

While treating a low hematocrit preterm(without acut

hemohrrage) we must ask ourseleves if an immedi

increase in oxygen availability is needed:

1 If the answer is YES, treatment consists in PR
transfusions

1 If the answer is NO, treatment with EGF a
nutritive substrate plus added iron, folic acid 4
vitamin E must be taken into consideration. T
newborn must be monitored closely for signs
anemia because it takes at least a week for

the
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erythropoiesis to significantly increase
reticulocyte count, and hemoglobin concentrati
may not increase during that time
Newborns must be transfused with -20ml/kg
PRBC, less if Htc>29%. A 20ml/kg wome can be
used if an important phlebotomy is anticipated in
ELBW preterms.
For newborns that receive erythropoiein the rate of
hemoglobin/hematocrit decrease, reticulocyte count,

the
bn

MAP<14 cm H20 and/or FiO2<40% HFV,
transfusion must be taken into consideration if
Htc<35%(Hb<10g/dI)
For newborns that only require oxygen theraj
transfusions can be considered if Htc<25%(Hb<7g
and at least one of the following symptoms is preser
a. >24 hours tachycardia(HR>180) or tachypr
(RF>60)
b. Oxygen needs doubled in the last 48hrs

yy

dl)

ea

27

postnatal age and the need for oxygen must be taker c. Lactate>2,5mEq/l or metabolic
into consideration acidosis(pH<7,20)
- Central measuring of Hgb/Htc are preffered; d. Weight gain <10g/kg/day in the last 4 days
alternatively, capillary blood measurements can be while receiving 320kcal/kg/day
taken after adequate warming of the heel. e. Major surgery in the next 72 hours
4. For newborns without any symptoms, transfusions |can
Transfusions must be taken into consideration in the be considered if Htc<20% (Hb<6g/dl) associated with
following circumstances an absolute reticulocyte count <100.000/microliter(2%o)
1. For newborns that require moderate or digant We suggestiowering the need for transfusienby
mechanical ventilation, defined as MAP>8 cm H20minimizing routine labs (flebotomy) and a more restrictive
and FiO2>40% in conventional ventilation, or MAP>14 guideline. Maybe an alternative treatmef¢rythropoetin,
and FiO2>40% in high frequency ventilation, nutritive substrate, iron therapy, folate and vitamin E) |for
transfusions must be taken into consideration |ifanemia can be used initially, reducing to a minimum |the
Htc<38%(Hb<12g/dI) need for blood mduct transfusion (table 2).
2. For newborns that require minimal ntédation,
defined as MAP<8 cm H20 and/or FiO2<40% or
Table 2 Anemia of prematurity An approach
Limiting Phlebotomy Handling PRBC
Minimizing routine labs. A Assign bag:
ADaily report of total phlebotomy tinu nwo eviecer lliw smarg 057 O
A -lineblood sampling for ABG,Na, K,Hct if ' >750 grams will share a unit with up to 2 babiej|
BW<750 grams or you are expecting monitoring
the above atast every 4 hours. A - PRBC should be irrac
leucoreduced.
Erythropoetin
Start time/ Duration: Birth weight up to 750gramsby DOL 14 for 6
weeks Birth weight 75321250grams by DOL 7 for 4 weeks.
Dose:250400uni t / kg/ dose three tilbélam @ onder ® hafcMthe/doses). ISt
baby on thenearest dosing day base on the above criteria. May give IV (if on TPN) or SQ (if on full feed)
APreparation:
T Subcutaneous: give ditluted (2000 unit/ml)
T 1V: Dilute 2 ml (2000 unit/ml) with 8 ml normal saline to make a final concentration of 400
units/ml. DO NOT SHAKE. Dose will be diluted and GIVE IMMEDIATELY over 4 hours. IV
infusion is compatible with TPN
Alron and Vitamin E: Supplement during rHQ EPO treatment.
ilf PO feeding volume O 20ml/kg/day: Il ron dext
02 %)
T If PO feeding volume > 20ml/kg/day: PO Ferrous sulfate 3 mg/kg/day + vitamin E 5 IU/day.
i If all POfeeding : Ferrous sulfate 6 mg/kg/day + vitamin E 10 1U/day.
\ Y,
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Conclusions Transfusions should be reserved just for selected gases
Blood product transfusions represent a high risk fo{newborns on mechanical ventilation, newborns on oxygen

transmitting infectious diseases, possible immunosupresfsitieerapy that meet specific criteria, acute blood loss) the

effect, alloinunization, as well as host rejection associatedmmediate need to increase oxygen availability to tissues.
with significant long term comorbidity.
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THE NEED FOR VENTILATORY SUPPORT AND
SURFACTANT ADMINISTRATION IN PREMATURE

INFANTS WITH NEONATAL

Andreea Fratilal*, Daniela lacol, C. llie!

Abstract

Ventilatory support is often necessaryto preterm
infants due to pulmonary immaturity and associated
pathology Frequentlythese premature infants also requi
surfactant administratiorlJsing ventilatory support make
the prognosis in this group of infants to be favorable in m
cases.

We performed a retrospective study between Jany
1, 2008 and December 31, 2013 attended by 483 prem§
infants who had neonatal respiratory distress syndifoone
thetotal of 1,045 preature infants born in this period.

Neonatal respiratory distress syndr@nségnificantly
contribute to morbidity and mortality of premature infan
Ventilatory support is used in cases requiring respirat
support to premature infantalso, surfactanadministration
is one of the few therapies that greatly changed the clin
practice in neonatology. Surfactant therapy decred
neonatal mortality by respiratory distress.
Key words: neonatal respiratory distress, prematuri
surfactant, ventilatory gyport

Introduction

Premature babies continue to be one of the bigg
challenges of neonatologists. Respiratory distress syndr
(RDS)is one of the most common respiratory disease an
major cause of neonatal mortalifyrematurity is the most
importart risk factor for the appearancef respiratory

distress syndrome. The incidence of respiratory distiess

syndromedecreases with gestational dagereasing.

Neonatal respiratory distress syndrome occurs dug
lung immaturity, especially because primaryrfactant
deficiency. The main goals of the theraphich involves
infants with respiratory distress syndrome are ventilg
support and surfactarddministration. Surfactant therap|
reduced mortality due to respiratory distresgsdromein
preterm infant@about 50%.

Trends in neonatal ventilation therapy is the use
norrinvasive ventilation (CPAP) whenever possible a
invasive ventilation (IPPV, SIMV, HFOV) when it is
absolutely necessary to support premature infants breath

RESPIRATORY DISTRESS

Objectives

reof neonatal respiratory distress syndronthe use of
5 ventilatory support and surfactaatiministration in a grouj
psof premature infantswho developed respiratory distre
syndrome.
ary
aituvkaterial and Methods
The stug was conducted at the Clinic of Neonatolqg
" Bega "Timisoara for a period of six years, between 2(
2013.
S. From the total of 1,045 premature infants w
prgestational age below 37 weeks born in this period,
premature infants who presented neonataspiratory
icalistress syndromeere introduced ithe study.
sed The work method was represented by retrospeq
anal ysis of pat i eThesudlyimetlbded
y,infants who presented respiratory distregmdrome.We
gathered data from each patienlike : year of birth,
gestational age, sex, birth weight, Apgar score, mod
delivery, presentation, severity of respiratory distr
jesyndrome need for ventilatory support, mode of mechan
pmentilation, surfactant administration, blood prodJ
dadministration, useof ventilationwith maskandballoon in

and patient evolutian

Results and discussios

> to Between 1 January 2008 and 31 December 2013, i
Department of Neonatology "Bega" Timisaawere born &
total of 1,045 premature infants under 37 weeks gestat

toage, of which 483 premature infants developed respirg

y distress syndromel63 premature infants hadild form of
respiratory distress, 123 premature infants imadium form
of respiratory distress and 197 premature infants

ofespiratory distress severe form. We observe that inf

hdvho presented severe form of respiratory distress h
higher prevalence (41%fig. 1)

ng.

tUniversity of Medicine and Pharmacy Timisod&amaria, D
"PhD Student

E-mail: andreeabg@yahoo.couaanielariacol@®@yahoo.comgonstantinilie @umft.ro

epartment of Neonatology

the delivery room, maternal corticosteroid administrafi

This paperaims to highlight the incidence and severjity
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Distribution depending

Mild form
34%

on the RDS form

Fig. 1.Distributionof caseslepending on the RDS form

The dstribution of the premature infants perear
was: 200865 cases 200972 cases 201065 cases, 2011
103 cases, 201200 casesand 201378 cases. The
distribution by gender was: 43% females and 57% ma
We see a greater predisposition of males in the occurrg
of respiratory distressyndrome.

Premature infants with respiratory distress syndro
who comeby Caesarean section had a higher prevale
75% versus25% who come by natural birtiRegardingto

|

presentations, 36lpremature infantswere in cranial
preserdition, 91 premature infants were in pelvig
presentationand 31 preterminfants were in transvee
epresentation.
'nce Another criterion was gestational agdost numerous
premature infantswere between 332 weeks- 37% |,
meetween 3384 weeks 24%, between 2729 weeks16%,
cbetween 356 weeks- 13% and between 226 weeks-
10% .(Fig. 2)

Distribution depending gestational age
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Fig. 2.Distributionof casesiepending gestatnal age

Another criterion was the Apgar score. Thus, th¢
were 18 cases with Apgar score 19 cases with Apgar
score 2 28 cases Apgar score 3, 31 cases with Apgar 4
cases with Apgar 5, 60 cases with Apgar, 628 cases
Apgar 7, 101 cases withApgar 8 and 31 cases with Apga
9. Distribution by birth weight was: under 1000 g = 15
10001499g = 26%, 150019999 = 32%, 20002499 =
19% , over 25009 = 8%. Can be observed a higl
prevalence in premature infants with birth weight betwsg
15001999 g

In the group studied 317 premature infants requi

rreSurfactant  received 121  premature infants. Mate
antenatal corticosteroids were administeted170 cases
BYoninvasive ventilatory suppbr(nCPAP) required 15
premature infantdn this study groupl99 premature infant
I (41%) needed mechanical ventilation for respirat
Posupport Mechanical ventilation IPPV mode required 1
premature infants in the study group and 72 premg
neinfants required SIMV mode. The duration of mechanica
ewentilation was 15 days in 126 cases (64%%-10 daysin
49 cases (25%), 11 to 15 days in 13 cases (6%), 16
edlays in 8 cases (4%) and between438days in 2 case

positive pressure ventilatiomith maskandballoon at birth.

(1%). (Fig.3)
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11-15days
6%

4%

6-10 days
25%

The duration of mechanical ventilation

16-23 days 9843 days

1%

1-5 days
4%

Fig. 3. The duration of

Premaure infants require in the majority also blog
product administrationSo, 169 cases received packed rq
blood cells, platelet received 71 premature infantand
fresh plasma received 233 premature infaMesrotice that
fresh plasma received a highemmer of premature infants.

The evolution of prematureinfants relies on several
factors. In the study group, 78% of premature infants hg
favorable outcome and 22% of the cases had an unfavo
outcome.

Conclusions
1. Risk factors that increase thésk of respiratory
distress syndrome amamall gestational age, male sex, lo

mechanical ventilatior

d 2. Most numerougremature infantsvere between 30
2d32 weeks.

3. Ventilatory support is needed more frequently
preterm babyedue to pulmonary immaturity and associa
pathology.

4. Ventilatory support makes the prognosi$ the

d prematurenfantsfavorablein the most otases.
able 5. Premature infants required both invasive ventilat
support and noninvasive ventilatory support.

6. Mechanical ventilation in the IPPV mode was us
more often than SIMV mode in our study group.

7. Early administration of surfactant decreases

w incidence of complicationghe duration of hospitalizatio

birth weight,low Apgar score, caesarean section.

andalso increase survivalf the premature iants.
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SEVERE CASES OF PEDIATRIC TUBERCULQOSIS

Doina Tofol eantT,

Ariadna Petronel a Fil nt ,
ena Dantes

d
Emanuel a Tudorac*hej, E

Abstract general population, children being a vulneraptgulation.
Pediatric tuberculosis (TB) represent a warning sigr irstudies show that approximately 50% of infected child
a community, as it could signal recefB infection of a | are at risk to develop active disease in the abseng
contagious form in an adult. Rapid diagnosis is venprophylactic treatment [5,6]. Thirisk is increased in th
important for effective treatment in children, and it [ispresence of  favorable conditions such
mandatory for the efficient control of tuberculosis at thammunosuppressive diseases (HIV, diabetes), hypotr(
public health level, since it allows rapid identification ¢fand poor soci@conomic conditions [7]. We report 3 cag
contagous adult cases. Here we report three severe caseswith severe forms of TB in children; one with miliary, o
TB in children, one of them occurred in a HIV positiye with extensive avitary TB, highly contagious anithe last
patient. These cases stress the need for an extensive medaad with meningitis tuberculosis in a positive HIV patig
history, a complete clinical and physical examination of th&hese cases had diagnostic, evolution and the
patient and radiologicalexamination during diagnosti¢ particularities, all having a high degree of severity by leg
work-up. This includes: the positive history for contact withextension and the association of othathologies that hav,
infected adults; the presence of risk factors; the evaluatiancreased the difficult therapeutic approach.
of the immunological status; exclusion of TB diagnosis for
persistent respiratory symptoms32veek$ after antibiotic | Case report 1
therapy; the presence of radiographic abnormalities and the We present a case report of a male patient, ag
detection and isolation of the Mycobacterium Tuberculosigears, in the care of grandparents, with poor housing.
in the appropriate specimens for bacteriologi¢abatient was admitted to the Pediatric Pulmonol
examination. Early diagnosis and treatment are extremelepartment \wh malaise, fever, sweating, vomitin
important one tuberculosis is suspected, to improyeheadache, dysphagia, anorexia, weight loss, produ
survival and prevent morbidity. cough and dyspnea at small efforts. The symptoms hg
Key words: pediatric tuberculosis, miliary, HIV infection| insidious onset, a month before admission, with a wors¢
diabetes mellitus progress. Objective hypotrophy (BMIi 11.1 kg/n?), pale,
lips cyanosis, tachypnea. Pulmonary: vesicular mur
Introduction present, no crackles, Sp@8%, BP 80/50 mmHg, HH
Tuberculosis (TB) is still a major public health 120/min. Tuberculin skin test (TST) 5U negative PH
problem worldwide. According to the latesstimmation of | Bi ol ogi cal : ESR 51 mm/ h, W
the World Health Organization in 2014, 9.6 milion new7 1 0. 000/ OL , T G O/t Tadidyraphyl (Biguts
cases were reported and 1.5 million new death casek) revealed multiple microodular opacities, unorganize|
Approximately 1.000.000 new cases of TB in children occupale, vague outlined, disseminated in both lung fields, w
in children less than 15 years [1]. This high level |ofsuggestive aspect of miliary TB. Because the suspicig
incidence of TB in chdren is probably underestimated due meningitis has been raised, lumbar puncture was peefbr
to the frequent involvement of individuals with poor social Cerebrospinal fluid examination revealed negative Pan
economic status, that have no access to investigation|argaction, element 75/min 15% nutrophils, 859
treatment, but also due to diagnostic difficulties by -ngnlymphocytes, acidesistant bacilli in microscopy and cultu
specific symptoms and bacteriological comfation.[2,3]. | negative. GeneXpert of gastric lavage test was negativ
Romania ranks firsin the EU in the level of TB incidence, Mycobacterium tuberculosi Etiology of TB sputum
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with 81/100.000 population new cases and 639 (4%) casesamination by culture on solid medium confirmed positive

aged under 15 years, although there is a downward trend for BK. Negative HIV test. The final diagnosis wadiliary
the past few years [1,4]. A high level of TB epidemic jstuberculosisAcute respiratry failure;Hepatic cytoloysis.
associad with an elevated incidence of infection in tihe

T OOvidiuso Univer si tsanta, Bepartmént of Intesnal Mbbécidé ci ne, Con

] Carol Davilad University of Medicine and Phar macy
j AVictor Babeso University of Medicine and Phar macy
“%O0vidiuso Uni v e rcme, Constantk, departimenyof —Rnéumdpetybidlogy

E-mail: ariadnapetrofildan@yahoo.com, tofoleandoina@yahoo.ctaudiatoma@yahoo.co.uk
tudorache_emanuela@yahoo.com, elena.dantes@gmail.com

- J




JURNALUL PEDIATRULUI & Year XVIII, Vol. XVIII, Nr. 71 -72, july -december 2015

Patient followed amntiuberculosis treatment regime
according to the National Guidelines for Preventiof
Surveillance and Control of Tuberculosis with IsoniaZ
(HIN) 65 mg, Rifampicin (RMP) 150 mg, Pyrazinami
(PZM) 325 mg, Ethambutol (EMB) 200 mg, Hemisuccing
hydrocortisone 200/day (for a week), afterwar
corticosteroid therapy with oral Prednisone 20 mg/day W
progressive decrease within 4 weeks, gastric and hef
protectors, Mannitol 20%, 500ml/day, oxygen, Vit
functions monitoring. Evolution was shifting with multipl
episodes of acute respiratory fadsr and febrile
exacerbations in the first two weeks of treatment, and t
progressively, patient condition improved significantly.

Case report 2

Female patient aged 15 years, student in the IX cl
know with type | diabetes mellitus, insulin requiried over
3 years, treated with Novorapid 12 U 3 times/day g
Lantus 22U at 10 pm, is hospitalized in the Pediat
Pulmonology Department for mugarulent coughing, with

idPulmonaryi respiratory murmur present, no crackles, Sg
d 99%, HR 120/min, BP 100/50mmHg. Biologically we
teobserved mild anemia, severe inflammatory syndrome
0s11.3 g/dl, MCV 75.7 fL, MCH 23.3 pg, MCHC 30.7 g/q
ithWVBC 85® / OL, normal | eukoci

atc73. 000/ OL, ESR 81 mm/ h)

alurinalysis glucose >500 mg/dl, otherwise normal. CH
e radiography (Figure 2) highlights stretched opag
unorganized, comprising the upper half of the lefmh
hethorax, pale, heterogeneous by the presence of mu
hypertransparent images inside, of various sizes, sugge
for left extended cavitary pulmonary secondary tuberculg
The case was confirmed, being positive in microscopy

Specific antituberculosis therapy was initiated with a
ndirugs scheme, diet with 200 mg hydrocarbons/day, ing
ritherapy and hydration. Product tolerance was ¢

symptoms remitted after three weeks.

Figure 1.Chest radiograph case 1, miliary TB

Case report 3
We present the case of a male patient, aged 17 y
who comes in the Department of Infectious Diseases

Figure 2.Chest radiograph case 2, cavitary.T

tuberculosis regimen | with Isonizid 10 mg/&gy,
aRifampicin 15 mg/kg/day, Pyrazinamide 30 mg/kg/d

asacidresistartbacilli (+++) and rapid culture (BACTEC).

n insidious onset for over two months. Physical examingtion
N, reveals an overweight pant, BMI- 27.5 kg/m2, paleness
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itadministered rectal in suppository form and Streptomyci

15

high fever (39C), headache, chills, photophobia, néckng/kg/day intramuscularly. Favorable clinical evolution |s

stiffness, drowsiness, vomiting. These symptoms stafrteslow, patient coming out of coma after 21 days. After {wo
insidious, 10 days before admission with progressivemonths intense fevernd headache reappear and
evolution towards aggravation into a coma in the first |IZxamination reveals the presence of Cryptoccacus
hours of hospitalization. The patient was known to haveeoformans. Treatment was associated with Amphoterigin B
HIV from the age of 3 years, with antiretroviral therapyin dose of 0.8.7 mg/kg/day, for five days and afterwands

instituted at the age of 10 years, witmoompliant therapy,| Fluconazole 400 mg/day for five days, then 200 mg/day for
reflected in the evolution of viral load and CD4 valugsl0 days, being discharged after 3 months of hospitalization
(Table 1, Figure 3). Physical examination revealed sevemgith good general clinical condition. Discharge

general condition, initially conscious, collaboratqr,recommendation was to continue tuberculosis therapy under
drowsiness, subsequently loss of consciousness, superficthtect observation (DOTS) at home. After another 3 months
coma (gade 1). Spinal puncture revealed cloudyof treatment, the patient returnstiwvimalaise, fever, chill

cerebrospinal fluid, biochemical and cytological featuteseadache, nausea, legs numbness and multiple peripheral

where suggestive for TB etiology, confirmed by positivelymphadenopathy. Physical examination reveals pale s$kin,
rapid culture (BACTEC). The treatment was specific -anti sinus sensitive points, with no signs of meningeal irritatjon.
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~N

Biologically was noted ESR 30 mm/h, fibrinogen 638associated (Ceftriaxonum 2g/day, Gentamicin 160mg/
mg/dl, Hg 8.5¢g/dl, SGOT/SGPT 150/120. In the antimicotic (Fluconazole 400mg/day), Mannitol 2(
cerebrospinal fluid examination, genetic testing for500ml/day, corticosteroids (Hemisuccinate hydrocortis
Mycobacterium tuberculosis present BAC revealed resisia@00 mg/day iv). The dynamic ewtlon was unfavorable
to rifampicin. Antituberculosis regimen was reconsideredwith general condition gradually deteriorating, paraparg
by associating Ofloxacin 800 mg/day, Ethatabul200 | convulsions and seizures, loss of consciousness, com
mg/day. Antibiotic treatment with large spectrum wasdeath in a month of hospitalization.

Table 1.Evolution of viral load between 2062012, case 3, TB meningitis

Year 2002 2003 2005 2006 2008 2009 2010 2011 | 2012
Viral load 22000 <400 <400 2720 52500 | 122000 | 116000 | 316 | 38000
(copies/ml)

CD4 (cells/mmc)

700
600

500 480 [ 5o =551

400 N\ / N 0 349
300 / v
o N w

100 Vo2 —

0 65 15 o7 &

Figure 3.Variation of CD4 lymphocytes between 202@12, case 3, TB meningitis

We report 3 cases, severe forms of TB in children, #&uberculosis, child specific. It's starting point is one of
case of miliary, a case of extensive cavitary TB, highlyprimary component complex (lymphadenopathy case
contagious and a case of meningitis tuberculosis in a patieahd can ocauin the first weeks after the initial infectig
HIV positive. The diagnosis of tuberculosis in children i d10,11]. Miliary TB is a particularly severe, dissemina
very difficult one, given that clinical presentation is oftendisease, which can involve the lungs, meninges and/or
nonspecific and bacteriological confirmation is obtained|inorgans (liver, spleen, lymph nodules). In this case, to as
less than 8% of the cases [7]. This is the main reason for &he implication of otheorgans beside the lungs, biologid
detailed assessment of all the evidence derived from tast was performed for the hepatic function and lum
careful history of exposure, clinical examination andpuncture with cerebrospinal fluid analysis. These findi
relevant investigations. To formulate a positive diagnosig dfiave sustained the liver damage in the absence o
TB in children, the following créria must be considered: meninges impairment. Repeated episodes of 4
careful history (including history of TB contact and respratory failure presented by this patient can be expla
symptoms consistent with TB); clinical examinatignby the density of the millar miconodules and by
(including growth assessment); tuberculin skin testing; chesixudative alveolar pernicronodular reaction  with
radiography (if available); bacteriological confirmatigninflammatory hyperergic condition. For this reason, -3
whenever possible; investigations relevant for suspecfednflammatory medication, corticostédotype, was added
pulmonary Th and suspected exraimonary TB [8].

In the first case we reported a miliary TB diagnosed abutcome.

a very young age, only 4 years old. Risk factors in this gase  Cavitary forms of TB, such as case 2, are usually fg
were hypotrophy weight and poor soaioaomic | in adults, and their occurrence in children is a warning tg
conditions. Malnutrition is associated with impaired call community [12]. Late discovery of a case oftended
mediated immunity, favoring rapid progression of TBpulmonary TB, highly contagious, into a community
infection to severe disease, disseminated, and threatening,chéldren, raises major epidemiological problems thro
miliary asphyxia[8,9]. Moreover, living in small enclosgd both receptive hosts and the extent of epidemiolog
residences with gor ventilation increases the risk qf investigations. Intensive detection is to identify suspect
infections in the presence of contagious TB cases [9primary care serviceschool doctors, and community c3
Ignoring nonspecific symptoms by people who care fornetwork [13]. Usually child tuberculosis is a Roontagious
children, their lack of health education, are also factors thdbrm, but in immunecompromised cases, infection can lg
can result in delayed diagnosis and diseasgrpssion to| to primosecondary forms, severe, diseminated and hi
sever forms: miliary, meningitis, TB bronchopneumonja.contagious; cavitary lesions have betweénhniillion i 1
Miliary TB is a hematogenous dissemination form of bacjllibillion bacilli compared to nodular lesions that h3
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between 1060000 bacilli [9]. Diabetes is a risk factor that immunecompetent individuals [21]. Prognosis depends|

should be an argument for careful monitoring with regu
clinical checks, regardless of age [14]. The relative risk
TB anopng diabetic patients ranges between 2-48.33

compared to the general population [15]. Studies h
shown that in patients with diabetes, @nfective defense
mechanisms are altered by reduced macrophages alv
activation and reduced amount of ifegon gamma
produced by CD4 [16]. In the presented case, pulmor
tuberculosis appeared on the background of uncontro
diabetes type 1. Insidious symptoms led to a late deted
of TB, with important pulmonary parenchyma lesio
through multiple cavies, extended in the left lung. Th
prognosis of this case is reserved, burdened by the rig
major sequelae healing with left fibrotorax, negative cay
syndromes, chronic respiratory failure, massive hemopty
pulmonary aspergillosis or lung supptions. Careful
monitoring of the therapeutic regimen is recommend
patient having indications for extended therapy for 8 mon

to 1 year, considering the pharmacological particulariiesnonths from the first hepitalization with engraved gener

given by the presence of diabetes [17]. Low concentrati
of rifampicin, the changes in absorption, low protein bindi
medication are factors of bad therapeutic response with
of failure and possible resistance to dnbtierculosis therapy
[18,19].

In patients with HIV, the occurrence of TB meningit
is closely réated to the severity of immune depression, C
lymphocytes being significantly decreased. People with H
have a 2680 times higher risk of TB compared to healtl
individuals [19]. In general, tuberculosis is the md
common pathology associated with Hikfection in high

~N

lathe sped of diagnosis and treatment initiation [19,22].
forequires rapid exclusion of other forms of meningitis W
other opportunistic pathogens (Cryptococus neoform
avEoxoplasma gondii). In our case the diagnosis
confirmed by positive bacteriological ltwure in liquid
cotaedium (BACTEC) within 10 days, but therapy w
initiated from the first day, based on clinical suspicion
afyiochemical changes in the cerelsginal fluid. Currently,
llegenetic tests of DNA amplification Mycobacteriy
tigGeneXpert, LPA) mayhave an important role in rap
nsdiagnosis (2 hours) of TB meningitis and resistance
e Rifampicin. However, the diagnosis cannot be excluded
k tife basis of a negative result, sensitivity being between
ity60% [23]. In the reported case, the unfavorableligiom
sispncluded with death can be explained, on one hand, b
existence of two diseases that negatively influence
edother, and on the other hand, by the -compliant
thgeatment. The fact that the patient returned after t

prondition and rapid genetic testing for BK showing

hgesistant germ to Rifampicin, highlights the difficult therg

righiven by the association of the two pathologies, high
selection of resistant germs population, @ased
complication risk, emphasized also by the {ssompliance

sto therapy.

D4

I\Conclusions

ny Tuberculosis in children raises diagnostic, treatn

stand monitoring problems. Early diagnosis and treatmen
extremely important once tuberculosis is suspected

endemic territories, such as in this case [20], and cet|
nervous system TB is the most severe form of TB in

|

population, with a mortality up to 67% compared to 25%|irtherapeutic success, especially for severe forms of TB.

itrahprove  survival and  prevent  morbidity.
hisnultidisciplinary approach to these cases can lead
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LAPAROSCOPIC CHOLECYSTECTOMY IN
CHILDREN 1 PRELIMINARY EXPERIENCE

RE lacob!? MC Popoiut? VL David? DV Vasilie!?, Corina Stanciulesct? Lavinia Stretcu?,

Alexandra Nyiredi'?, ES Boid?

Abstract

Introduction Gallstone is a common disease in adu
especially in fat people and is rarely seen in childfigre
aim of this study is to present our prelivaiy experiences
and outcomes in pediatrigparoscopic cholecystectomy.

Materials and method§ he first 18 gallstones patient|
operated in the Pediatric Surgery Department of the Clin
Emergency Hospital for
Timisoarai Romana were analyzed between (January 20
- present). Data was collected on age, weight, gender, B
Mass Index (BMI), comorbidities, time of surgery, numb|
of ports used, using of drain and antibiotics.

Results and discussianghe study included 14 female
and 4 males patient with age ranging frorh2years (mean
12.7). The weight of the patients ranged betweef73 Rg
(mean 49.9) with BMI ranging between 1&8.2 (mean
21.3). Three patients were overweight, however obesity
morbid obesity was abseint this cohort. With regards to thg

pathology: : 2 patients presented hypercholesterolemia, 1

patient had anemia, 1 patient cystitis, and another prese
muscular dystrophy with 13 patients having no associg
pathology. Out of the whole lot of patisn4 patients
presented cholecystitis and one associated jaundice.
patients a ort technique was used, while apdrt
procedure was preferred in 10 patients. Drains were plg
and antibiotics administered in all patients. The m
commonly used aittiotic was Ampicillin. Mean number of|
postop days was 4.41.

Conclusionsinteresting in our cohort was that obesi
did not play a role in gallstones. Technical skills we
improved during our learning curve in cholecystectomy. (
data was comparable toost other series in their learnin
curve.
Key  words:
cholecystectomy

gallstone, children, laparoscopic

Introduction

Gallstone is a common disease in adults especiall
overweight people and is rarely seen in children. Lat
gallbladder disease has betwe a very common problem i

age of the pediatric patients with gallbladder disease
ltbeen gradually decreasihgdistorically, gallbladder diseag
has been frequently diagnosed in children wigmolytic
cholelithiasis.
Now gallstone andiliary dyskinesiaare often seen in
5 children. These patients often presatypical symptoms
cddut they can also hava spectrum of symptoms that g
Cfound wdth galtbladdér disease &ight upper abdominadp
13ausea, vomiting® It is defined by a completely norm

has

[¢)

re
ain
Al

odwllbladder on imaging tests, typically ultrasound; and

erdecreased gallbladder contraction in response t
pharmacological stimulus. Unlike other function
gastrointestinal disorders that are treatgith behavioral
therapy, medications, and/or dietary modification, currg
clinical practice has accepted cholecystectomy as
treatment of choicé.

and

2 Aim

To present our preliminary experiences and outco

ntedpediatriclaparoscopicholecystectomy.

ted
Materials and methods

n 8 The first 18 gallstones patients operated in
Pediatric Surgery Department of the Clinical Emerge

célospi t al for Chil dren )

bsRomania were analyzed durring January 201S8eptembe
30" 2015. Data was colleetl on age, weight, gender, Bo
Mass Index (BMI), comorbidities, time of surgery, numt

ty of ports used, using of drain and antibiotics and m

repostoperative stay.

ur

0 Results

The study included 14 females and 4 male pati
with age ranging from -27 years(mean 12.7). Mos
frequently affected were those between: ages 10 td
(figure 1).

The weight of the patients ranged between732kg
itmean 49.9) with BMI ranging between 1&£8.2 (mean

el 1.3)(figure 2). We found that 2 patients were underweig

n 13 wee normal weight, 3 being overweight, howe

children and young adolescents. Over the past 15 years

5 thbesity and morbid obesity was absent in this cohort.
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Age Weight Percentile
20 B<5 mS5and85 m85and95 mW>95
18 172 ’_1_8_
16 162 163 0%
| &4 POV 2RV
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Figure 1. Case distribution according a¢ Figure 2. Case distribution according weigt
Discussions recently, who described the technique as safe with a
Our study has shown a clear predominance of [theomplication rate of 6% concluding that operative times and
female sex compared to males (14:4) unlike other simlilacomplication rates are comparable to those in prior repgrted
studies published where there were 14 females to 10 inglemultiport laparoscopic series, allowing safe integration] of
Immediate posbperative evolution bispinosaSaavedra D| SIPES into the routine of a surgical practice for most

which found a 66.7 % female predominahemd another
study in which the ratio was 8 males to 10 femals
However one recent studpublished by Kim mentioned a
similar obvious predominance of the female %sinilar to
our findings.

The age ranged from age<. & with a mean of 12.3,
similar to those in the literaturé®

The weight of the patients range from 12Kgkg with
a mean of 49.9 kg. The Body Mass Index or BMI rang
from 16.828.2 with a mean of 21.3. Most of our patger
had normal bodyweight with no obese patients. 17%
patients) of the patients were overweight.

In our clinic we used 3 and 4 port technique f
laparoscopic cholecystectomy. The latest trend is the si
incision or single port cholecystectomy in chén. Durring
the last 5 years several centers have used this technique
similar results, comparable to the 3 or 4 port techniques.
article published in Am Surg. 2015 Sep by Farach SM et
has done a retrospective review of 151 patients V
undemwent this procedure between 26PQ13 and have see
a decrease in operative time, only had 5 conversiq
concluding that SILC can be safely introduced into
pediatric surgical practiceA team of doctors in Africa
found a new alternative to the SIPES developing
countries which performed the singdert surgery in
children using an improvised transnbilical gloveport
with conventional rigid instrument$hey used a homemad
transumbilical port consisted on: A flexible ring, a rigi
larger ring, onepowderfree surgical glove, a wir-skin
and standard standards laparoscopic trocars. They foung
feasible, safe and effective. It may be an alternative to
costly commercially available singfgort systems especially
in a developing country.Another team has been usin

common procedurésDespite SILS is a more challengi
s.technique to perform, it is a safe and feasible alternative for
cholecystectomy in dhiren as all studies reviewed
conclude®®
The duration of the surgical intervention varied
between 6€L65 min with a mean of 105 min. A stugy
published in 2014 by a Spanish compared 39 children tp 40
adults who underwent laparoscopic cholecystectomy. |The
ednean operating time was significantly higher among
t children (127 min, adults 71 min, p < 0.01) but there were
(8o differences neither in conversion nor in complication
rates (children 5% and 7.7%, adults 2.5% and
orrespectively)!
ngle All of the patientsin our lot, except one, had drainage
and antibiotics, mostly prophylactically.
with The mean number of postop days was 4.41 for|our
Apatients. However the trend is for same day discharge as
almentioned by Dalton et allThey conclude that same day
vhdischarge appesrsafe for pediatric patients undergoing
N laparoscopic cholecystectomy. The main obstacles |to
ndjscharge were time of surgery completion and clinical
ahabits?? Zeidan et all published a paper in 2014 in which|the
median postoperative hospital stay wasldy, concluding
that in the study they conducted laparoscgpic
cholecystectomy in the pediatric population resulted in short
postoperative hospital stay and had low complication rates.
e In particular, zero bile duct injuries were notédAnother
I paper stas that day case laparoscopic cholecystecton
feasible and safe for children. Emphasis on adequate
ittmnagement and avoidance of postoperative naused
theomiting results in a high rate of day case surd
equivalent to that achieved in adult praefit
lo} We had almost no complications during surge

y is
pain
| and

ery

ry,

single incision technique for the past 5 years publisi

nedxcept for one case that required conversion
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EspinosaSaavedra et all. mentions that biliary lithiag
is a disease that is rarely diagnosed in children; in Mex
its prevalence is less than 1 %, itcacs more frequently in
adolescent females, hemolytic causes are rare and in
cases no cause was identified. More epidemiological stu
are needed in order to understand the natural history of
disease in childret?.

Conclusions
Interestingly inour cohort obesity did not play a role i
gall stones. Mo st of o]

~N

issurgery, except for one case which required conversior
cdp bleeding and technical difficulties. In our ctin

laparoscopic cholecystectomy is gold standard treatmerf
mastl stones and biliary dyskinesia. More epidemiolog
dissudies are needed in order to better understand gallbl
tliisease in children. Despite SILS is a more challen
technique to performit is a safe and feasible alternative
cholecystectomy in children. Day case
cholecystectomy is feasible and safe for children. Emph
hon adequate pain management and avoidance

due

i
t for
cal

hdder
jing

or

laparoscopic
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U postopprativein@uset and voditing) shéuld be gomsielesegl.n t

comorbidities. We had almost no complications duri
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ADRENOGENITAL SYNDROME: POSITIVE DIAGNOSIS,
EVOLUTION AND PROGNOSIS

Mariana Boia!, Aniko Maneal, Nicoleta Mutica?, loanaMicle?, Otilia Marginean®

Abstract zL occurs in childhood or young adulthood with hirsutig
The adrenogenitasyndrom is a group of autosomal amenorrhea and infertility, and has an incicerof 1 in

recessive diseasewhich causes thelisturbance of the| 1,000 births of live fetuses. (2,3)

synthesis of suprarenal corticoids.
We present the sa of a newborn, age 2 days, female ,Description of case

born prematurely, gestational age 36 weeks, withl a Newborn agel 2 days, coming from monitore

malformation of the external genitaliwhich shows atge | pregnancy, Gll Pllbirth by caesarean section, premat

of 1 week deterioration of general condition, loss of ruptured membranes, gestational age 36 weeks, birth w

appetite, weight loss, severe dehydration syndrome&480g, 47cm waist, with 8afactory early neonats

hyponatremia,  hyperkalemia. We  suspected thg adaptation, 1A= 8 / 1', mothermwith negative Rh withou

adrenogenital syndrome, which was later confirm&ith a | antibody titer,at clinical examination are seen a malform

specifictreatmenthe evolution was favorable. genitalia  (clitoris  hypertrophy) and suspected

Key words: adrenogenitatyndrom newborn malformation of the urinary tract (urine passing through
vagina).

Introduction The clinical status at admission is relatively go

Congenital adrenal hyperplasia or adrenogenjtabalanced cardipulmonary, renal lodges free diureg
syndome is a group of autosomal recessive disorder cays@desent,urine passing through the vagina; external ger
by deficiency of one or more enzymes involved in normabrgans - hypertrophy of the clitoris, labia majo
synthesis of steroids (aldosterone, cortisol and pegseudoscrotal looking.
hormones) .In all forms there is decreased productior] of  In evoluion, at age of 1 week, the overall condition
cortisol leading to an increasednslyesis of pituitary ACTH,| the newborn deterioratesyith drowsiness ,inability of
resulting in excessive adrenaltinsulation with its | feeding, weight loss. ASTRUP indegveals hyponatremi
hyperplasia associated with hypersecretion of steroids andsodium minimum values of 118, 7mmol / 1) a
their metabolites.(1) hyperkalemia (potassium maximum values 7,3mmao).

The most common cause of congenital adrepaftab.l)
hyperplasia (9®5% of cases) is the result of dideency of It raises the suspicion of adrenogenital syndrome
21-hydroxylase. Depending on the clinical manifestationscompletel the laboratory investigations.
adrenogenital syndrome cdoe divided into a classic tipe|, Genetic exam:ambiguous appearance of exter
with neonatal onset, which is divided into variant associgatedenitals, intersexual stage Peadlll, normal female|
with saltwaste, and without sakwaste (simple virilizing | karyotype 46 XX
variant), and anortlassical tipe, with latenset. Abdominal and pelvic ultrasonogphy: liver without

The classic tipe of adrenogenital syndrome has|aexpansion of intra and extra hepatic biliary, normal s
incidence of 1 in 15,000 to 20,000 births of live fetusgscurrently gallbladder; normal spleen size; kidneys Vv
About 75% of infants affected associates aldosterpnechogenic and normal size; full bladder; uterus and va|
deficiency which causes loss of salt (Debra dbiger | viewable ultrasound (fig. 1), ultrasound undetects
described formin newborn and infant),associated witlovaries; bilateral adrenal glands hypertrophy (fig.2,
cerebriform adrenal hyperplasia ,withthe masculinization| o€onclusion: Bilateral congenital adrenal hyperplasia.
external genitalia in girls. Clinical symptoms occur during Transfontanelar ultrasonography:interhemispherig
the first 2 weeks of life: hyponatremia, hyperkalemia, blogodissure normally lateral ventricles 2mm, V¥4 normally,
volume deplgbn, hypotension, hypotonia, psychomotpr normal brain tissue, periventricular formattoat the base d
agitation, stationary or declining growth rate, and acptéhe lateral ventricles bilateral.Consion: bilateral
dehydration syndrome in severe forms.Ndassical tipe| subependymaiemorrhage.

tUniversity of Medicine and Pharmacologyd Vi c t o,NeoBaology,sTidnsoara, Romania

2Emergency Children Hospital sdalh,donasia Turcanuodo, Neonat
SUniversity of Medicinead P h ar mac ol o g yPedialic @inicp TimisBaaabRomania

E-mail: marianaboia@y@oo.com, aniko1807989@yahoo.caonicoletadelina@gmail.conomarginean@ymail.com
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Tab.1-laboratory investigations at admissio

17-Uhidroxiprogesteron(VN< 8,000) 33,670ng/ml
Androstendion(VN=0,20001,1000) >10,000 ng/ml
Cortizol (VN=171-536) 307,1 nmol/L
Estradiol 50,4pg/ml

LH <0,100muUl/ml
Progesteron 39,95ng/ml
Testosteron(VN=75-4 00 e g/ dl ) 6,00 ng/ml
TSH (VN=0,43-16,1) 1,36 pUl/ml
FT3 (VN=3,088,1) 5,09 pmol/l
FT4 (VN=10,6-39,8) 18,5 pmol/l

Fig. 1 Utrasonograhyc
appearancée uterus

Fig. 2 Ut
appearance

Pediatric endocrinologic examhypertrophy of the
clitoris, labia majora pseudoscrotal looking intersex
Praderstage 1l / IV; it's recommended &iart Astonin and
Hydrocortisone treatement.

We startthe treatmentith Astonin (fludrocortisone)
0.05 mg / day; initial hemisuccinat corticosterg
hydrocortisone intravenously with 10mg / kg / day in
doses, then oral Hydrocortisone 20mg / m2 irddses;
rebalancing hydroelectrolytic infusion (with addition
sodium) and acithase status. The sodium in the diet W
supplemented.

Under treatment, the general state gradually improy

with normalization of sodium, potassium and hormonalifeAt the time salwaste apearsmost likely it is a

values.

Discussions

Although the prognosis is good with proper treatme|
however, the infant mortality rate of newborns wi
congenital adrenal hypertrophy undetected through neor
screening is 11.9%.

Most often under diagnosed or late diagnosed c3
are those P the males, which presents more discre
virilising signs tharwomen. However we can not make
parallel between the degree of virilization of the exter

genitalia and severity of the disease in women. It can nmpeetg / m2 / day in two or three doses.Subjects withsatite
mineralocorticoigls:

the appearance of female pseudohetmagitism, where
there is a structure and normal position of internal genitd
and external genital abnormality that can be quantified
Prader's scheem Female pseudohermaphroditismfi 21-

rasonograhyc
left adrenal gland

Fig. 3 Ultrasonograhyc
appearancé right adrenal gland

Among infants affected by 2ldydroxylase defigncy,
labpproximately 75% present thsaltwaste tipe of the
disease. This occurs about 2 weeks old, later to
breastfed infants and earlier ato the premature babies.

At the time of occurrencefsaltwaste syndrome th
iddiagnosis is facilitated, but treatment is urgent neeq
4establish, in its absence the circulatory collapse, shock

death occur inevitable. In some cases of congenital ad
al hypertrophy there are brain damage caused bgkshend
aglistance learing and cognitivedifficultie$4,5) To the male|
newborns salt waste occurs much later and adreyemital
egyndrome diagnosis often is not done in the first yeal

congenital adenalhypertrophy
In the absence of neonatal screening and witho

ntpercentage of the female remain undiagnosed until ad
therisis. In many countries began the screening of newh
atabtween day3-5 of life by measurement of 1GH

progesterone in capillary blood and antenatal screenin
\sehorionic villi or amniotic fluid molecular genetic testing.
ret All patients diagnosed with adremgenital syndrome

requires treatment with glucocorticoids for tarrection of
haexisting cortisol deficiency: hydrocortisone oral dose of]

requires replacement with
ligluorohidrocortisone 0-0.2 mg / day, to normalize th
asalance of sodiun potassium,and in acute crises of s
waste is used maximum dose of hydrocortis

hydroxylase deficiency is the most common leading ca|
of intersex newborn.

datravenously, and sodium supplementation in rebaten
hydroelectrolytic infusion$6,4)
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Once with the ageing the salaste syndrome
attenuates,treatment is requiredilyo in decompensation
moments outcome in mistakes in drug therapy, dun
intercurrent diseases, traumas, intoxications.Whitout prd
treatment it can cause short stature because of the
welding of the growth cartilage at the age oB #ears,
particular phenotype, virilizations, early puberty, cogniti
deficits.With a proper treatment the pacients can reag
normal stature, with a psihointelectual evolution and
normal reproductive capacity.Treatment efficiency can
verified by periodic dosingf the 17hidroxiprogesterone
androstenedione and testosterone, by the rithm of
growth, bone age,blood pressure in-saste type.(4)

Female patients with external genitals abnormality ¢
have a reconstructive surgery.

Psychotherapy is necessary foibetter understanding
of the disease, chronic treatment, so there is a Db
evolution of the disease

Prophylactic treatment consists in administeri

~N

women in the first 6 weeks of pregnancy.lteyents
virilization and sexual ambiguity to the female fetus, but
nghronic substitution treatment to the affectddd will still
pdre necessarfi,2)
parly
Conclusions:
e A positive diagnosis is relatively easy to determ
hwahen external genitalia are modifi and saltvaste
ayndrome occurs
be A onset di seases i s moi
life) in premature born compared with term born baby
the A for positive diagnos
team (pediatrician, endocrinologist, geneticist)
an A L-temgvolution of the case depends on the ri
with which treatment is administered, and adjust
j according to biological and hormonal investigations
stter a good parents educa
chronic treatment and need periodic investigationgery
ngimportant

dexamethasone 20 mg / kg iA32intakes atisk pregnant
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ABNORMAL UTERINE BLEEDING

IN ADOLESCE

Marius Gligal, Camelia Glige?, Maximilian Gliga

Abstract

Abnormal uterine bleeding is a possibly sevq
condition which apears in the first years of reproduct
activity. The etiology is very complex, with anovulatig
being the most frequent cause. The diagnosis is difficult
has to le very thorough and quick. The therapy md
commence during the diagnosis and must be in relation
with the etiology, with the severity of the case a
sometimes requires interdisciplinary work.
Key words: abnormal uterine bleeding adolescence
hormond treatment

Introduction

Abnormal uterine bleeding, which is heavy, prolong
or frequent bleeding of uterine origin causing vario|
degrees of anemia, is a condition that appears relative g
in adolescence, being sometimes a very severe disease
a life threatening condition. In the first years after t
menarche the menstrual cycle is carachterized by a
grade of irregularity. This is due to the immaturity of t
hylothalamushypophyse axis and its instable connectig
with the ovaries. So mosgif the cycles in this period arg
anovulatoryi monophasic. In the anovulatory cycles ti
progesterone secretion in the second part of the cycle
luteal phase) is lacking. Without progesterone
endometrium is only under estrogene influence. Eveheif
estrogen level is not elevated, being sometimes at the |
of the mid folicurar phase or even lower, the stimulation
the endometrium by the sole estrogens caused
hyperprolipheration. Being under estrogen stimulation
longer period of time, theendometrium overgrowths itg
blood supply and so parts of it shedd from the uterine W
This causes bleeding from those portions of the ute
cavity. The healing of the desquamated parts of
endometrial cavity will be irregular as is the sheddir

When some parts of the endometrium are healed other parts One of the traps in the management is the exager

are sloughing. The bleeding was compared with a cH
board. The bleeding is also favoured by the we
contractility of the insufficient developed uterus.In the fi
2 years after the menarche only8% of the cycles are
ovulatory, this proportion rising to 40% in the next 2 yed|
Therefore it can be stated that in this period of the feni

theeproductive age and

NT FEMALES

3

The menstrual bleeding is pathologic if the amoung
reblood lcss is over 80mL or if it lasts more then 7 days.
ve The excesive menstrual bleeding can be the
n symptom of a hemathologic disease.
and
stDiagnosisi_anamnesis
ship Establishing a good communication with t
ndpatient is very important but sometimes also difficlit.
collecting a good history of the disease the phisician 1
speak with the adult part of the patient’s family and
carefull of the fact that the young girl can hide some par
the history because of her parents being there. The d
must carreflly interogate the patient and the family a
pdsometimes, being very cautios, must speak with the yq
ugirl alone and try to win her confidence. A good psychold
fteackground of the gynecologist is of great advantage.
efen the therapy of the bleeding we shexclude the organi
necauses of bleeding. One of the alghorithms of etiolg
highagnostic of the bleeding is the PALM COEIN
neclassification, P- polyps (endometrial), A adenomyosis
nd - leiomioma, M i malignancy and hyperplasia, theg
b being the structal causes and C coagulophaty, Oi
neovulatory disorders, EE endometrial, Ii iatrogenic, Ni not
(tletassified. But this classification is for women
for adolescetnts needs
adjustments. Practicaly, adenomyosis and leiomioma d
eva@bpear in adolescents. Polypsd malignancy are ver
ofeldom- one case of endometrial polyp at a 13 year old

[&] and one case of endometrial cancer at-yddy old girl
dound in the literaturg2]. So we must concentrate in tl
second part of thdassification, most of the cases being d
alto the ovulatory disorders. At this subject the diagnosis
ingo further in revealing endocrine pathology as a cause g

q

gthe immaturity of the nervarendocrinegenital system

ess the symptoms in some cases and the slighting off
aklinical signs in other cases. We encountered both in
stpractice.

The second one is more dangerous because carplé
rsa late presentation at the gynecologist with all the pos
aleomplications even life threatening. This is also the resu

life there is a relative functional infertility. insufficient information about the menstrual cycle betw
adolescentf3].
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The history must reveal the age of the onset of
menses, how were therdt cycles (frequency, duration
intensity, regularity of the menses).

Then we must seek symptoms of coagulopathies (
Willebrand  disease, idiopathic  thrombocytopen
leukemia). History of coagulopathies in the family must
carefully interogated. Furermore the patient is asked abo
heavy bleeding by little wounds, epistaxitiglst bruising
purpura or petechiae. Sometimes the abnormal uter
bleeding is the first symtome of the existing coaguloph
[4]. Also, one fifth of the adolescent with hgawuterine
bleeding have been found to have a coagulop@&ihy

It is important to try to reveal anathomic causes of
bleeding, like visible abdominal masses and the se
history of the pacient, a most delicate issue.

Next, the pacient and the familyeaquestioned abou
medication used in the last period, like contraceptiv
anticoagulants, aspirin and other nonsteroi
antiinphlamatory drugs.

Also the history must continue with the search
symptoms of eat disorders, symptoms of PCOS, thy
diseaes, diabetes, hyperprolactimenia, hepathic dised
renal failure, neurologic diseases {24% of girls with
epilepsy have PCOS and by girls with valproic ag
treatment 40% have PCOS and 30% menstrual disord
reumatologic diseases (chronic juvengethritis, lupus),
gastrointestinal diseases (inflammatory) and cianotic car
disease$b].

The history will be completed with the actual disea
by reviewing the last normal menstruation, the onset of
actual bleeding and its evolution the intengy of the
bleeding is sometimes difficult to evaluate by the patient
the parents. Our opinion is that scores like the picto
bleeding assessment calendar (PBAC) are not very us
especially in emergency situations. The use of more tha
pads in24 hours or change of the pad more often th
hourly or clots larger than 3 cm signify an abnorn
menstrual bleedinff].

Even if we are dealing with a very young patient,
must not forget to ask about normal and complica
pregnhancy symptoms, like nseea, breast tendeness, pel
pain or discharge of soft tissue through the vagina. It is
possible that young patients will hide or deny thed
symptoms if the parents are there.

Diagnosisi_physical examination

The examination of the patient beginrwith the
inspection of the skin, revealing palour (sign of anem
petechiae (sign of coagulopathy), or hirsutism (sign
hyperandrogenic disorders including PCOS). Next the bl
pressure, pulse, temperature, weight and height
measured, and BMI isalculated.

Briefly we must palpate the thyroid and the breag
Then an abdominal palpation is carefully done focusing
abdominal or pelvic masses (one must remember
ovarian cysts and benign or malignant tumors are poss
even at this age). Hefmmegaly or splenomegaly must als
be excluded.

~N

the Then it comes to the difficult issue of pelvi
, examination. This is possible in non virgin adolescents,
a speculum examination and digital palpation through
vovagina. The source of the bleeding isrifiad, the intensity|
a,of the actual bleeding is evaluated, enlarged uterus, sig
bepelvic inflamatory disease or parauterine tumors are b
utdiagnosed. Attention to foreign bodies, injuries of the vu
vagina or hymenal ring. By virgin girls the examation will
nde the inspection of outer genitals and eventually rg
atgxamination (we didn’t use it).

Diagnosisi_laboratory
he Start with a complete blood count, fibrinogg
uabagulation time, prothrombin time, partial thromboplag

timeand blood type. Byan virgin girls, pregnancy test

mandatory. During the speculum examinationthe
egyynecologist must take probes for cultures and Chlam|
jatrachomatis (DNA probes are prefered if availab

Depending on the hystory of the patient other analysis
ofrequred: TSH, fT4, prolactin, dehydroepiandrosterq
oidulphate, testosterone, -hydroxyprogesterone, Vo
sad/jllebrand factor antigen, risocetin C cofactor, factor V

glucose and glucose tolerance test.

id
er§)iagnosisi_ultrasound examination
The best examinatiois the transvaginal ultrasoun
ligdBecause it is not possible in all cases (by virgin girls),
are obliged to examine the girls transabdominaly. If we
5eso then the examination is better with full bladder. ]
theltrasound examination is very valuable in lexing
organic causes of uterine bleeding, like pregna
ocomplications, uterine fybroids, endometrial poly
riabndometrial cancer, ovarian cysts, ovarial benign
efullalignant tumors. Also through ultrasound polycysd
\n@arian syndrome is identified (togethevith specific
amystory and laboratory findings). Ultrasound is also V
alimportant in evaluating the endometrium, w
consequences in the therapy. A thick endometrium is
vesign of a  hyperproliferation  through relat
lethyperestrogenemia or intrauterifets. A thin endometrium
idndicates a hypoestrogenemia.
ery
2sd@herapy
The therapy must begin during the diagno
procedures. We must obtain quickly intravenous accesq
administrate crystalloids, the volume depending on
gravity of the anemia (tachicardypalour, orthostatid
a)hypotension). When a gynecologist has to handle su
otase, he must always think that a youg organism is a sy,
bodiith a lower stability, so sometimes quick intervention
arequired. After the first results of the emergency comp|

blood count, in colaboration with the intensive therapy u
tswe decide and administer blood products. This is the
owhenhemoglobin is under 7 g/dL or in symptomatic sev
thanhemia or shock.
ible  Another principle of treatment is avoiding surgi

ne
ith
the

ns of
eing
va,

ctal

5tin

ydia

e).
are

ne

of
we

do
lhe

ncy
DS,

or
tic
ery
th

the
v

stic
and
the

ch a
stem
is
lete
nit,
case
ere

al

oproceduresor perform a minimum invasiv one. Of cour
the decision of a surgical procedure is very difficult

virgin young girl where preservation of the himenal rin

se
t a
in



JURNALUL PEDIATRULUI & Year XVIII, Vol. XVIII, Nr. 71 -72, july -december 2015

some families is important and the preservation of
fertility is always a very importanssue.

If the organic, systemic, endocrine and hematholo|
causes are excluded then the hormonal therapy is initig
In our opinion, the therapy must be guided after the res|
of the ultrasound examination of the endometrium.

By cases with thick emnetrium we prefer the oral
combined contraceptive pill with 30 mcg ethinyl estradiol
pill every 6 hours until the bleeding stops, then, after ¢
day, 3 pills daily 3 days, then 2 pills daily 3 days and fina
1 pill in 24 hours for 1a5 days. In ourexperience pills
with 30 mcg ethinyl estradiol and dienogest as
progestative was very good in acute cases and also for
term therapy in preventing reccurent menorhad
Unfortunately this pill is out of the market in Romania. T
good efficacy of ddnogest containing tablets was al
studied by other authors which found that it was hig
effective the combination was with estradiol valerate, n
with ethinylestradiol as in the pill we usgd. Actually this
combination of estradiol valerate ancbgest (Natazia) i
the only one approved by the FDA for the treatment
heavy menstrual bleedir§].

As an alternative, we can use injectable progester
100-200 mg intramuscular, thearal therapy with 200 400
mg micronized progesterone daily fob-14 days. Another
progesterone acute therapy is the administration
norethisterone 10 mg three times a d@j. Another
progesterone only therapy, whose efficacy havs b
demonstrated in a well conducted study is the administral
of 150 mg depanedrayprogesterone acetate intramuscul
followed by the oral administration of 20 m
medroxyprogesterone acetate every 8 hours for three @
But the study was not for adolescents only a
hemodynamically unstable patients and those W
hemoglobin less the 8 g/dL were excludedlQ]. So, the

treatment can be very good in moderate form of uteringeneral anesthesia and evacuation of the intrautering

bleedings.

By cases with thin endometrium we use the samantrauterine,

scheme with oral combined contraceptive (4, 3, 2, 1)
Premarin 25 mg intravenous every @ hours for mximum
24 hours, then a combination of oral contraceptives
progesterone only, 10 14 days. The bleeding usuall
ceases with this therapy during the first day. If n
reevaluation is needed.

When we use dreatment with estrogen containin
products wemust take care of the contraindications
estrogen, like lupus erytematosus, personal or close fa
history of venous thromboembolismhow important is a

~N

thgood anamnesis! and in those cases we use therapies

progestincontaining productf9)].

gic As a associated therapy, we used injectq

teekgomethrin or misoprostol orally. As an uterotonic is u

ulelso oral antiprogesterone. Also, nausea being a freq
secondary effect of the estrogene therapy, we
antiemethics. And by prolonged bleeding, esgbciahen

Ithere is a liquid in pelvis (identified at ultrasound)

neecommend antibiotics.

Iy Antifibrinolytic drugs, like tranexamic acid g
aminocaproic acid, have been used in the treatmen
anenorhagia alone or in combination with a reteroidal

loagtiinflamatory drug or with hormonal therapy1]. They

iaare indicated especially at patients with bleeding disord
heinterdisciplinary aproach (with the hematology unit) be|
sonecessary. We have no experience with these treatm

nyanyway this drugs have beeenmmoved from the market i

otRomania.

Desmopressin is indicated for the treatment of ute
bleeding in patients with von Willebrand disease. In s
otases we recommend collaboration with a hematologist.
The levonorgestrel intrauterine device was also use
oree therapy for bleeding in adolescefitg], but is a difficult
decision in virgin girls and in non virgin but nuliparo
adolescents there is the possible late complication
ahfertility. We have not used this therapy.

Other treatments in patients wittbagulopathies ar
eaplatelet transfusions, factors 7, 8, 9, 10, 13, fibrinogen, f
ticdnozen plasma, cryoprecipitate or prothrombin compg
ar.concentrates. These are reserved only at patients whe
0 coagulopathy has been investigated and only in congurt
aygith a hematologist [13].
nd Exceptional therapies, used only in very severe ¢
itevhich do not respond to medical therapy and there is 3

threatening condition, are: vaginal examination un

dilatation and curetage, histeroscopy, Foley cath
uterine artery embolisation, endometr
oablation and hysterectomy. Fortunately, in our activity
have not been obliged to use such therapies.
or  From these treatmens we would chooseittrauterine
y insertion of a Foley catheter with the help of a ri
btinstrument fittet into the tip of the catheter, after a sn
dilatation of the cervix [14].
0 In conclusion we state that abnormal uterine blee
migomplications, which requires a rapid but thorol
diagnosis and a quick, exact and sometimes curag

therapy.
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Abstract
Background: Childhood obesity is a publicalth issue
and the available management options include diet

Diet analysis can help in improving the obesity treatment,

Aim: to evaluate the food pyramid and dietary patte
in obese children.

Material and methods: crossectional study on 4
sample of 82 children-%9 years with abdominal obesit
evaluated between March 2013 April 2014 in the
Emergency County Hospital Mures. Variables: age, S
environment, BMI Z score (according to the WHO chart
food pyramid, diet composition. Each child was measu
and weighted by the same person, using verif]
instruments. Each legal representative filled in a fd
frequency questionnaire regarding eating habits for
previous 6 months. The questionndigs 126 items and fo
each one there are 10 frequencies to choose from
dedicated welibased tool was developed for th
gquestionnaire analysis which returns the personal f
pyramid based on the questionnaire and allows further g
analysis of dietarypatterns, using different criteria, an
variable number of food items.

Resul ts: The mean age
predominance of females (1.34:1) and of the url
environment (2.28:1). 64.6% of the subjects (n=53) wi|
obese. Sex and the environmérave no influence on the
food pyramid, although children from rural areas have m
unhealthy eating habits when analyzing diet compositi
Age is significantly negatively correlated with all fog
groupso6 number of serving
more healthy eating habits than younger ones.

DIET ANALYSIS IN OBESE CHILDREN

PaHcanu

recommendations which are tirmensuming and general,

of the health benefits that have contributed to the incre
afpngevtyobser ved in the world
on Ending Childhood Obesity has developed a re

describing future policy directions with the aim
ngountering this epidemic [2].
The management of obesity focuses on lifes

changes, including dietary mmmendations. The latter a
y difficult to obtain given the subjective and timensuming
diet analysis.
ex,
S Aim
red To evaluate the food pyramid and dietary pattern
edbese children.
od
th8ubjects and methods
A crosssectional study was conducted between M3
. 2013 and April 2014 in the Emergency Mures Cou
e Hospital involving children with abdominal obesity from
botl9 years of age. Sample: 82 children. Exclusion critg
olgecondary causes of obesity, refusal to participate.
d Variables: age, sex, environment, BMI Zscore
(according to the WHO charts), food pyramid, d
w eompositian. AbdbrinaBobegitg was defined ws waikt al
athe 80th centile according to the curves developed
er&ernandez et al. in 2004 [3]. Overweight was defined
1SD < BMI < 2SD and obesity wakefined as a BMI > +2
por&DS according to the WHO reference. The ideal f
prpyramid was defined as follows: cereal at least
d portions/day, fruits and vegetables, at least 5 portions,
s 3 por@idns, Imdat 2 portiens, fap 21 podions, ecdnceratr
sweets maxum 1 portion.

Conclusion: Diet analysis is a useful tool in t

methods for assessment must be developed.
Key words: childhood obesity, food pyramid

Introduction

issue, the burden of the disease being very
demonstrated [1]. In children obesity is associated wit

premature onset of illnesses, includidibetes and hear|

the primary prevention of noncommunicable diseases.

management of overweight and obesity, but more objectiveame person,

Childhood obesity has become a major public heglttone used in the 3rd NHANES and adapted to local f

wide range of health complications and an increased risk @fyramid based on the questionnaire and allows further g

disease. Preventing childhood obesity is a key approach tariable number of food items.

Method:each child was measured and weighted by
using verified instruments. Each |
representative filled in a food frequency questionn
regarding eating habits for the previous 6 months.

guestionnaire has 126eihs and for each one there are
frequencies to choose from. It was developed based o

e

ehabits. A dedicated webased tool was developed [4] f
the questionnaire analysis which returns the persfoaal

analysis of dietary patterns, using different criteria,
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~

The study was approved by the local Ethics Committegesting associations, Spearman or Pearson test

and each legal representative had to sign an informedor r el ati ons. A |l evel of ighni

consent.
Statistical analysis: for data collection the M.O ExgelResults

for

and the weklbased tool were used; fotafistical analysis The nmean age was 12. 4N .
MedCalc v. 5.0 was used. Categorical and binary data wemedominance of females (1.34:1) and of the urpan
analyzed using the-test, ManAWh i t ney t e s { envireanent (2.2811). 64.6% of the subjects (n=53) were

obese (tablel).

Table 1i General characteristics of the sample

Variable Girls Boys Total

n 47 35 82

Mean age(years) 12.5N4.9 12.2N4.9 12. 4N4. §
Urban (n/%) 36 (76.6%) 21 (60%) 57 (69.5%)

Rural (n/%) 11 (23.4%) 14 (40%) 25 (30.5%)
Normal weight (n/%) 13 (27.6%) 8 (22.8%) 21 (25.6%)
Overweight (n/%) 5 (10.6%) 3 (8.5%) 8 (9.75%)
Obese (/%) 29 (61.7%) 24 (68.5%) 53 (64.6%)

Considering the subjectivity of the food frequengyurban areas consume higher amounts of fruit and vegetable

questionnaire, we tested for outliers for each food group jarehd lower amounts of cerealyaets and fat.

eliminated them from the final analysis. The final sample When analyzing the food pyramid according to BMI,

was of 72 subjects. Both boys and girls eat more servingee only significant difference is in the fat amount, w

ith

than therecommended amount, with significant differencesobese subjects having the highest value. Overweight people
for fruits and vegetables (figure 1). Environment has |[n@onsume the highest amount of food servings/day (figure 2).

significant influence on the food pyramid, but children frgm Age is negatiely associated with all the food groug
significant for sweets, fat, and dairy (table 2).

Sweets

Fat

2,34

3.8 Meat
3,2 % m Dairy
M Fruits&vegetables
p=0.03

M Cereal

Boys Girls Recommended

Figure 17 The food pyramid of the subjects

_ 2,7
1,9 3,0 p=0.01
2,74 N
2,
2

Normal weight Overweight Obesity

Sweets
Fat
Meat

W Dairy

M Fruits&vegetables

Cereal

Figure 2i The food pyramid depending on the weigt
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Table 2i Age correlation coefficients with the food groups

Food group r coefficient 95% CI p

Sweets -0.14 -0.231 (-0.04) 0.003
Fat -0.31 -0.5171 (-0.08) 0.007
Meat -0.22 -0.431 (-0.01) 0.06
Dairy -0.27 -0.481 (-0.04) 0.02
Fruits & vegetables -0.22 -0.3471 0.19 0.35
Cereal -0.09 -0.3271 0.11 0.45

Considering 12 years as the mean age for pubertal When comparing the 2 groups regarding the firdgt 3
development and comparitige two groups, the younger the items mostly consumed, the older children choose healthier

children, the higher the amount of fat and dairy consumefht and meat products, while consuming teact same
(figure 3). sweets and dairy.

Sweets (p=0.48)
Fat (p=0.02)
Meat (p=0.25)
m Dairy (p=0.02)
M Fruits&vegetables (p=0.24)

M Cereal (p=0.45)

<12 years »>12 years

Figure 3i The food pyramid depending on ag

Discussions
This study aimed to analyze the food pyramid
dietary patterns among obese children. Although

nde explained by the choice of 12 years asoffifor pubertal
iedevelopment in our study.

prepubertal children and older ones [12,13]. This facthinj

g

analysis is timeonsuming, it is an important part of the Our results showed that age was negatively correlated

management of obesity, espdbi in children and| with all food groups. Prpubertal children have a mo
adolescents. There are 2 matalysis that state the lack gf controlled diet, compared with those in high schowkaled

e

consistency among studies regarding dietary interventiortsy parents and school cafeteria food availability [14,15].

and the need for further wellesigned populational studies These results show the need for school policies that dq

not

in order to fully des camenealldwhurhealihy feddts be availabte for childréntard puplec n a g

of obesity in children [5,6]. health policies that rai s
Diet assessment tools are available throughout |thieealthburden of obesity [16].

world-wide-web more or less controlled or based on guiges  We must state the limitations of our study: sni

or professional information. The high income countries haveample, the subjectivity of dietary assessment, the lag

been using different types of assessment tools |fgohysical activity evaluation. Future populational studies

developing national guidelines and recommendations [7].
Obese and overweighed children consume highe@mportance in childhood obesity.

amounts of food servings than the current recommendatipns,

with only small differences among sexes or environment, €onclusion

result consistent with previous dies [8,9,10,11]. In our Diet analysis is a useful tool in the managemen

study, pubertal subjects had healthier food choices jprmverweight and obesity, but more objective methods

consumed lower number of servings from all food groupsassessment must be developed.

Other studies reported the opposite or no difference between

5C

e pa

all
k of
are

needed in order to fully understand the diet composition

of
for
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ADRENOLEUKODYSTROPHY 1 THE DIAGNOSTIC
AND THERAPEUTIC CHALLENGES

Cristina Ghervan!, Co d r u "Hdacques Mauit, Ana Valea, Alina Silaghit, Liviu Ghervan*

Abstract implicated in the betaxidation of very longchain saturate(
Adrenoleukodystrophy (ALD) is a genetically fatty acids (VLCFA). If the enzyme is missing or not act
determined disorder, with recessivelylikked inheritance,| properly, the peaxisome dysfunction leads to t
manifested by: progressive cerebral demyelination, primargccumulation of VLCFA within the cellgrimarily in the
adrenocortical failure and testicular impairment. Thecentral nervous syster@NS)white matterandaxons in the
affected gene isABCDJ, which codes for a peroxisomdl adrenalcortexandin testis (1). The combined incidence
membrane protein implicated in the betddation of very | hemizygotes (all phenotypes) plus heterozygdesale
long-chain saturated fatty acids (VLCFA). In affectedcarriersis 1:16,800 newborns (2).
patients VLCFA are accumulating within the cells, primarily In 1923 Siemerling and Creutzfeldt reported a se
in the nervous system white matterttie adrenal cortex and years old boy with adrenal failure due to the atrophy of

en
the

in testis. Three mean phenotypes of ALD are described:| ttegrenal cortex and diffuse cerebral sclerosis. In 1963 ap X

childhood cerebral form (CCALD) the most sevele,linked mode of inheritance was suggestand in the mid
adrenomyeloneuropathy with adult onset (AMN) andl1970s this disease was named adrenoleukodystroph
isolated adrenal failure (Addisamly). 1976 the accumulation of VLCFA in the brain and adrg

We present the case of a male gatidiagnosed with:| cortex was reported, and in 1988spectivelyin 1981raised
Addi sonéds di sease at a|g mncentrations ol YIICEA wevenshalva tinr calfprede s
hypogonadism and AMN at age 21, showing the diagnogtifibroblasts ad plasma. The defective peroxisomal enzy
and therapeutic difficulties in the context of our countfy.and the responsible gene were identified in 1981 (1,3).
The diagnosis of ALD is based on the determination| oABCD1 gene is located on the long (q) arm of the
VLCFA in plasma ands confirmed by molecular genetic chromosome at position 28.

testing of theABCD1 gene locus, both not available ip Three mearphenotypesf ALD have been described

Romania. Concerning the treatment, besides horm¢n#ie childhood cerebralofm (cALD) (3035% - the most
replacement therapy, the options in order to prevent |theevere), adrenomyeloneuropathy (AMN) {4&% -) and
occurrence and progression of neurological symptoms|aies ol at ed adr enainl fy&iEl)ur et
limited: Lorenzo's oil is used therapeutically to normalizeare: the adolescent and adult cerebral form (a m
VLCFA but its impact upon neurological disorders is largelyphenotype of the adult) and asymptomatic forms (1).

debated; hematopoietic stem cell transplantation is shown to  In cerebral forms the acamulation of VLCFA in the
be beneficial in mild CCALD, but this effect was not proveédbrain leads to inflammatory demyelination, resulting
for AMN; gene theapy showed good results in experimentalconfluent and bilaterally symmetric loss of myelin, {
animal studies and seems to be a promising perspective foarieteoccipital regions being usually affected first, w
the future, but none are at that time available in Romanial asymmetric progression of the lesidosvard the frontal of

y. In
nal

Kin

me

The
X

hEEA
Ider

in
he
th

Key words: adrenol eucodystr ophlytemporadliobess Ghilddea withl thes ceralsaé form of ALD

hypergonadotropic hypogonadism experience learning and behavioral problems that ustally
begin between the ages of 4 and 10.
Introduction
Adrenoleukodystrophy (ALD) is a genetically Over time the symptoms worsen, and these childiren

determined disorder, with recessively inheritedlinked | may have difficulty reading, writig, understanding speech,

inheritance manifestedmainly in male subjects, associated and comprehending written material. Additional signs and
with  progressive cerebral demyelination, primarysymptoms of the cerebral form include aggressive behapior,

adrenocortical failure andtesticular impairmet. The | vision problems, difficulty swallowing, poor coordinatign,

affected gene iIABCDJ, which codes for a peroxisomal and impaired adrenal gland function.
membrane protein (adrenoleukodystrophy proieiLDP)
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