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Global Pediatric HIV Statistics

* Numbers of new HIV infections in children

SATTW . Colmasia aged 0-14 years have continued to
L S T a0 SR & decline.
g, dl ‘ * There was a 62% drop in the annual
number of children acquiring HIV globally
between 2010 and 2023.
e o N * Decline has s.lowed markedly in recent
| | | | E— years, approximately 120 000 children
acquired HIV in 2023
UNAIDS epidemiological estimates, 2024 e Over 80% were in sub-Saharan Africa

(https://aidsinfo.unaids.org/ )



https://aidsinfo.unaids.org/

South Africa Pediatric HIV Statistics

PLWH-2023
* Adults and children living with HIV
Percent - 7.7 mil[7 000 000 - 8 300 000]
7.5
10.0 « Children aged 0 to 14 living with HIV
I :23 160 000 [120 000 - 290 000]
17.5

Newly infected with HIV-2023

e Adults and children
e 150000[130000-170000]
e -58% decline incidence since 2010

* Childrenaged 0to 14

UNAIDS epidemiological estimates, 2024 * 6500[3800-17000]
(https://aidsinfo.unaids.org/ )




Global progress against the 2025 targets

959595 FOR HIV TESTING AND TREATMENT TARGET 2023 STATUS
Reduce annual AlD5-related deaths to under 250 000 250000 630 000
34 million people are on HIV treatment by 2025 34 million 30.7 million
All ages: 86-89-93
95-95-95 testing, treatment and viral suppression targets 959595 "-I'I.Er::?a{;;‘g?c: ;f:ﬁ?ggjggj;jd
Children (aged 0—14 years): 66-86-84

Key populations: unknown o
20% of people living with HIV receive preventive treatment for tuberculosis (TE) by 2025 0% - m1;$2ﬁlma¥;|:$wr:\;gﬂrga$ 5022
Reduce numbers of TB-related deaths among people living with HIV by 80% 80% 71%
PAEDIATRIC HIV TARGET 2023 STATUS
75% of children living with HIV have suppressed viral loads by 2023 75% I 48% J

100% of pregnant and breastfeeding women with HIV

receive antiretroviral therapy and 25% achieving viral suppression 100% o



Viral Load Suppression (<1000 c/ml)
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s 2023 ART Clinical Guidelines
Key Changes

e Children

* Change in eligibility criteria for DTG
* New formulation pDTG dispersible tabs
* First VL/eGFR — 3 months

* Neonates
* Dosing for premature babies

* Adolescents
* Change in eligibility criteria for TLD
* First VL/eGFR - 3 months

e Cotrimoxazole Prophylaxis
e Change in eligibility criteria
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A thorough assessment is essential for any client with a viral load measuring = 50 ¢/ml

Adherence

Is adherence to medication poor?
Ask about factors that may influence adherence e.g.
Direct cost of clinic visits to patient, e.g. transport, loss of income, cost of paying another
person to take on social responsibilities
* Taking time away from existing work, finding work and/or social care responsibilities
* Needing to travel for extended periods of time
* Medication side-effects
* Unpalatable medications
* Depression or other mental health conditions
» Alcohol or substance abuse
* Poor social support and/or GBV
* Non-disclosure

Pregnant women may experience nauseafvomitting, heartburn, and constipation. Assess
the need for symptomatic treatment with an anti-emetic, anti-diarrhea agent, or fiber
supplement.

Adherence difficulties in young children are often linked to poor tolerability of
unpalatable formulations, particularly LPV/r solution. It is important to ask the caregiver
about how the child tolerates the medication e.g., does the child refuse to swallow the
medicine or spit, or vomit the medicine out?

Tips
Ask open ended gquestions e.g.
“What makes it difficult for you to
collect or take your treatment?”,
and “How many doses have you
missed this week?”

Statements like
“we all miss a dose now and
then”
can encourage a client to be
more open.

Create a safe and non-
judgemental space for your client
to discuss challenges.

Bugs

Check for symptoms and signs of infection.
Do a TB and STI screen.

Remember that immune
compromised, malnourished, and
pregnant clients may not exhibit
overt symptoms of TB.
If in doubt, do a TB GXP.

Correct
Dose

Is the client on the correct dose for their weight?

This is especially applicable to growing children, or clients with deteriorating renal function or previous renal impairment

g Interactions

Are there any potential drug interactions? Consider:
* Other prescribed treatment e.g. rifampicin, anti-epilepsy drugs and pregnancy
supplements (iron, calcium)
* Over the counter treatment e.g., antacids, multivitamins
s Other supplements and herbal/traditional medications e.g. 5t John's wort

See also "Drug Interactions with
DTG and Rifampicin-containing
TB Treatment" on page 13
If in any doubt, call the
HIV Hotline 0800 212 500
or one of the "Helplines" on
page 23

REsistance | Dru

Consider HIV drug resistance if other causes of virological failure have been excluded and
the client is adherent to their medication by an objective measure.

Refer to the algorithm
“Management of Confirmed
Virological Failure on TLD" on
page 23

Rapid Reemergence of wt Virus
Upon Discontinuing Therapy

6 Initiating Antiretroviral Therapy

O



Sometimes you find
have to go out there
ees, at the same ti
the health facility a

For me, my child has started refusing the drugs.
She says that given the period for she has been
taking the drugs, she is tired of them; she asks me
why her heart condition will not heal. Then I tell
her to swallow her drugs or else she will die. She
then says that if her heart condition will not heal
she will then stop taking the drugs. She wishes that
she would die.

yoing to the counsellor is she is

|, | am the
barent. My
red they were




Improving adherence

Economic

Health System Psychosocial
empowerment

Improved quality of Support for Vocational skills
counselling Disclosure training

More frequent
support group
meetings

Changes in drug
frequency and taste

Help with school fees
for the children

Changes in paediatric Classes for parenting Start up income
clinic times adolescents generating activities




Adherence

Benefits of Adherence

Sustained Reduced Risk Better Improved Decreased
Viral of Drug Overall Quality Risk of HIV
Suppression Resistance Health of Life Transmission




Malnutrition in HIV-Infected Children

Is an Indicator of Severe Disease with an Impaired
Response to Antiretroviral Therapy

Maximilian Muenchhoff! ™" Michael Healy™" Ravesh Singh® Julia Roider'*# Andreas Groll” B B u gs

Chijeev Kindra® Thobekile Sibaya® Angeline Moonsamy? Callum McGregor! < Michelle Q. Phan?
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100 — —_ ‘ — : ' FIG. 4. Increased mortality
1\-'_‘—. . . in malnourished HIV-infected
children on ART. (A) Kaplan
Meier curves comparing sur-
vival between all HIV-infected
p=0.0171 - SAM  n=17 children with and without SAM.
—— No SAM n=36 (B) Kaplan—Meier survival
curves excluding all TB cases.
Log-rank (Mantel-Cox) tests
50 30 ' : 20 30 ' ; were applied for statistical com-
parison between the groups.
Weeks elapsed Weeks elapsed

204

p=0.0446 - SAM n=32
i No SAM n=41

Percent survival
Percent survival

* Linked to worse prognosis and impaired immune recovery in HIV-infected
children on ART.
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Fig. 4. Forest plot of the impact of TB co-infection on virological failure among adults living with HIV in Ethiopia.

HIV-TB Co-infection significantly increases
the odds of virological non-suppression:

Odds Ratio (OR): 2.47 (1.74 — 3.46)

Strengthening TB prevention interventions,
early identification and managing the case
and prioritising viral load monitoring and
adherence support among patients living
with HIV are recommended.

Getaneh, T., Negesse, A., Dessie, G., & Desta, M. (2022). The impact of tuberculosis co-infection on virological failure among adults living with HIV in Ethiopia: A systematic review and meta-analysis. Journal of clinical tuberculosis and
other mycobacterial diseases, 27, 100310. https://doi.org/10.1016/j.jctube.2022.100310



1. Correct ART
regimen

5. Correct ART
monthly supply

4. Correct ART
dosing frequencies

Source: Adapted from World Health Organization. Promoting
components. Geneva: World Health Organization; 2002.

ART, antiretroviral treatment.

1.Bronkhorst, E., Joseph-Busby, M., & Bezuidenhout, S. (2024). Reducing medicat
2. Chiampas, T. D., Biagi, M. J., & Badowski, M. E. (2019). Impact of an HIV-trainec
https://doi.org/10.18549/PharmPract.2019.3.1543

%" i Annexure &  Antiretroviral Drug Dosing Chart for Children [2022)

Compiled by Child and Adolescent Committee of 5A HIV Clinicians Society in collaboration with the Department of Health

)uth Africa revealed at
arror among people

involved ARV and Ol
ns.

of errorsl.
2% of errorslz2.
5 — 3.9% of errors?

ir Dnlmeﬁ:::. Abacavir Lamivudine Zidovudine
{DTG) R“'.rfa""m on [ABC) (3TC) (AZT)
B mg/kg/dose 4 mgfig/dose
TWILE daily TWICE daily 180 - 240
By weight band By weight band oR OR mg/mifd
ONCE daily TWILE DALY K2 10 kg: 2 10 kg- TWICE daily
16 mg/kg/dose E mg/fig,/dose.
DNCE daily OMNCE daily
Dispersible tabs ([OT]  Dispersible tabs (DT}
10 mg. Film coated 10 mg, Film
[FC) tabs 50 mg. {FC) tabs 50 mg, FOC: Sal 20 Sal. 10 mg/ml
FDC: TLD 300/300/50 LD 300/300/50mg 0L me/ml S0l 10 mefml  Tabs 100 me, 300 mg
me OR ABCATC/OTG DR ABC/3TC/DTG 2b 60 mE [scored,  rop. 150 e [mot scared],
mg B00/300/50 mg EEEE L [zzored) FDC: AZTT/ETC
DT AND FC DT AND FC s e 300/150 mg
TABLETS ARE NOT TABLETS ARE NOT
BIOEQUIVALENT BIDEQUIVALENT
in ic ARV prescribing for necnates [« 28 days of age) snd infants weighing « 3kg
3 mil bd
0.5 x 10 mg DT od 0.5 x 10 mg DT bd oR 3 i bd 6 mlbd
1 =60 mg tab bd
4 mil bd
1.5 % 10 mg DT od 15x10 mg DT bd Ll 4 il bd S mlbd
1.5 x 680 mg =b bd
iosi dosi
» 10 kg »10kg 12 mibd
2x10 mg DT od 2 uw 10 mg DT bd OoRr
4 x 60 mg tabs od 1 x 100 mg tabs bd
or 12 mil od
12 mlod
2 % 100 mg tabs am +
5 x 60 mg tabs od
2.5 1 10 mg DT od 2.5 10 mg OT bd “’-"':d"‘ﬂ"“ ““‘“ﬁ“"l‘“
1 x 300 mg tab od 15 mibd
1x 300 tab+
3x10mg DT od 3 x 10 mg DT bd mE 2 x 100 mg tabs bd
oR OoR llﬂﬁﬂh-’ oR
1 x 50 mg FC tabod 1 x50 mg FC tab bd & x 60 s tabe od 20 mlbd
1 x50 mg FC tab bd
ixsOmeFCmbod  opFpcaBc/aTCs
. DTG if eligible od +
FOE SAGATGOTE 50 me DTG FE 12k 12
i hours later 2 x 150 mg tabs
od
1450 mg FC tab bd 2x300mg 1"“’;‘5""""
1x 50 mgFC=bod F[IkTI.I]"r:fm od tabs od 1« AZT/ITC 300,150
mc:rm?r. od +30mEDTGFCEb EECEE
o aligisle 12 hours lzter OR
a FDC: ABC/ITC) DTG
FIH::::M il_‘" i eligible od + 50 mg
DTG FCtab 12 hours
later
*  Bwoid LPV/r solution in any full-term infant <14 days of age and any premature infant <42 weeks post conceptual sge ::rt: f::n_e:ll:r.
[corrected pestational age] or obtain expert advice. bd ; twice 3 da
* Children weighing 25-28.9 kg may also be dosed with LPVr 200050 mg adult tabs: 2 tabs am + 1 tab pm. am  =inthe mnrfl'n
" Ataranavir + rfitonavir should not be used in child, it on with Rifampicin, obtzin expert adwvice. m :l'nltzmni £
Mo dosage adjustments are required for children receiving treatment with Efavirenz and Rifampicin. :td ;shnr.lanl' b

yages. doi:https://doi.org/10.4102/sajhivmed.v25i1.1594
setting. Pharmacy practice, 17(3), 1543.

1




Communicate medication

changes to parent and
child




Concentration, pg/mL
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D-Drug interactions

—&— Dolutegravir alone, fasted
—4— Dolutegravir + CC, fasted
—&— Dolutegravir + CC, fed

—— Dolutegravir 2 h prior + CC

Planned relative time, h

48

60

—&— Dolutegravir + FF, fasted

—4— Dolutegravir + FF, fed

=
wn
1

—i— Dolutegravir 2 h prior + FF

Concentration, pg/mL
=)

=
3

0 12 24 36 48 60
Planned relative time, h

Figure 2. Mean plasma concentration-time profiles of dolutegravir
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Twice-Daily Dosing of Dolutegravir in Infants on

Rifampicin Treatment: A Pharmacokinetic Substudy
of the EMPIRICAL Trial
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Dolutegravir twice-daily dosing in children with +k ®

HIV-associated tuberculosis: a pharmacokinetic and safety
study within the open-label, multicentre, randomised,
non-inferiority ODYSSEY trial

AnnaTurkova, Hylke Waalewijn, Man K Chan, Pauline D] Bollen, Mutsa F Bwakura-Dangarembizi, Adeodata R Kekitiinwa, Mark F Cotton, m
Abbas Lugemwa, Ebrahim Variava, Grace Miriam Ahimbisibwe, Ussanee Srirompotong, Vivian Mumbiro, Pauline Amuge, Peter Zuidewind,

Shabinah Ali, Cissy M Kityo, Moherndran Archary, Rashida A Ferrand, Avy Violari, Diana M Gibb*, David M Burger*, Deborah Ford*, Angela Colbers*,

on behalf of the ODYSSEY Trial Teamt

Control arm
(DTG OD)

Rifampicin arm
(DTG BID)

.-

Dolutegravir BID in infants receiving
rifampicin resulted in adequate
dolutegravir exposure, supporting
this treatment approach for infants
with HIV=TB coinfection.

EC

90

Figure 2. Geometric mean DTG concentration-time profiles for infants receiving rifampicin and the control arm. The solid lines in the BID curve represent observed con-
centrations; the gray dotted line represents imputed values by repeating the first 12-hour curve. Abbreviations: BID, twice-daily dosing; DTG, dolutegravir; ECgy: 90% effective

concentration; 0D, once-daily dosing.



D-Drug interactions

Table 1. Important pharmacokinetic drug-drug interactions with dolutegravir

Interacting drug Etfect of co-administration®  Recommendation

Metformin 4 metformin Maximum metformin dose 500 mg 12-hourly

Polyvalent cations (magnesium, iron, calcium, ¥ dolutegravir Take dolutegravir either 2 hours before or 6 hours after

aluminium, zinc), e.g. antacids, sucralfate, Calcium and iron can be co-administered with a meal

supplements

Anticonvulsants: carbamazepine, phenobarbital, ¥ dolutegravir Avoid co-administration if possible (lamotrigine,

phenytoin valproate, levetiracetam and topiramate can be used) or
double dolutegravir dose to 50 mg 12-hourly

Rifampicin ¥ dolutegravir Double dolutegravir dose to 50 mg 12-hourly, or switch
rifampicin to rifabutin 300 mg daily

Efavirenz ¥ dolutegravir Avoid co-administration if possible (rilpivirine can be
used) or double dolutegravir dose to 50 mg 12-hourly

Nevirapine ¥ dolutegravir Avoid co-administration if possible (rilpivirine can be

* Arrows indicate the effect of the interaction in the concentration of the drug.

used) or double dolutegravir dose to 50 mg 12-hourly



Management of Confirmed Virological Failure on TLD

falso applicable to ALD and other DTG-containing regimens)

Two or more consecutive VLs 2 1000 ¢/mL

On TLD for at least 2 years On TLD for less than 2 years,
and 2 elevated VLs were taken two or more years after starting TLD regimen irrespective of VL
Adherence > 80% Adherence ‘ Repeat VL at next scheduled
Proven by an objective measurement ! < 80%" routine VL (i.e., in 6 months’ time)

Intensify efforts to
resolve adherence issues®

. et e ‘ as outlined on "Enhanced
Clients who have Clients who have As arule, Adherence Support” on page 22
- r S I S a n Ce failed a previous never failed a previous ‘ resistance
ART regimen ART regimen testing is not
indicated - . A
. Additional considerations if
————————— for clients on

VL > 1000 ¢/mL:
ial o a
Special circumstances * Monitor CD4 count every 6 months see

€.g., Incorrect "Monitoring on ART" on page 19

:_ - TLD12
f s |
classification as TLD1 1 # |f CD4 < 200 cells/mm3, discuss with an
|
|
]

(including perinatally HIV expert

infected E_ldﬂle“'%‘nti‘-}; s Consider eligibility for cotrimoxazole
or drug interactions prophylaxis see "Indications for
————————— Starting and Stopping Cotrimoxazole

+ Preventive Therapy" on page 8
. . 5
h DI.SCI.IBBJ\fIth =il Exp.lert . -—) ' *Resistance testing is expensive and
to authorise and interpret a resistance test ¥ should be done only for exceptional

' cases failing TLD1. Provinces should
ensure that a gatekeeping function is
in place by using either a designated

Individualised regimen - provincial mechanism, the National
as recommended by HIV expert TL committee, or one of the HIV
v "Helplines" on page 23 to

. . thori ist testing.
Repeat VL 3 months after starting the new regimen authorise resistance testing

to confirm viral re-suppression




Genetic Barrier to Resistance for Specific
ARVs
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Clutter DS, et al. Infect Genet Evol. 2016;[Epub ahead of print]. Slide credit: clinicaloptions.com
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