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1. General HIV/AIDS Data
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HIVcontinuesto representa publichealthissue despitethe low ratesof
Incidenceregisteredduringthe lastyears

In 2015 153407personswere diagnosedvith HIVinfectionin 50/53countries
iIn the WHOEuropearRegion(17,6/100.000newly diagnoseccases)

ECDOVho Europereported 55230 new HIVVcasesdueto the national
surveillancesystemsan 49 countries

29.747new cased 55.230comefrom EUEEAArea(6,3/100.000)

98.177 of the new HIVcasesvere publishedby the RussiarFederalScientifc
and MethodologicalCentrefor Preventionand Controlof AIDS

SourcesECDEHIV/AIDS Surveillance in Europe 2015

http://ecdc.europa.eu/en/publications/Publications/HIXID SsurveillanceEurope2015.pdf

ECD®ress Releas@9 Nov. 2016

http://ecdc.europa.eu/en/press/news/ layouts/forms/News_DispForm.aspx?ID=1517&List=8db7836d76c9133
18ff4cb1b568&Source=http%3A%2F%2Fecdc%2Eeuropa%2Eeu%2Fen%2FPages%2Fhome%2Easpx



http://ecdc.europa.eu/en/publications/Publications/HIV-AIDS-surveillance-Europe-2015.pdf
http://ecdc.europa.eu/en/press/news/_layouts/forms/News_DispForm.aspx?ID=1517&List=8db7286c-fe2d-476c-9133-18ff4cb1b568&Source=http://ecdc.europa.eu/en/Pages/home.aspx

Latediagnosisstill representsa problemfor EUEEAcountries,47%of cases
havingCDI<350cell/mm?3, 28%advancedstagesof diseasewith CD1<200
cell/mm3 .

ECDeE@stimatesthat around122000PLWHAIve in EUEEAbuUt are unawareof
their status,namely15%of the overallnumberof PLWHAt Europearievel (out
of approximately810.000HIVinfectedpersons)

Many Europearcountries(24) eliminatedthe criterion demandingARTinitiation
basedon CD! count,henceARTis givenin thesecountriesregardlessof this
value In 2014 4 countrieswere providingtreatment regardlesf CD! count
(Austria,FranceJtaly and Romanig, while in 2016the numberof countries
adoptingthis principlereached24.

Sursa ECDEHIV/AIDS Surveillance in Europe 2015

http://ecdc.europa.eu/en/publications/Publications/HIXID SsurveillanceEurope2015.pdf

ECD®ress Releas@9 Nov. 2016

http://ecdc.europa.eu/en/press/news/ layouts/forms/News_DispForm.aspx?ID=1517&List=8db7836d76c9133
18ff4cb1b568&Source=http%3A%2F%2Fecdc%2Eeuropa%2Eeu%2Fen%2FPages%2Fhome%2Easpx



http://ecdc.europa.eu/en/publications/Publications/HIV-AIDS-surveillance-Europe-2015.pdf
http://ecdc.europa.eu/en/press/news/_layouts/forms/News_DispForm.aspx?ID=1517&List=8db7286c-fe2d-476c-9133-18ff4cb1b568&Source=http://ecdc.europa.eu/en/Pages/home.aspx

Characteristics of HIV infection cases diagnosed in the WHO European Region
in 2015, by geographical areas

WHO Europear e
Region West | Centre East
Reporrttia'npgoFt?nugng(iﬁsé?r?ésm 49/53 (50/53) 23/23 14/15 12/15 (13/15) 31/31
Number of HIV infection cases 55 230 (153 407) 27022 5297 22 911 (121 088) 29747
Rate per 100.000 population 7,6 (17,6) 6,3 2,8 20,6 (47,5) 6,2
%of cases
15-24 age group 9,8% 10,3% 14,6% 8,2% 10,8%
Men/women ration 2.3 3,2 53 15 3,3%
Way oftransmssion
Heterosexual 4538% 33,0% 27,5% 65,2% 324%
MSM 25,6% 43 4% 29,9% 3,6% 42 2%
[.V. drugs 13,0% 3,3% 4.4% 26,4% 4.2%
MTCT 0,9% 0,8% 1,0% 1,1% 0,8%
Unknown 14,5% 19,3% 36,9% 3,6% 20,2%

SourceHIV/AIDS Surveillance in Europe 2015;

http://ecdc.europa.eu/en/publications/Publications/HIV-AIDS-surveillance-Europe-2015.pdf



http://ecdc.europa.eu/en/publications/Publications/HIV-AIDS-surveillance-Europe-2015.pdf

Global data on HIV among children and adolescents

In 2015,

A Living with HIV: 1,8 million
children and 1,8 adolescents

A New HIV infections: 150,000
children and 250,000
adolescents

A AlDSrelated deaths: 110,000
children and 41,000 adolescent

A SfthbSaQalran Africa mos'& Ay ram
aifecte OW access to , 1,000-4,999 .
20%: tesging 99%43%) 5,000 19,999 Adolescent girls and young
! ! 1 20,000 - 49,999 women are disproportionately
A 70% reduction in new HIV i affected by HIV in sub-Safaran y
M 100,000 or greater oy e . ) .
Africa: 7 in 10 new infeCtioRs in /

infections among children {04)  wo.. oo
since 2001, PMTCT

15-19 year olds are among gifs.

EONETN 452016

\unicef / “ﬂx/
N Bl #EndAdolescentAlDS

i

“ We need a people-centred response to the AIDS epidemic that removes all obstacles in the ' ‘
path of people’s access o HIV prevention and treatment services. £

Miche! Sidibé, Executive Director of the Jaint United Nations Programme an HIV/AIDS (UNAIDS) and Under-Secretary-General of the United Nations

Source: OMardth. HIV infection in children and adolescents in HEKA Ageing with HIV Conference.-17
20 January, 2017. Bucharest, Romania.
UNAIDS2016 estimates, July 2016



In EU/EEA,
HIV diagnoses among children and adolescéhi© years)

A In 2015:787new HIV diagnoses (2.6% of ta2&l 747HIV
reports)

A Between 20082015:8617new HIV diagnoses
A 1418 (16%) @ years

Ve

A 1293 (15%%-14 years
A 5906(69%) 1519 years

2.5%
2.0%
1.5%
1.0%

0.5% >§-¢-\§_—_

0.0%
2006 2007 2008 2009 2010 2011 2012 2013 2014 2015

— (-4 years

5-14 years 15-19 years

>500 million population

Source: The European Surveillance System, 30 EU/EEA reporting countries
Source: OMardth. HIV infection in children and adolescents in HEA Ageing with HIV
Conference. 120 January, 2017. Bucharest, Romania.



350
300
250
200
150
100
50
0

Trends of HIV diagnoses among children and adolescé@®k9 years)by
mode of transmissior20062015, EU/EEA
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= Heterosexual
= Sex between men

e Nozocomial&transfusion

Injecting drug use

Nosocomial or
Transfusion

= |njecting drug use

e |\|0ther-to-child-transmissison

= Jndetermined

*Italy and Spain not included due to changes in surveillance systen
Source: The European Surveillance System, 30 EU/EEA reporting cou



2. What do we know about the therapeutic guidelines?



ART therapy fopeadiatricuse has been constantly improved sirthe
early 2000s.

Increased life expectancy and quality of life are groundedART
regimens that include, at leaghree therapeutic agents from a minimum
of two classes.

| 26 SOSNE | YIFI22NJ LINPOfSY Aa U0UKSNJ
iInduces long and short term toxicity, with impact on their development as
teenagers.

ART resistance in children develops more rapidly than in adults, mainly
due to problems associated to resistance, sub optimal levels, followed by
iIncomplete viral suppression.



When to Start in Children and Adolescents :

Evidence Summary

Mortality — age 5-10 — present with CD4 = 500

* Lack of direct evidence in support of earlier
initiation (particularly for horizontally infected
adolescents)?!

* Indirect evidence suggests reduction in mortality
and improvement in growth (particularly in
children 5-10 years with CD4 >500)?

* A growing body of evidence demonstrates the
positive impact of ART on growth?3,
neurodevelopment? immunological recovery® and
in preventing pubertal delays®

* Gains appear to be limited for vertically infected
adolescents??

References: 3. McGrath et al 2011 6. Szubert et al 2015
1. Sigfried et al 2014 4. Laughton et al 2012
2. leDea network 2015
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Source: CGiaquitna ARV Drug optimization for young people in different age groups. Ageing with HIV Confere?@dahniary

2017, Bucharest, Romania.
https://media.wix.com/ugd/36a067_611724ef66e34d4d849f8bfbafa34333.pdf



https://media.wix.com/ugd/36a067_611724ef66e34d4d849f8bfbafa34333.pdf

* Prevent premature death or loss to follow-up

* Enable better immune reconstitution

* Prevent growth delay

* Prevent puberty delay

* |mprove neurocognitive outcomes

* Potentially improve school performance

* Avoid future burden to health care system with
complications from untreated HIV-related complications

Benefits

* Toxicity
* Burden on programmes Risks

Source: GGiaquithna ARV Drug optimization for young people in different age groups. Ageing with HIV ConfereR@elatitiary
2017, Bucharest, Romania.
https://media.wix.com/ugd/36a067_611724ef66e34d4d849f8bfbafa34333.pdf



https://media.wix.com/ugd/36a067_611724ef66e34d4d849f8bfbafa34333.pdf

Shift to Treat All children is happening

Recommended initiation threshold among children living with HIV in low- and middle-income
and Fast-Track countries as per MoH guidelines or directive (situation as of May 2016)

o
@
o @ @

- Treat all
|:| Recommending treat all later in 2016
[ ] =<1vear

[ -2 years

- < 5 years (as per WHO 2013 guidelines) Fast-Track countries ® N 0Em T
|:| Other m High-income countries I —

|:| Data not reported |:| Mot applicable
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But suboptimal regimens are still being used &
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Source: GGiaquitna ARV Drug optimization for young people in different age groups. Ageing with HIV ConfereB@elatiiary
2017, Bucharest, Romania.
https://media.wix.com/ugd/36a067_611724ef66e34d4d849f8bfbafa34333.pdf



https://media.wix.com/ugd/36a067_611724ef66e34d4d849f8bfbafa34333.pdf

Determining factors for therapeutic options:

U Age, especially young ages
U Stage of disease
U Drug formulations

U Complexity of medication that consists in both ART drugs and drugs
for associated diseases

U Importance of the first therapeutic regime

U Comorbidities, such as:
U Tubercuosis
U HBV, HCV
t Chronic liver and kidney affections

U Adherence/compliance of the family or caregivers of the HIV infected
child to the care plan.



Steps to follow in order to reach essential ART objectives:

U Reducing HIV morbidity and mortality in children
U Virologicand immunologic success

U Prevention of ART resistance

U Reducing drug toxicity/metabolic changes

U Normal weight, height andeurocognitivedevelopment.



LYGSNY I GAZ2Y I € ddzA RSt AYySaQ NB
children
2016 update

ARTin all children ART imall children? ART irall children regardless of
regardless of WHO stage and CD. *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?
psychological effects of
treatment.?

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

1. World HealthOrganization Consolidatedsuidelinesn the useof antiretroviral drugsfor treating and preventingHIVinfection Recommendationfr a
PublicHealthApproach Secondedition 2016 p.33

2. PaediatricEuropeanNetwork for Treatmentof AIDSTreatmentGuideline2016 update antiretroviral therapy recommendedfor all childrenliving with
HIV. DOt 10.111Yhiv.12399

3. Guidelinedor the useof Antiretroviral Agentsin PaediatricHIVinfection. 2016 Revision P.F2
< https://aidsinfo.nih.gov/contentfiles/lvguidelines/PediatricGuidelingsf>



https://aidsinfo.nih.gov/contentfiles/lvguidelines/PediatricGuidelines.pdf
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Updates INPENTAGuidelines
2015/2016

A Initiate ARTall children 13 years
A ART in children >5 years, including in those with high CD4 values

A Clinical indicationsevere HIV associated diseases in childfdRiT
Irrespective of age

A First therapeutic linenew protease andhtegraseinhibitors- third ART
drug

A HBVHCVTB ceinfections irrespective of age

A Importance of adherence, especially in children < 1 year ahgdars
who depend, completely, on their families or caregivers

Swource http:/oninelibrarywiley.com/doi’10.1111/hiv.12217/pdf



Updates in PENTA Guidelines
2015/2016 (cont.)

Accurate and complete history of the first therapeutic lines (if this is the
case) for both childreand mothers.

The genotypic profile (documented at baseline)

Viral load and CD4 levels should be carried out every 6 months

For children with undetectable viral load, clinical assessment to be
performed every 3 months.



4. HIV/AIDS data in adults and children from the National
HIV/AIDS Data Bas81 December 2016



Romania 31 December 2016

ECDC classification for Romania CentralEurope (low rates of incidence and
prevalence at 31 December 2015)

Type of epidemic [ 2y3 GSNX¥& &dzNDA G2 NEQ
from the overall PLWHA

New waveyoung heterosexual adults, MSMs, IDUs
<2% MTCT

HIV Incidence (adults) 2/100.000

Totalno. of cases 1983016 22095

PLWHA (registereid the National Data Base) 14349

PLWHA UNAIDS estimates June 2015 1400016000

In active surveillance 12196 (84,9%, from the over&LWHA

PLWHA :2Q9 years (registereth the National Dataj:tRerZ%)
Base)

Patients under treatment 10994 (90% from those in active surveillance)
CD4 impts. under treatment 55%(from thethose under treatment)
Pts. V.I*. <50 copies from pts. under treatment 62% (from thehose under treatment)

«Data currently under assessment o )
Sourceshttp://ecdc.europa.eu/en/publications/PublicationsAAID S-surveillanceEurope2015.pdf
Compartment for Monitoring and Evaluation of HIV/AIDS Data in Romania <www.cnlas.ro>



http://ecdc.europa.eu/en/publications/Publications/HIV-AIDS-surveillance-Europe-2015.pdf

Specific traits of new HIV cases diagnosed in Romania in 2016

Gender

V  Male-72%

V  Female 28%

Age:Young age

V  1524yrs.18%

V  2535yrs. 38,3%

Heterosexuals

V  65% from the overall new cases

MSM

V  18% from the overall new cases

VDU

V  15% from the overall new cas@sIV/HCV: 82%, HIV/TB: 37%, HIV/STIs: 10%)
MTCT

V  0,6% from overall new cases

Viral load

V  33% of new cases (bothen&women): detectable viral loadl0.000100.000 copieshL
CDA4count

V' Men: 61%<35@ell/mmc

V' Women 59% <350 celvmc



Dynamics of HIV testing in pregnant women from Romania

2011-2015

CRITERION 2011 2012 2013 2014 2015

Numberof living newborns 196242 180714 198200 185332 203055

Number of tested pregnant 135135

120804 125236 129259 132817

women

% Testingcoverage 62% 69% 65% 2% 67%

Number of HIVpozitive 108

pregnant women from the 95 79 128 183

overall tested

Total number of pozitive 279

pregnant women (newly

detected+those in active HIV 259 267 296 235

surveillance)

Number of childrenborn to 223

HIV+ mothers 196 203 245 214

Children declared1V infected 9

during the year of birth 12 19 19 !

--3,3%o0f - 4%o0f
- (o) !
- 6% of newborngo newb%rs;]it/ooﬁlv+ --7,75% of newborns to newborns to
%infected children HIV+ mothers mothers newborns to HIV+ mother HIV*+ mothers
° (6.1/10000 living | 1100000 jiving| IV Mothers | (3,8/100000 - (8,8/100.000
newborns) newborns) g (9.6/100000) | living newborns W

Total number of patients 698

detected with HIV+ 739 860 904 872

Frequency of new MTCT case

from the overall of new 22 21 27 17

detected cases **

%infected children 2,97% 2,44% 2,98% 1,94% 2,29%
*Newborns—wittrinfected status, cretected-at-birth Z
* ¢201f ydzYoSNJ 2F OKAf RNWICFatediaghosédl L+ Ay FSOGSRE adalk Gdza gé‘



Age group distribution of HIV/AIDS infection cases acquired through
vertical transmission by age group

1-4 Years T

5-9 Years T e
10-12 Years N
12-14 Years

<1 Year

m FEMININE » MASCULINE

Source Compartment for Monitoring and Evaluation of HIV/AIDS Infection in Romania INB1 #A Pr of . Dr. M. Bal K




ART schemes in children
31 December 2016

2051%
79 W\

» 2 INRT + 1 Pl/r »2NRTI+ 1 NNRTIm2NRTI+ 11l
» 3 NRTI ® 2 NRTI ®m NRTI + NNRTI + Pl/r
® NRTI + Pl/r + 11

Source Compartment for Monitoring and Evaluation of HIV/AIDS Infection in Romania INBI #A Pr of . Dr. M. Bal kKO



Children (B14 years). number of schemes prior to the actual one
31 December 2016

/

“‘\|

19%

: - 30%

»? r 0 schemes ® 1 scheme » 2 schemes ® 3 schemes

® 4 schemes ® 5 schemes ® 6 schemes ® 7 schemes m 10 schemes

Source Compartment for Monitoring and Evaluation of HIV/AIDS Infection in Romania INB | AProf . Dr. M. Bal K¢



Viral loadin children under antiretroviraltreatment
31 December 2016

» Undetectable = <50 m™51-100 =101-1000 m™1001-10000 = 10001-100000 = 100001-1000000 =>1000000

Source Compartment for Monitoring and Evaluation of HIV/AIDS Infection in Romania INB | AProf . Dr. M. Bal K¢



5. Management of the HIperinatallyexposed newborn in
Romania



Prevention and management strategies to reduce mother to child
transmission in Romania

1.5AF3y2aAray3a GKS Y2U0KSNXRa | L+ AYyFSOGA?Z2
2. ART/prophylaxis for both the mother and child

3. Scheduled &ection

4. Complete avoidance of breastfeeding

5 ¢ KS OKA f R OBHIVSRtYSasisBodAsypassible

6. Assessment fotong&shortii SNY G2 EA OA (uted FEgRE RPH A F I
ARV exposure and

7. Pneumogystis Jiroveciprophylaxis; TB prevention

8. Vaccination of the HIV exposed newborn/toddler

9. Assessment of maternal emfection

10. Support for the HIV infected mothemedical, psychological, social




Management of the HIV infected woman

Hagterea la gravida HIV pozitivd

Anexa 1. Condulta antepartum
Trimestrul |

Testarea HIV a tuturor gravidelor

Mivel CD4, CD8

IncArcaturs virald

Ecografie

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

de urind, uroculturs

VDRL TPHA

AgHBs, AcHBc

Testare toxoplasmd, rubeold, CMV, HSV, eventual HPV

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

Examen de secretie vaginald

NN

I
N T DR B 4

~ .

SgomeN®

Triplu test

Ecografie

Analize: HLG, sumar de uring

VDRL TPHA

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

Testare pentru streptococ de grup B

= g N R

Ecografie

Analize: HLG. coagulograma, sumar de uring

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 |

S

Sgem~Nm

Testarea HIV a tuturor gravidelor

Mivel CD4, CD8

Incarcaturd virals

Ecografie

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

VDRL, TPHA

AgHEs, AcHBC

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

. Testare Babes-Papanicolau

Examen de secretie vaginald

Trimestrul Il

N

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

Trimestrul 11

L1 N N

6.

Ecografie

Analize: HLG, coagulogramd, sumar de urind

VDRL, TPHA

Testare Chlamydia, Gonococ

Testare CMVY, H5V, toxoplasma - daca primele testdri au
fost negative

Testare pentru streptococ de grup B

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

= LT T B

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 la 6 saptamani si 3 luni

Anexa 4. Medicatla ARV la nou-n3scut

ARV ZIDOVUDINA LAMIVUDINA
2mgfkgla 6 ore, oral, |2 mgfkg la 12 ore, oral,
Latermen | o cuotsmani & sAptamani
1.5-2 ma/ko la 12 ore,
Prematur oral -




Monitoring of the HIVperinatally exposed child in Romania

A Newborns to HIV positive mothers are considered at risk for HIV
infection, hence the recommendations bellow:
I Prophylaxis in mother and child
I Scheduled Gection
I Formula
I Multidisciplinary monitoring
A Clinical and biological monitoring
T HIV ARN during the first 48 hours of life (not from the umbilical cord)
A 2, 6, 12veeks
A 6 months
A Onwards, from 6 to 6 monthsnill 18-24 months
I CD4at baseline, then individualized

I Elisa, Western Bldat birth then every 6 months, until 18 months (or 24
months)



CKS YyS602NyVaQ Y2YVAUT2Z2N

A Complete blood count (CBC) a initial assessment prior to ZDV
administration

A Assessment for maternal génfections:

I TBC; syphilis, hepatitis B, C; CMV, hegeplex (relative rates of
transmission of these infection from mother to child)

I The possibility of reactivation immunocompromisedpregnant women=>
risk of transmission to the newborn

A Children with irutero/neonatal HIV transmission risk who
develop organ and systems abnormalities, especially in the
cardiac and nervous system are assessed for potential
mitochondrial impairment.
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Take home messages



New challenges for Romania:

The costs associated to the
cares provided to late HIV
diagnosed children are quite
high, the patients needing
larger periods of hospital
admission for:
rebalancing, introduction of
specific therapy , costly
medical procedures and
specialized medical staff

More effective and
economically beneficial:
HIV testing in all
pregnant women during
their pregnancy and at
birth as well as proper
assessment of the
perintatally exposed to
HIV newborn



