Cum prevenim infectia HIV la copil?

DR. MARIANA MARDARESCU MD PHD
MEDIC PRIMAR BOLI INFECTIOASE
COORDONATOR
COMPARTIMENTUL PENTRU
EVALUAREA SI MONITORIZAREA INFECTIEI HIV/SIDA
INSTITUTUL NATIONAL DE BOLI INFECTIOASE "PROF. DR. MATEI BALS,,



émgm m

T

A. Streinu-Cercel. Specific challenges in key population in Romania and in Central and Eastern Europe . EACS SoC, 30-31 January 2019, Bucharest



Copilul nu este un adult in miniatura...

Jean Piaget




Desi riscul de transmitere materno-fetala a infectiei cu HIV este in scadere,
riscul de deces, printre nou-nascutii infectati HIV, in primul an de viata, este
ridicat. Tn acest context, testarea precoce, obtinerea, cit mai rapidd a
rezultatului si initierea tratamentului sunt esentiale.



Factorii de risc asociati cu transmiterea HIV materno-fetala

Stadiul evolutiei infectiei HIV materne coroborat cu

Tncarcatura virald a femeii gravide

Prezenta bolilor cu transmitere sexuala

Timpul scurs de la ruperea membranelor pana in momentul declansarii nasterii
Travaliul prelungit

Tipul de nastere

Proceduri invazive in timpul sracinii, cordocenteza, amniocenteza, si din timpul nasterii (monitorizare fetald
invaziva) si manevrele obstericale (forceps, vidextractor, versiuni)

Alterarea integritatii placentare, corioamniotita



Strategii preventive corelate cu timingul transmiterii HIV de la mama la produs de conceptie (1)

Antenatal Postpartum
Timpuriu Tarziu Timpuriu Tarziu

Graviditate
10-25%

Travaliu & nagtere Alaptat natural 35-40%
35-40%

< 28 sapt »28 sapt 0-1 luni 16 luni 6-24 luni

1. Gravida: obtinerea unei incarcaturi virale nedetectabile
-in plasma
- in tractul genital




Strategii preventive corelate cu timingul transmiterii HIV de la mama la produs de conceptie (2)

Antenatal Postpartum

Timpuriu Tarziu Timpuriu Tarziu

Graviditate

Travaliu & nagtere Alaptat natural 35-40%
10-25% 35-40%
< 28 sapt >28 s.ipt - 0-1 luni 16 luni 6-24 luni
|
| 1
1. Gravida: obtinerea unei VL materne nedetectabile: ARV
A
| \

2. Fat:

e profilaxie pre-expunere: prezenta de ARV in organismul fetal in momentul
travaliului si al nasterii

e reducerea expunerii la sangele si secretiile vaginale materne: cezariana programata
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Pasi esentiali legati de ingrijirea femeii HIV+
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Recommendations for the Use of Antiretroviral Drugs in Pregnant Women with HIV
Infection and Interventions to Reduce Perinatal HIV Transmission in the United States*

Management of Infants Born to Women with HIV Infection

Long-Term Follow-Up of Infants Exposed to Antiretroviral Drugs

Panel's Recommendations for the Long-Term Follow-Up of Infants Exposed to Antiretroviral
Drugs

Panel's Recommendations

Children with in utero or neonatal exposure to antiretroviral (ARV) drugs who develop significant organ
system abnormalities of unknown etiology, particularly of the nervous system or heart, should be evaluated
for potential mitochondrial dysfunction (ClI).

It is important that the long-term medical record of a child without HIV includes information about in utero
and neonatal ARV exposure (BIII).

Rating of Recommendations: A = Strong; B = Moderate; C = Optional

Rating of Evidence: | = One or more randomized trials with clinical outcomes and/or validated laboratory
endpoints; Il = One or more well-designed, nonrandomized trials or observational cohort studies with long-
term clinical outcomes; Il = Expert opinion

*Recommendations for the Use of Antiretroviral Drugs in Pregnant Women with HIV Infection and Interventions to Reduce Perinatal HIV Transmission in the United States
< https://clinicalinfo.hiv.gov/en/guidelines/perinatal/whats-new-guidelines >



https://clinicalinfo.hiv.gov/en/guidelines/perinatal/whats-new-guidelines
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Methods

Routinely-collected data on infants with HIV exposure, born May 2018 — April 2021 to mothers diagnosed with HIV
prior to delivery, in the Western Cape, South Africa, with follow up through mid-August 2022

We assessed:
proportion of infants with HIV exposure who were diagnosed with HIV:

at birth (<7 days),
10 weeks (>1 to 14 weeks)
and >14 weeks as proxies
for:
intrauterine,
intrapartum/early breastfeeding and
late breastfeeding transmission, respectively

To calculate proportions, the denominator used was infants not previously testing positive and with an available test at
each interval

Anderson et al. CROI 2023; Virtual and Seattle, WA. Poster 0778.



Results: Mothers

ART:

68% of mothers started antiretroviral treatment (ART) before pregnancy
27% started during pregnancy

5% - no ART during pregnancy

at delivery, 5% had no prior ART recorded

90% of mothers received any ART during pregnancy;

86% received any ART in the year after delivery

Anderson et al. CROI 2023; Virtual and Seattle, WA. Poster 0778.



Results: Mothers

ART regiments:

84% - regimens included non-nucleoside reverse transcriptase inhibitors
11% integrase strand transfer inhibitors and

5% protease inhibitors

43% of mothers had viral load (VL) results at delivery, of whom 74% had VL <100 copies/ml

68% of mothers had CD4 count results during pregnancy, of whom 62% had CD4 count
2350 cells/pul

Of mothers whose infants were diagnosed with HIV:

94% had started ART before or during pregnancy;
e, 89% . had VI, results at delivery, of whom 16% had VL <100 copies/ml



49,824 HIV-exposed infants,

925 (2%) were diagnosed with HIV l
« Of infants who first tested
positive at 10 weeks:

< , Results: Infants

HIV-PCR results - available for 83% of

eligible infants at birth: * 68% had previous negative birth
67% at 10 weeks and tests (suggesting intrapartum/early
48% at >14 weeks of age breastfeeding transmission) and
Among eligible infants who were tested at ;> * 52% who first tested positive at >14
the different timepoints: weeks had previous negative tests at
0.8% were positive at birth, 1-14 weeks (suggesting late
0.4% at 10 weeks and breastfeeding transmission)

1.1% at >14 weeks

Of infants diagnosed with HIV:
47% were identified at birth,
18% at 10 weeks and
35% at >14 weeks of age

Anderson et al. CROI 2023; Virtual and Seattle, WA. Poster 0778.



Conclusions

Despite high maternal ART coverage, ongoing vertical transmission is a concern, with

a substantial proportion attributable to breastfeeding transmission

Interventions to improve maternal viral suppression and reduce vertical transmission
in pregnancy and breastfeeding are needed to achieve an HIV-free generation

At delivery, mothers had:
VL<100: 74%

CD42>350: 62%

At Birth At 10 weeks &>14 weeks
0,8% 0,4% 1,1%

Anderson et al. CROI 2023; Virtual and Seattle, WA. Poster 0778.



Updates in the American Guidelines 2023

PERINATAL HIV GUIDELINES™
JANUARY 2023

Recommendations for the Use of Antiretroviral Drugs During Pregnancy and Interventions to Reduce Perinatal HIV Transmission in the United States
https://clinicalinfo.hiv.gov/en/guidelines/perinatal/whats-new



https://clinicalinfo.hiv.gov/en/guidelines/perinatal/whats-new

Infant Feeding for Individuals With HIV in the United States

The former section, Counseling and Managing Individuals With HIV in the United States who desire to breastfeed,
was revised and retitled to provide more comprehensive guidance on feeding infants born to individuals with HIV.
Cﬁ)ntent about breastfeeding in other sections was revised to align with and refer to updated recommendations in
this section.

The Panel recommends that people with HIV receive evidence-based, patient-centered counseling to support
shared decision-making about infant feeding. Counseling about infant feeding should begin prior to conception or
as early as possible in pregnancy; information about and plans for infant feeding should be reviewed throughout
pregnancy and again after delivery (Alll). During counseling, people should be informed that—

Replacement feeding with properly prepared formula or pasteurized donor human milk from a milk bank eliminates the risk of
postnatal HIV transmission to the infant (Al).

Achieving and maintaining viral suppression through ART during pregnancy and postpartum decreases breastfeeding transmission
risk to less than 1%, but not zero (Al).

Replacement feeding with formula or banked pasteurized donor human milk is recommended to eliminate the risk
of HIV transmission through breastfeeding when people with HIV are not on ART and/or do not have a suppressed
viral load during pregnancy (at a minimum throughout the third trimester), as well as at delivery (Al).

Individuals with HIV who are on ART with a sustained undetectable viral load and who choose to breastfeed
should be supported in this decision (Alll).

Individuals with HIV who choose to formula feed should be supported in this decision; potential barriers to
formula feeding should be identified and addressed (Alll).

Content about counseling and management of individuals who choose to breastfeed was updated, with added
content on situations in which to consider stopping or modifying breastfeeding.

Recommendations for the Use of Antiretroviral Drugs During Pregnancy and Interventions to Reduce Perinatal HIV Transmission in the United States
https://clinicalinfo.hiv.gov/en/guidelines/perinatal/whats-new



https://clinicalinfo.hiv.gov/en/guidelines/perinatal/counseling-and-managing-individuals-with-hiv-united-states-who-desire-breastfeed?view=full
https://clinicalinfo.hiv.gov/en/guidelines/perinatal/whats-new

Antiretroviral Management of Newborns With Perinatal HIV Exposure or HIV

Infection

When the criteria for low risk of perinatal HIV transmission are met, the Panel now recommends that infants receive 2 weeks of zidovudine (ZDV)
prophylaxis , rather than 4 weeks (see Table 10. Neonatal Antiretroviral Management According to Risk of HIV Infection in the Newborn).

Infants born to individuals who do not meet the criteria for low risk of perinatal HIV transmission but who have a viral load <50 copies/mL at or
after 36 weeks should receive ZDV for 4 to 6 weeks (Bll).

The ﬁriterion for viral suppression was further defined as at least two consecutive tests with HIV RNA levels <50 copies/mL obtained at least 4
weeks apart.

The Panel clarified the duration of ARVs for newborns at high risk of perinatal acquisition. PresumlEJltive HIV therapy with three-drug regimens
should be administered from birth for 2 to 6 weeks (see Tables 10 and 11); if the duration of the three-drug regimen is shorter than 6 weeks, ZDV
should be continued alone, to complete total of 6 weeks of prophylaxis.

All premature infants <37 weeks gestation who are not at high risk of perinatal acquisition of HIV should receive ZDV for 4 to 6 weeks (BII).

New subsections and Table 12. Infant Antiretroviral Prophylaxis for Newborns of Mothers with Sustained Viral Suppression Who Breastfeed were
added to address ARV prophylaxis for newborns at low risk of perinatal HIV transmission who are breastfed and to provide information about
breastfeeding in newborns at high risk of perinatal HIV acquisition.

Recommendations for the Use of Antiretroviral Drugs During Pregnancy and Interventions to Reduce Perinatal HIV Transmission in the United States
https://clinicalinfo.hiv.gov/en/guidelines/perinatal/whats-new



https://clinicalinfo.hiv.gov/en/guidelines/perinatal/whats-new

Registrul electronic al femeii gravide infectate HIV si al
nou-nascutului expus perinatal HIV in Romania
2013-2022



Registrul National al femeii gravide infectate HIV si al nou-nascutului expus perinatal HIV
Nou-nascuti expusi perinatal HIV
intre anii 2013-2021 la nivel national
n. 1642

2013
22014
H2015
22016
2017
42018
42019
42020
2021

Sursa: Compartimentul pentru Monitorizarea si Evaluarea Infectiei HIV/SIDA in Romania — INBI “Prof.Dr.M.Bals”



Statusul HIV al nou-nascutilor expusi perinatal HIV la TO
Registrul National al femeii gravide infectate HIV si al nou-nascutului expus perinatal HIV

2013-2021
n.1642
71 (4%) 42 (3%)
) e ‘\\ *x\\
y \ \ “1V.L. nedetectabil*

\ 1 V.L. detectabil

® Neevaluat la TO
1529 (93%)

*Expus perinatal HIV- seroreverter neinfectat HIV

Sursa: Compartimentul pentru Monitorizarea si Evaluarea Infectiei HIV/SIDA in Romania — INBI “Prof.Dr.M.Bals”



Strategia preventiva de reducere a transmiterii materno fetale (TMF)

Testarea universald si cdt mai
precoce a tuturor gravidelor

e Administrarea profilaxiei ARV in
timpul sarcinii si  nasterii si,
ulterior, nou nascutului

e Operatie cezariana programata
inainte de debutul travaliului si de
ruperea membranelor

a infectiei HIV

Alimentatie exclusiv artificiald

e Monitorizarea copilului pentru
determinarea, cat mai rapida, a
statusului HIV

e Evaluarea riscului nou-nascutului
de posibile toxicitati, pe termen
scurt si lung, Tn urma expunerii la
medicatia antiretrovirala ,in
utero” si dupa nastere

e Profilaxia pneumocistozei

Evaluarea pentru coinfectii materne

(hepatitd B, C, sifilis, infectie CMV,
toxoplasmoza, infectie cu virus
herpetic)

e \Vaccinarea nou-nascutului si
sugarului expus perinatal HIV

e Suportul familiior cu infectie HIV
(medical, psihologic, social,
educational)




Diagnosticul infectiei HIV la nou-nascut

La grupa de varsta 0-18 luni, diagnosticul de infectie HIV se poate stabili numai prin metode
virusologice (HIV-RNA/HIV-DNA).

Testele serologice, inclusiv noile teste combinate Ag-Ac (de a 4-a si a 5-a generatie) nu stabilesc
prezenta virusului HIV la aceasta grupa de varsta, din cauza transferului de anticorpi
transplacentari de la mama.

Un prim test virusologic pozitiv va fi confirmat, cat mai rapid, prin repetare pe o noua proba de
sange, din cauza posibilitatii aparitiei unor rezultate fals pozitive (atat cu teste HIV-RNA cat si
HIV-DNA).

Excluderea definitiva a infectiei HIV la copiii cu varsta intre 18-24 luni, cu serologie HIV pozitiva,
se va baza pe un test virusologic.

Un copil cu test HIV pozitiv, cu 0 mama al carei status HIV este necunoscut, se presupune a fi
expus HIV.



Recomandari internationale

Atat recomandarile ghidurilor americane, cat si cele ale OMS, indica testarea
virusologica la nastere, pentru nou-nascutii la risc inalt de transmitere a HIV. (3)

Nou-nascutii si sugarii expusi HIV vor fi retestati la 14-21 de zile; 1-2 luni; 4-6 luni.

Recomandarile BHIVA legate de momentul testarii sunt:

in decursul primelor 48 de ore dupa nastere
La 14 zile (in caz de risc Tnalt)

la 6 saptamani (sau cel putin 2 saptaméani dupa intreruperea
profilaxiei)

La 12 saptamani (sau cel putin 8 saptamani dupa incetarea
profilaxiei)

n orice moment, In caz de risc aditional de infectare



Management-ul ARV al nou-nascutului expus perinatal HIV in functie de factorii de risc

Grad de risc de achizitie a infectiei HIV
Risc scazut de transmitere HIV perinatala

Risc crescut de transmitere HIV perinatala

Expunere HIV neonatala prezumtiva

Nou-nascuti cu HIV

Criterii de incadare

Mame care au primit ARV in timpul
sarcinii cu supresie virala sustinuta
(V.L. < 50 ¢/ml) aproape de
momentul nasterii si fara probleme
de aderenta la tratament
Mame care nu au primit tratament
ARV ante/intrapartum.
Mame care au primit tratament ARV
numai intrapartum
Mame care au primit tratament
antepartum si intrapartum dar care
au V.L. detectabila aproape

de momentul nasterii.
Mame cu infectie HIV acuta, in cursul
sarcinii sau Tn cursul alaptarii, situatie
in care mama va inceta imediat
alaptarea
Mame cu status HIV neconfirmat,
care au, cel putin, un test HIV pozitiv
la nastere sau postpartum sau ai
cdaror nou-nascuti au un test HIV
pozitiv

Test virusologic pozitiv la nou-nascut

Management-ul ARV neonatal
ZDV timp de 4 saptamani

Terapie HIV prezumptiva fie cu ZDV,
3TC si NVP (doza terapeuticd) sau
ZDV, 3TC si RAL administrate de la
nastere pana la 6 saptamani.

Tratament ARV ca si In cazul celor cu
risc crescut

Tratamentul ARV la nou-nascuti va fi
intrerupt imediat ce teste
suplimentare infirma infectia HIV a
mamei.

Regim terapeutic cu trei

medicamente, in doze terapeutice

Tabel preluat din: Neonatal Antiretroviral Management According to Risk of HIV Infection in the Newborn (p G-3)
https://clinicalinfo.hiv.gov/sites/default/files/guidelines/documents/PedARV_GL.pdf



https://clinicalinfo.hiv.gov/sites/default/files/guidelines/documents/PedARV_GL.pdf

Management-ul ARV la nou-nascut in functie de riscul infectarii HIV

Nou-nascuti aflati la risc scazut de transmitere HIV neonatala

Regim terapeutic recomandat Durata recomandata
e ZDV e  ZDV- 4 saptamani
Nou-nascuti aflati la risc crescut de transmitere HIV perinatala
e  Terapie HIV cu: e ZDV- 6 saptamani; 3TC si NVP sau RAL
ZDV+3TC+NVP/RAL administrate timp de 2-6 saptamani, pana la

6 saptamani de viata

Nou-nascuti cu infectie HIV

e  Terapie HIV cu: e Terapia ARV va fi individualizata in functie de
ZDV+3TC+NVP/RAL varsta copilului si conditia clinica.

Tabel preluat din: : Neonatal Antiretroviral Management According to Risk of HIV Infection in the Newborn (p G-5)
https://clinicalinfo.hiv.gov/sites/default/files/guidelines/documents/PedARV GL.pdf



https://clinicalinfo.hiv.gov/sites/default/files/guidelines/documents/PedARV_GL.pdf

Metodologia de ingrijire a nou-nascutului expus perinatal infectiei HIV in

Romania
Protocol INBIMB*
Alimentatia artificiala Medicatia antiretrovirald/profilaxie
e Nou-nascutul nu va fi alaptat, ci va fi e Nou-nascutul va fi preluat de pediatrul
alimentat artificial de la inceput. neonatolog, care, impreuna cu medicul

infectionist, va institui tratamentul
profilactic cu ARV (actualizat conform
ghidurilor internationale), alaturi de

e Femeile HIV pozitive vor fi sfatuite . :
celelalte ingrijiri medicale acordate.

insistent sa-si hraneasca copiii cu lapte

praf.
e Nou-nascutul va primi profilaxie ARV, de

preferat chiar din primele 6 ore de |la
nastere, cu ZDV (Zidovudina) sirop + 3TC
(Lamivudina) sirop, timp de 4-6
saptamani.

e Nevirapina (sirop) se va administra numai
la recomandarea sefului Centrului
Regional.

Dr. Mariana Mardarescu, Dr. Cristina Cernat- Pavilionul de Imunodepresie Copii si Adolescenti/Compartimentul pentru Evaluarea si Monitorizarea HIV/SIDA in Roménia



Profilaxia copilului expus perinatal la infectia cu HIV

Toti nou-nascutii expusi perinatal la infectie HIV trebuie sa primeasca profilaxie
postpartum, pentru reducerea riscului de transmitere a infectiei HIV de la
mama.

Profilaxia trebuie inceputa cat mai aproape de momentul nasterii- in primele 4
ore sau in primele 6-12 ore de la nastere.

Selectia regimului folosit se va determina in functie de factori ce t{in de mama si
factori ai copilului si care influenteaza riscul de transmitere.



Folosirea regimurilor ARV la nou-nascut tine cont de:

Profilaxia ARV- administrarea unuia sau mai multor medicamente unui nou-
nascut fara infectie HIV documentata, pentru reducerea riscului de achizitie a
infectiei.

Terapia ARV-HIV prezumptiva- administrarea a trei medicamente unui nou-
nascut la cel maiinalt risc de infecare cu HIV.

Terapia prezumptiva se doreste a fi un tratament preliminar pentru un nou-
nascut care este, mai tarziu, documentat a avea HIV, dar, de asemena, se
doreste ca profilaxie impotriva achizitiei HIV pentru acei nou-nascuti expusi in
utero, in cursul procesului nasterii, pe cale naturala sau al alaptarii.

Terapia HIV — administrarea a trei medicamente antiretrovirale, la doze
terapeutice- pentru nounascutii cu infectie HIV documentata.



Recomandare doze ARV pentru profilaxia nou-nascutului expus perinatal HIV

ZIDOVUDINA (ZDV) 10mg/ml

Varsta gestationala Doza
2mg/kgc/6ore
Doze simplificate in functie de
greutate
0,5mlla6
2-3 kg
ore
VG235 saptamani
0,7mlla 6
3-4 kg
ore
Imllab6
4-5 kg
ore
VG >30-<35 saptamani 2mg/kgc/120re
VG<30 saptamani 2mg/ kgc/12ore

LAMIVUDINA (3TC) 10mg/ml

VG232 saptamani

2mg/kgc/12 ore

NEVIRAPINA (NVP) 10mg/ml

VG237 saptamani

2mg/kgc/24h- 1 sdptdamana apoi

4mg/kgc/24h- 1 saptamana




Tn maternitate, nou nascutul primeste medicatia ARV conform greutdtii la
nastere. Se continua administrarea de Zidovudina (ZDV) si Lamivudina (3TC)
pana la varsta de 4-6 saptamani.

Pana la varsta de 2 saptamani, medicatia va fi administrata in aceleasi doze
ca si in maternitate, dupa care dozele vor fi ajustate in concordanta cu
cresterea in greutate a nou—nascutului.

Dozele se vor stabili in colaborare cu pediatrul infectionist.



Monitorizare

Monitorizarea si tratamentul ARV al femeii HIV pozitive sunt efectuate
de medicul infectionist, atat pe durata evolutiei sarcinii cat i
intrapartum si dupa nastere, in colaborare cu medicul obstretician.

Nou—nascutului i se recolteaza sange pentru determinarea HIV — RNA, in
primele 2 zile de viata, la 2 saptamani, la 2 luni si la 4 — 6 luni, probe de
sange care vor fi trimise imediat dupa recoltare la Institutul de Boli
Infectioase ,,Prof. Dr. Matei Bals”/ Spitalul de Boli Infectioase si Tropicale
JVictor Babes”/Centre Regionale HIV.



Externarea din maternitate

Nou-nascutul se externeaza din maternitate in familie doar daca:

Nu exista riscuri;

Familia este Tn masura sa-i asigure ingrijirile de baza;

Familia este in masura sa-i asigure administrarea medicatiei ARV, in scop
profilactic;

Familia probeaza ca dispune de laptele praf recomandat nou-nascutului de

medicul neonatolog.

Este necesara interventia compartimentului de asistenta psiho-sociala, in colaborare cu
specialistul infectionist si medicul de familie.

Familia, respectiv mama va fi indrumata catre Sectia de boli infectioase/Centrul
Regional pentru evaluarile ulterioare.



Vaccinarea nou-nascutului provenit din mama seropozitiva

Majoritatea vaccinurilor recomandate de rutina pot fi administrate, in
siguranta, copiilor expusi/ infectati cu HIV.

Toate vaccinurile inactivate pot fi administrate, in siguranta, persoanelor
cu imunitate compromisa.

Pacientii cu imunitate sever deprimata nu vor primi vaccinuri vii
atenuate.



Tn ceea ce priveste imunizarea impotriva tuberculozei, se iau in considerare:

Prevalenta TB la populatia tarii (raportat la recomandarile OMS)

Riscul de expunere TB pentru copil

Prevalenta infectiei HIV in populatia generala.

Acoperirea si eficienta interventiilor de prevenire a transmiterii verticale a infectiei HIV

Capacitatea de a realiza un diagnostic virusologic in primele luni de viata.

Vaccinarea BCG va fi efectuatd dupa aflarea rezultatului HIV/ARN (Incarcaturd virald)- la
evaluarea de la 2 luni.



Th ambulatoriu:

Pentru toate celelalte vaccinari care se recomanda dupa
perioada neonatala, indicatia de vaccinare se va stabili de
catre medicul de familie in stricta colaborare cu specialistul
de boli infectioase care monitorizeaza cazul, in conformitate
cu Programul National de Vaccinare.



Ghiduri de management al gravidei HIV+ in Romania

Hagterea la gravida HIV pozitivd
I

Anexa 1. Condulta antepartum
Trimestrul |

Testarea HIV a tuturor gravidelor

Mivel CD4, CD8

IncArcaturs virald

Ecografie

Analize: grup, Rh, HLG, coagulograma, biochimie, sumar

de uring, uroculturs

VDRL TPHA

AgHBs, AcHBc

Testare toxoplasmd, rubeold, CMV, HSV, eventual HPY

Testare Chlamydia, Mycoplasma, Ureaplasmd, Gonococ
. Testare Babes-Papanicolau

Examen de secretie vaginald

NN

Sgoo~o

Triplu test

Ecografie

Analize: HLG, sumar de urind

VDRL TPHA

AgHBs, AcHBc, dacd nu s-au efectuat in trimestrul |
Examen de secretie vaginald

Testare pentru streptococ de grup B

= N R

Ecografie

Analize: HLG, coagulograma, sumar de uringd

VDRL, TPHA

Testare Chlamydia, Gonococ

Testare CMVY, HSY. toxoplasma - dacd primele testdri au
fost negative

6. Testare pentru streptococ de grup B

OBS. Pe tot parsursul sarcinii va urma schema TARV prescrisd
de infectionist

NN




Hasterea la gravida HIV pozitiva

‘ Hasterea la gravida HIV pozithi

Anexa 1. Condulta antepartum

Trimestrul |

NS

Sgom~Nm

Testarea HIV a tuturor gravidelor

Mivel CD4, CD8

Incarcaturd virals

Ecografie

Analize: grup, Rh, HLG, coagulogramd, biochimie, sumar
de uring, urocultursd

VDRL TPHA

AgHEs, AcHBC

Testare toxoplasmd, rubeold, CMVY, HSV, eventual HPY
Testare Chlamydia, Mycoplasmad, Ureaplasma, Gonococ

. Testare Babes-Papanicolau

Examen de secretie vaginald

Trimestrul Il

=

Triplu test

Ecografie

Analize: HLG, sumar de uringd

VDRL, TPHA

AgHBEs, AcHBc, dacd nu s-au efectuat In trimestrul |
Examen de secretie vaginald

Testare pentru streptococ de grup B

Trimestrul 11

L1 N

6.

Ecografie

Analize: HLG, coagulogramd, sumar de urind

VDRL, TPHA

Testare Chlamydia, Gonococ

Testare CMVY, HSV, toxoplasma - daca primele testdri au
fost negative

Testare pentru streptococ de grup B

OBS. Pe tot parsursul sarcinii va urma schema TARV prescrizd
de infectionist

43

Anexa 2. Condulta Intrapartum

i

2
3
4

Testare HIV cu test rapid - dacd nu e testatd In cursul sarcinii
Continuarea TARV materne
Masterea: ceranand sau vaginald

Supraveghere activa In periodul 3

Anexa 3. Condulta post-partum

1.

B M N @ R W N

Continuarea TARY mateme

Initierea TARV la copil

Antibioterapie maternd profilactica

Profilaxia trombozelor

Ablactare

Toaleta chirurgicald a plagii operatorii/epiziotomie
Suport psinologic, asistentd sociald

Consiliere contraceptivd, planificarea sarcinii

Control dupd externare 1a 6 saptdmani si 3 luni

Anexa 4. Medicatla ARV la nou-ndscut

ARV ZIDOVUDINA LAMIVUDINA
2mgskgla 6 ore, oral, |2 mg/fkg 1a 12 ore, oral,
Latermen | ¢ cantsmani & saptamani
1.5-2 mg/kg la 12 ore,
Prematur orl -




AFECTIUNI MEDICALE

SARCINA

Anca Maria Panaitescu

Gheorghe Peltecu

12. Bol gastrointestinale n sarcind
Mitai Cocrlan, Morin Lspns, Miroen Moot Diculestu ... 185

13, Boli ale tiroidei s paratiroidelor in sarcind
Cori Badi, Monica Gheorghin ... 307

14, Boli ale hipofizei i glendelor suprarenale n sarcing
Catling Poi, Cristing CRYHNG ..., i

15. Bol ale aparatulu respirator in sacind
Alexmdry Tudor Serade, Roxana Stio Bumbicen, Dragos Bumbicen ... 349

16, Bol neurologice n sarcind
Crisina Tin, oana Mindratd, Ovidi Alevandra Bienar ... 37

17. Infectia HIV i alteboli infectioase in sarcind
Otna Sandulescu, Mariana Mardavescu, Anca Streim-Cercel,
Adrin StremieCercel .o, 49



TRATAT DE

PEDIATRIE

Coordonatori:

Prof. univ. dr, Florea lordachescu
Prof. univ. dr. Adrian Georgescu
Prof. univ. dr. Ingrith Miron
Prof. univ. dr. Otilia Marginean
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Ghiduri terapeutice- Recomandari internationale




Odata cu introducerea terapiei antiretrovirale (TARV), de la jumatatea anilor 1990, tratamentul HIV
pediatric s-a imbunatatit semnificativ.

Aceste regimuri terapeutice potente suprima replicarea virald, reducand astfel riscul de esec virusologic
pe fondul rezintentei la TARV.

Terapia antiretrovirala care include, cel putin, trei agenti din, cel putin, doua clase este recomandata
avand in vedere durata de supravietuire mai mare si rata redusa a infectiilor oportuniste si a altor
complicatii HIV. Mai mult, s-a observat imbunatatirea functiilor neurocognitive si calitatea vietii copiilor.

Scopul tratamentului este sustinerea sistemului imunitar si a sanatatii copilului pentru o viata de adult
ngrrlnala si functionala. Ca rezultat, pacientii copii infectati HIV prin transmitere perinatala sunt astazi
adulti tineri.

Alegerea unor regimuri TARV de-a lungul vietii unui copil infectat HIV perinatal, poate fi dificila. Mai mult,
terapia antiretrovirald se asociaza si cu toxicitati pe termen lung, care pot fi recunoscute in copilarie sau
adolescenta.

Deciziile legate de managementul infectiei HIV la copil trebuie luate direct de catre un pediatru
infectionist.



Factorii care influenteaza decizia terapeutica:
Varsta si mai ales varsta mica
Stadiul bolii
Formularile medicamentoase

Complexitatea medicatiei care cuprinde medicatie TARV si medicatie pentru bolile
asociate

Importanta primului regim terapeutic ales

Prezenta co-morbiditatilor precum:
Tuberculoza
HBV, HCV
Afectare cronica renala sau hepatica

Aderenta/compleanta familiei sau a celor care acorda ingrijiri copilului infectat HIV la
planul de ingrijiri.



Daca toti acesti factori sau pasi sunt urmati, se pot atinge obiectivele
esentiale ale TARV:

Reducerea morbiditatii si mortalitatii prin HIV la copil
Obtinerea succesului virologic si imunologic

Prevenirea rezistentei la TARV

Reducerea toxicitatii medicamentoase/modificari metabolice

Dezvoltare normala staturo-ponderala si neurocognitiva

Cresterea calitatii vietii; si

Prevenirea transmiterii HIV



Recomandarile ghidurilor internationale de tratament
2022

ART in all children ART in all children.? ART in all children regardless of
regardless of WHO stage and CD4  *For those with good CD4 count CD4 count, clinical stage-
count?! time can be taken in order to asymptomatic or with mild

address: issues of adherence and symptoms.3
psychological effects of
treatment.?

Priority: infants and children <3
years of age, to adolescents, and
to children with symptoms and/or
low age-specific CD4 counts.?

1. World Health Organization. Consolidated Guidelines on the use of antiretroviral drugs for treating and preventing HIV infection. Recommendations for a
Public Health Approach. Second edition 2016. p.33

2. 2019 Penta guidelines for the first and second line antiretroviral treatment, https://penta-id.org/hiv/treatment-guidelines/

3. Guidelines for the use of Antiretroviral Agents in Paediatric HIV infection. 2019 Revision.
< https://clinicalinfo.hiv.gov/sites/default/files/guidelines/documents/PedARV_GL.pdf >



https://penta-id.org/hiv/treatment-guidelines/
https://clinicalinfo.hiv.gov/sites/default/files/guidelines/documents/PedARV_GL.pdf

Stadializarea defiinitiei de caz la copilul infectat

HIV- CDC
Stadializarea CDC 2014 la copil
<1 an 1-5 ani >6 ani
Stadiu Cel % Cel % Cel %
1 >1500 >34 >1000 >30 >500 >26
2 750-1499 26-33 500-999 22-29 200-499 14-25
3 <750 <26 <500 <22 <200 <14

Sursa: MMWR/April 11, 2014/Vol. 63/nr.3



Guidelines for the Use of Antiretroviral Agents in Pediatric HIV Infection
Aidsinfo.nih.gov

Table 5: HIV Infection Stage Based on Age-Specific CD4 Cell Count or Percentage

Age at the Time of the CD4 Test

<1 Year 1 to <6 Years >6 Years

Cells/pL Cells/pL Cells/pL
1 >1,500 >34 >1,000 >30 >500 >26
2 750-1,499 26-33 500-999 22-29 200-499 14-25
3 <750 <26 <500 <22 <200 <14

*The stage is based primarily on the CD4 cell count; the CD4 cell count takes precedence over the CD4 percentage, and the
percentage is considered only when the count is missing. If a Stage 3-defining condition has been diagnosed (see Table 6), then
the stage is 3 regardless of CD4 test results.

Source: Centers for Disease Control and Prevention. Revised surveillance case definition for HIV infection—United States,
2014. MMWR 2014;63(No. RR-3):1-10.

Key to Acronyms: CD4 = CD4 T lymphocyte

Sursa: Guidelines for the Use of Antiretroviral Agents in Pediatric HIV Infection.
https://aidsinfo.nih.gov/guidelines/html/2/pediatric-arv/70/when-to-initiate-therapy-in-antiretroviral-naive-children



https://aidsinfo.nih.gov/guidelines/html/2/pediatric-arv/70/when-to-initiate-therapy-in-antiretroviral-naive-children

Ghidul Penta
2022

Penta recomanda initierea TARV tuturor copiilor diagnosticati cu HIV,
indiferent de varsta, CD4 sau valoarea incarcaturii virale si pune accent pe
diagnosticarea rapida si tratament acordat nou-nascutilor si femeilor care
traiesc HIV.

Penta a adoptat principiul N=N nedectabil = netransmisibil (“U=U"
undetectable = untransmissible).

Acest principiu este important in mod special pentru adolescentii activi sexual,
reprezentand, de fapt, un mesaj pentru mentinerea aderentei si prevenirea
transmiterii HIV.

Sursa: https://penta-id.org/hiv/treatment-guidelines/



https://penta-id.org/hiv/treatment-guidelines/
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Age
0-4 weeks

4 weeks — 3 years

3 -6 years

6 — 12 years

> 12 years

Sursa: Penta Guidelines 2021

Versiune aprobata si publicata in Ghidul EACS 2021

Backbone

Preferred
ZDV 1+ 3TC

ABC M+ 3TC V)

ABC V) + 3TC V)

ABC ) + 3TC )
TAF ) 4+ XTC

ABC V) + 3TC V)
TAF (X) + XTC

Alternative

ZDV () + 3TC V)
TDF Vi) + 3TC

TDF + XTC
ZDV + XTC

TDF + XTC

TDF + XTC

3rd Agent (in alphabetical order)

Preferred Alternative
LPV/r (ii)(iii) -
NVP (i)
RAL (i)
DTG (viii) LPV/r
NVP
RAL
DTG DRV/r
EFV
LPV/r
NVP
RAL
DTG DRV/r
EFV
EVG/c
RAL
DTG DRV/b
BIC ¥ EFV (i)
RAL i)
RPV (i)



Aderenta la TARV (terapie antiretrovirala) inca de Ila initiere
influenteaza calitatea vietii pacientului si se leaga direct de varsta
copilului, statutul socio-economic al familiei si de capacitatea acesteia
de aintelege importanta integrarii in viata de zi cu zi a medicatiei.

Numarul limitat de formulari pediatrice in Romania, frecventa dozelor,
gustul si restrictiile de ordin alimentar asociat factorilor psihologici au

un impact negativ asupra aderentei.



Nivelul de dezvoltare economica a unei tari determina:

» Posibilitatea de a asigura toate formularile pediatrice disponibile (27
aprobate de EMA).

» Management optim al tratamentului specific antiretroviral si al ingirjirilor
acordate copilului infectat HIV.

Provocari noi pentru tarile din Europa Centrala si de Est:

»Managementul transmiterii materno-fetale HIV in contextul:
Femeilor care utilizeaza droguri pe cale injectabila

Co-infectii: HIV/HBV/HCV/TB/STDs
Acces universal la toate formularile pediatrice, in mod constant (!!!)

Managememntul si prevenirea infectiilor oportuniste

Managementul infectiilor oportuniste si tratamentul antiretroviral



Warm thanks to our patients and their parents, long
distance runners who have worked along with our
medical staff, for the past 33 years in view of
offering yesterday's children and today’s young
adults the quality of life they deserve, as any other...




Last but not least...

...warm thanks to all the health-care
staff who have stood together in nearly
33 years in providing the best care
possible to our patients!
...thanks to all the actors involved in the
fight against HIV/AIDS!



Multumesc!



INSTITUTUL NATIONAL DE BOLI INFECTIOASE “PROF.DR.MATEI BALS”
COMPARTIMENTUL PENTRU MONITORIZAREA S| EVALUAREA
INFECTIEI HIV/SIDA IN ROMANIA

Manager INBIMB Dr. Catalin Apostolescu
Director Medical Dr. Adrian Marinescu
Coordonator Dr. Mariana Mardarescu MD PhD

Prelucrari date statistice

Operatori PC: As.med. Marieta lancu

Daniela Vitelaru

Sanda Vintila

Colaboratori: Claudiu —Mihai Schiopu — IT Tessy

Dr. lonel losif — CNSCBT

UATM

Centrul Roman HIV/SIDA- INBIMB




Surse bibliografice

1. Compartment for Monitoring and Evaluation of HIV/AIDS Data in Romania

www.cnlas.ro
2. M. Mardarescu. 90:90:90: Which Women Are Being Left Behind? International Workshop on HIV & Women, 6-7 March, 2020, Boston USA

3. A. Streinu-Cercel. Specific challenges in key population in Romania and in Central and Eastern Europe. EACS Standard of care Meeting, Bucharest, 28-30 January, 2019.

4. M. Mardarescu. Challenges and issues in young women. 5th international Workshop on HIV&women from adolescence to menopause, 21-22 February 2015, Seattle, USA.
2.European Centre for Disease Prevention and Control. HIV/AIDS surveillance in Europe 2020 (2019 data).

https://www.ecdc.europa.eu/en/publications-data/hivaids-surveillance-europe-2020-2019-data Accessed at 19 October 2020

3. European Centre for Disease Prevention and Control. Dublin Declaration monitoring - 2020 progress

https://www.ecdc.europa.eu/sites/default/files/documents/hiv-continuum-of-care-dublin-declaration-2021.pdf Accessed at 4 October 2020

4. M. Mardarescu. Results of long-term follow-up of children infected with HIV. VI International Eastern Europe and Central ASIA AIDS Conference. April 2018, Moscow

5. M. Mardarescu et All. Risk factors involved in late detection of HIV mother to child transmission - data from the National Registry of HIV pregnant women and perinatally
exposed children in Romania. 2" Vilnius Summit on Communicable Diseases. Oct 4-7, 2017. 14th Congress of the BADV , October 5-7, 2017. Vilnius, Lithuania

6. A. Streinu-Cercel. Specific Challenges of the HIV Epidemic in Romania. EACS 2013


http://www.cnlas.ro/
https://www.ecdc.europa.eu/en/publications-data/hivaids-surveillance-europe-2020-2019-data
https://www.ecdc.europa.eu/sites/default/files/documents/hiv-continuum-of-care-dublin-declaration-2021.pdf

	Slide 1: Cum prevenim infectia HIV la copil?
	Slide 2:  
	Slide 3: Copilul nu este un adult în miniatură...  Jean Piaget
	Slide 4
	Slide 5: Factorii de risc asociați cu transmiterea HIV materno-fetală
	Slide 6: Strategii preventive corelate cu timingul transmiterii  HIV de la mamă la produs de concepţie (1)
	Slide 7: Strategii preventive corelate cu timingul transmiterii  HIV de la mamă la produs de concepţie (2)
	Slide 8
	Slide 9: Pași esențiali legați de îngrijirea femeii HIV+ 
	Slide 10: Recommendations for the Use of Antiretroviral Drugs in Pregnant Women with HIV Infection and Interventions to Reduce Perinatal HIV Transmission in the United States*
	Slide 11: Vertical Transmission in Infants Born to Women With HIV on Antiretroviral Treatment
	Slide 12: Methods
	Slide 13: Results: Mothers
	Slide 14: Results: Mothers
	Slide 15: Results: Infants
	Slide 16: Conclusions
	Slide 17: Updates in the American Guidelines 2023
	Slide 18: Infant Feeding for Individuals With HIV in the United States 
	Slide 19: Antiretroviral Management of Newborns With Perinatal HIV Exposure or HIV Infection
	Slide 20: Registrul electronic al femeii gravide infectate HIV si al nou-nascutului expus perinatal HIV  în România  2013-2022
	Slide 21: Registrul Național al femeii gravide infectate HIV și al nou-născutului expus perinatal HIV  Nou-născuți expuși perinatal HIV  între anii 2013-2021 la nivel național   n. 1642
	Slide 22: Statusul HIV al nou-născuților expuși perinatal HIV  la T0 Registrul Național al femeii gravide infectate HIV și al nou-născutului expus perinatal HIV 2013-2021 n.1642 
	Slide 23: Strategia preventivă de reducere a transmiterii materno fetale (TMF) a infecţiei HIV
	Slide 24: Diagnosticul infecţiei HIV la nou-născut
	Slide 25: Recomandări internaţionale
	Slide 26: Management-ul ARV al nou-născutului expus perinatal HIV în funcţie de factorii de risc
	Slide 27: Management-ul ARV la nou-născut în funcţie de riscul infectării HIV 
	Slide 28: Metodologia de îngrijire a nou-născutului expus perinatal infecţiei HIV în România Protocol INBIMB*
	Slide 29: Profilaxia copilului expus perinatal la infecţia cu HIV 
	Slide 30: Folosirea regimurilor ARV la nou-născut ţine cont de:
	Slide 31: Recomandare doze ARV pentru profilaxia nou-născutului expus perinatal HIV
	Slide 32
	Slide 33:  Monitorizare  
	Slide 34: Externarea din maternitate 
	Slide 35: Vaccinarea nou-născutului provenit din mamă seropozitivă
	Slide 36
	Slide 37:  În ambulatoriu:  
	Slide 38: Ghiduri de management al gravidei HIV+  în România
	Slide 39
	Slide 40
	Slide 41
	Slide 42: Ghiduri terapeutice- Recomandări internaţionale 
	Slide 43
	Slide 44
	Slide 45
	Slide 46: Recomandările ghidurilor internaţionale de tratament 2022
	Slide 47: Sursa:  MMWR/April 11, 2014/Vol. 63/nr.3
	Slide 48: Guidelines for the Use of Antiretroviral Agents in Pediatric HIV Infection Aidsinfo.nih.gov
	Slide 49: Ghidul Penta  2022
	Slide 50
	Slide 51: Versiune aprobată şi publicată în Ghidul EACS 2021 
	Slide 52
	Slide 53
	Slide 54
	Slide 55: Last but not least… …warm thanks to all the health-care staff  who have stood together in nearly 33 years in providing the best care possible to our patients!  …thanks to all the actors involved in the fight against HIV/AIDS!  
	Slide 56: Mulțumesc!
	Slide 57
	Slide 58: Surse bibliografice

