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Paediatricians View




Status of Adolescent Guidelines
WHO Consolidated Guidelines - 2013
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Status of Adolescent Guidelines
South Africa 2013

* Short version — ART Guidelines 2013 - In between adult
and paediatric guidelines - inconsistencies / regimens
poorly defined

e Full version of the guideline — not released — included
into the STG — EDL — Paediatric Hospital Edition 2013

* Plan for a consolidated guideline for 2015 — including
management of paed/adolescent/adults and pregnant
patient in one guideline.



Definitions

e Children (Law) - below the age of 18 years,

unless, under the law applicable to the child,
majority is attained earlier.

* Adolescents - aged 10-19 years.
— Early Adolescents — > 10 — < 14 years
— Late Adolescents —> 15 — 19 years

* Young people - aged 10-24 years.



* Legal Issues
— Age of consent for HIV testing n
— Age of consent for medical treatment s

— Age of consent for medical proceedures -

. 18
/operations - yedr

— Age of sexual consent 16 years

* Health Care systems issues
— Most Paediatric services — cut-off is 12 yrs
— Most centers have no dedicated Adolescent wards



When to start ART

CD4 count <500 cell/mm3 CD4 count < 350 cell/mm3* irrespective of
As a priority start individuals with severe clinical staging
disease (WHO stage 3 and 4 or CD4 < 350

cell/mm3

Initiate regardless: Initiate regardless:

Active TB disease All types of TB

HBV Co-infection with severe chronic liver  WHO stage 3 or 4 disease irrespective of
disease CD4 count

Pregnant and breastfeeding women with

HIV

HIV-positive individual in sero-discordant
partnership

*To change to < 500 cells/mm3 from 1
january 2013



Paediatric or Adult WHO Staging
Criteria

e Paediatric WHO staging - <15yrs

Adult WHO staging - > 15yrs

Adults and adolescents™

Clinlcal stage 1

Ssy Imp b B e

Persistent generalized lvmphademsopathy
Clhimibcal stage 2

Modarate unexplalimned waldghd loss (—10% off
presumsaed or measured body welkght)

Recurrent respiratory tract imfections {(sinusitis,
temsilits, omms mesdila, pharymngltis)

Herpes moster

Angular chailltls
Reourrent oral ulceratian
Fapular pruritic ernsptlom
Fungal mail inmfectioms
Seborrhoelc demnmatitis

Chimlbcal stage 3

Unexplained saswverngs wailght loss (=109 of
presumead or measuraed beoedy weelbghtl)

Unexplalimned chirenic diarrhoea for lomger
thamn 1 morvtis

Unexplalined parsistent feowver (Internmittent or
constant for longer thamn 1 monthil

FPersistent oral candidiasils
Oral halry leukoplalki=
FPulmermnary tuberoulosis

Sewvers bacterial imfections (swch as
Pphneurmonla, smpyema, pyoemyositls, bone or
jodmnt Imfectiaon, meamnlnglitls, bactaersemilal

Acute mecrotlzing ulcerative stomakitls,
Qg ivitls or perodornirees

Unexplalined amnasemida (<=8 g&dl).
neutropaenia (0.5 x Ty anddfor cdhmomic
tThrombocybopassmnula (=50 x 1T09)

Childrem

Aswrmptormatilc
Per=sistent generalized lyvmprhademnsoppatiny

Unexplalmned persistent epatosplamnomeegaly

Recurnmend® or Chironb umpeper respelratory Trasct infectons
[(ottl=s meadila, obtorrfossa, sSinusitls, tomasiiits)

Hermpres zostiaer

Limeal gingiwval arythema

FRecurmrent oral ulceration

Papular prurntlc eruptian

Fungal naill imfections

Extomnsive wart wirna=s imfection

Extamnsive meollhuscwnm O it o Sasmm
Unexgplalned persistent parcotid enlargemssat

Unaxplainad maoaderate malnutrieson® ot adeguataly
respomndlng o stamnrdard therapy

Unexplained parsistent diarrbvoea (14 days or mora)

Unexplained persistent fewver (ab=owe I 7.5 intermitient
or oonstant, for boeger than omse 1 ot )

Persistent oral candidilasis (afier first & weaks of IIfe)
Oral

Lymgrh mode twbenculosits
Pulmonary tubaenculbosiks
Seware recurraent bacterial pmveurmonla

hairy laukoplakla

Acute mecrotizing ublcerative gimnglwvitils or
pe oo neiees

Unexplalned anasamila 8B gfdl),. nmeatropaeni=s
(=0.5 x 10371} or cdhreonic thrombocytopraenia
(=50 = T=ri}




Adults and adolescoamts= Chil ldiram

Climical stage 2

Symptomatc lymphoid Interstitial peamondtls

Chironic HIV-assodated lung disease, Imcluding
bronchilaectasis

Climical stage 4°

HI'V wasting symndrome Unexplained severe wasting, stunting or sevens

o
- cystis (jiro i) O la madnuiritken< not responding to standard therapy

Recurrent severe bacterial pneumonla FPreumocystis (frovecd prewmonia
Chronic herpes simplex infactbon (ocrolaisial,
ganital or anorectal of meaore than 1 month's
durathan or wiscaeral at amy sita)

Desaophageal candidiasls {(or candidlasis of
trachea, bronchl or lungs)

Racurrent severs bacteral infections {(such as
eEmpyama, pyormyasitis, bone or Jolnd infection,
meamingitis,. but excluding peeumonial

Chironkc herpes simplex Infection (orolablal or
cutanaaous of more than 1 month's duration or
wisceral at any sitel

Extrapulmonary tuberculosis Desophageal candidiasis (or candidiasis of trachea,
Kaposl sancoma bronchl or lungs}k
Cytomegalowirnas Inmfection (retinltls or Extrapulmonary tuberculosis

Infaction of other organs} Kaposl sarcoma

Central narvous system toxoplasmosis Cybomegalowirus Infectien (retinitls or Infectlion of

HIV ancephalopathy other organs with onset at sge meore than 1 month)
Extrapulmomnary cryptococoasis, Inclheding Cendral nervowus system toxoplasmosis (after the
meningltls neonatal pariocd)

DMsseminated nontuberculows myorbacterial | HIV encephalopathy
in ton Extrapulmonary aryptoocsocosks, Inchoding meningltis

Progressive multifocal leukoencephalopathy | pisseminated nontuberculous mycobacterial

Chronlc cryptosporidiosis Infection
Chronic Isosporiasls Progressive multifocal leulkoencephalopatiny
Disseminated mycosis (extrapulmonary Chronic crypiosporidiosts (with diarrboea)

histoplasmos|s, cooCldloldomycosis) Chronc | poriasks

Lymphoma (cerebral or B-cell non-Hodgkin} | necominated endemic mycosis (extrapulmonary
Symptomatic HIV-assoclated nephrmopathy or | histoplasmoses, cocckdiordomycosis, panlclllosis)
Candlomy opraithy

Recurrent septicaamia (induding
nontyphokdal Safmomnelia)

Invasive cervical cardmnams
Atypical dissaminated lelshmanlasls

Lymphoma {ceralbral or E-cell non-Hodgkink
HIV-as=sodated nephropathy or cardiomyopatihy




What to start
WHO Guidelines 2013

First-line ART

Adults

{Including pregnant and
breastfeading women and adults

with TB and HBY coinfection)

Adolescents (10 to 19 years)
=35 kg

Preferred first-line
reqlmens

TDF + 3TC {or FTC) + EFV

Alternative first-line
reqglmens®?

ALT + 3TC + ERV
AZT + 3TC + NVP
TDF + 3TC (or FTC) + NVP

AT + 3TC + ERV
ALT + 3TC + NVF
TDF + 3TC (or FTC) + NVP
ABC + 3TC + EFV (or NVP)




What to start — SA Guidelines

NON-PREGNANT > 15 yrs and = 40 kg TDF / FTC / EFV (FDCtee)
<15 yrs or <40 kg ABC / 3TC/ EFV
PREGNANT > 12 yrs and > 40 kgs TDF / FTC / EFV (FDCtee)

< 12 yrs or < 40 kgs ABC / 3TC / EFV



Available TDF Formulations in SA

Table 2 Dosing Recommendations for Pediatric Patients 22 Years of Age and
Weighing 217 kg Using VIREAD Tablets

Body Weight
Kilogram (kg) Table
17 to <22
22 to <28
28 to <35
>35 300 mg

2 Daily

Viread Package insert



Estimating Glomerular Filtration rate in
adolescent patients

Name Formula

2009-Schwartz eGFR=k * height/PCr
k=36.5

Schwartz-Lyon eGFR=k * height/PCr

k=36.5 in males aged =13 years
k=32.5 in others

Height is expressed in cm. PCr=Plasma creatinine, expressed in umol/L.
doi:10.1371/journal.pone.0053439.t002

De Souza VC, Rabilloud M, Cochat P, Selistre L, et al. (2012) Schwartz Formula: Is One k-Coefficient Adequate for All Children?. PLoS ONE 7(12):

€53439. doi:10.1371/journal.pone.0053439
.
‘@ -PLOS | one
™ L]

http://www.plosone.org/article/info:doi/10.1371/journal.pone.0053439



http://www.plosone.org/article/info:doi/10.1371/journal.pone.0053439

Counahan-Barrat Formula

(Height (cm) x 40) / Serum Creatinine (umol/L)

Slightly over cautious - < 80 — refer for
assessment



Issues of Bone Mineral Density

As yet true effect remains unresolved — adolescence is
associated with rapid bone deposition.

Viread Study 352 (2yrs-12yrs) Total body BMD gain was
less in the TDF arm compared to the AZT or DAT group.

Viread Study 321 (12yrs-18yrs) Mean rate of BMD gain
was less at 48wks in TDF arm compared to placebo
arm.

In both trials — skeletal growth unaffected but markers
of bone turnover 1 .

Effects were more prominent in pre-pubescent
adolescents (tanner stage 1-2)
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Tanner stage and HIV infected Children

e Children with HIV infection have delays both in
the age of onset of puberty and in their
progression through the pubertal stages.

 The median delay in pubertal onset is 2 years for
girls and 1 year for boys.

* Entry into the late pubertal stages is delayed by
about 2.5 years in girls and 1.5 years in boys.

e Children with increased immune system
dysfunction tend to have the most substantial
delays in pubertal development.



EFV Dosage

e Appropriate dose for patient
 >40kg — 600mg

e <40kg
32.5-40 kg 400mg
25-32.5kg 350mg

20— 25 kg 300 mg



Regilmiam
oontalmndng:

When to simplify

Gullidamos

Change d4T o
2ge-ppropriato
METI In accordanos
with the reghimen
rescomemeredad by thee
natlonal programiame

Imdiwvidual advantages

Raduced risk of d4T-related
tosicity

Fay improwe adherence o= a
result of onoo-dally dosing (F
ARC or TDF are chosan)

Programmatic
advantages

= Algned with adult
regimens

Mo mead to changs,
but comsidaer
substiuting NWF or
ERY for LW 1T therns
Is. sustainsed wirological
respenaese o LPWT

Moy Improve adherence a5
a result of better palatabi by
and = of fixed -dose
combinatkons 10 more
manageable formulatkons
{once—dailly scored tablets)

Raduced risk of metali=slic
alteraibons

= Ahgned with adwult
reguTmeTs

= Presores Pl for
second-line ART

= Mo cobd-chain
requirermeent

= Hedwced droag oost

MNo need o dhamnqge
but may comsihdar
changing to AEC or
T F

May Improve adherence as
a result of onoa-dally dosing
[(If om EFW)

Moy reduce the risk of
cxacerbating anaemila

= Algned with adult
rosglmeTs

Mo nesed b Changpe,
but can comsider
changing to TCYF,
espeClalhy for
adolescants walghlng
meore thamn 25 kg

Filxed-dose oombinations
can be used OIF also aon EFW)

- Alprned wath adult
regirmers

Mo need to Choamge,
but miay comslhdar
changing to EFWV
particularly firom
Qe 2 years

Moy Improve adherence as
a result of once-dally dosing
Of comixineaed with ABIC or
TI¥F)

= Alpgned with adult
resIFmers




Transition from Paediatric ART regimens to
Adolescent/Adult Regimens

Adolescents with an undetectable Viral load (<
50 copies/ml) and no side-effects on ABC + 3TC
+ EFV, can remain on the same regimen until the
patient becomes eligible for the Fixed Drug
Combination (FDC) — (TDF + FTC + EFV) at 15
years and > 40kg.



Adolescent 15 Viral Load Do Cr CL and
undetectable

(within 8 weeks)

years and >40kg urine dipstix

Cr Cl >80 and No

SHEE PR Proteinuria




What doses to use?

* >40kg — FDCg, 1 tablet daily

* <40 kg



Paediatric or Adult treatment formulas

ANTIRETROVIRAL DRUG DOSING CHART FOR CHILDREN 2013

Compiled by the Child and Adolescent Committee of the SA HIV Clinicians Society in collaboration with the Department of Health
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e >25kg—-40kg

 ABC/3TC (600mg/300mg) 1 tablet daily
 EFV —400mg daily (2 x 200mg tablets)



Chimlcal fallure

Irmmmaanalaglcal
Fallurea

Wircologihcal
Fallura

When to switch

Avduilts onnd aadolescoants

Mlew or reomrrent climbcal ewomnt indbcatinag

sewore Immaencodeflclency (WHO clinical
stage 4 condiitkomn )= after & months of
effectiwve treatment

Chilldram

Mlew or reomrrent climbcal ewomnt indbcatinag

advanced or sswerse mmunodsfiemnscy
(WD climical stage I amnd 4 climlcal
oornedl tlon with excepthomn of TE) after 6
rmonths of effectihve treatrment

The condition rmust b
differantiated frorm Irmmeusns
reconstitution Inflammatory
symdrnoama® ooCcumnming afoer
Imiblating ART

For adults, certain WHD climlcal
sta-ge T condiflons (pulmonary TH
and ssverns bacterial Infections)
may also Indilcate treatrment
Fallur="

Adults and adolescants

T4 cowunt fTalls b the baselnve (or
bBalaoner]

Hr

Persistent T lewels belows
100 callksfmmm~

Chilldram
Younger than S years

Porsisteat (D lesals belows 200 cellsSmmms
or =109

Didaer than S years
Parsistoat (0 levwals bebows 100 ool isdmam?

WWithowt oo comidtant or recent
Imfecthon o cause 3 transient
declimne i thee O3 cedl count

A systomatic review Townd

that curmant WHO chinical amnd
Immeaenologlcal onberla hawe low
sensitihvity and positlve predichl e
walse for dentifylmeg vdlviduoaals
with winzlogical falure 7827 Thea
predicied vakhee weowlbd b e xgeoc e
o e even lower with earller ART
Imitlation and treatment falure at
higlser CD4E cell counts. There s
curranthy no proposed altermathve
definrtlomn of treatment fallure and
no validated aliermative definition
of Immunodogical falluere

Fla=ma viral load abowse 10040 copless
mil based on two Cconsaecwuthve wiral load
mMmeasaarements after 2 meonths, witth
adweromncs supEpeort

The optimald thresholbd fior defiming
wiroboeglcal fallure and the seed for
swwitchlmng ARY regimean has ot
becn detormmbmesd

A Imdividwual mest e takimeg ART
for at least & meenths efore It can
be detarnmmbnad that 3 resgimen has
Failbad

Assossmeaent of wiral load using FES
znd poilnt-of-care techmeslogles
shoulbd u=se a hkgher thiresholbd




When to Transition to Adult Services

* Transition should be based on the maturity,
developmental readiness and responsibility of the
young person rather than chronological age.

 The aims of transition include increasing resilience and
reducing risk taking behaviour including non-
adherence, substance abuse and risky sexual behavior
for young people, whilst offering an opportunity to
increase autonomy, knowledge and life skills, linkages
within the community and promote retention in
treatment and care.



Summary of Treatment Guidelines

* Managed Transition from Paediatric —
Adolescent — Adult treatment service.

* Becoming simpler with harmonizing of the
treatment guidelines across the age ranges.

* Not to forget that adolescents have unique
needs related to maintaining adherence,
mental health and SRH needs



Key Populations — Are we doing
enough?

e 4 Technical Brief for key populations:
— HIV and young transgendered people
— HIV and young men who have sex with men
— HIV and young people who sex sex

— HIV and young people who inject drugs

http://www.who.int/hiv/pub/guidelines/briefs ykp
2014.pdf



