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Dolutegravir (DTG)-based antiretroviral therapy (ART) Inclusion criteria: CALHIV aged <18 years at start of DTG.

Is the WHO-preferred first- and subsequent-line . “ Effectiveness outcomes

treatment for children and adolescents living with HIV

(CALHIV).  Viral suppression: proportion with viral load (VL) <50 copies/mL after 24, 48, 96, 144 and 192
don ¢ L (+/-12) weeks on DTG (analysed overall, by ART/VL status at DTG start, and by age group).

Studies of CALHIV on DTG in routine care in sub-
Saharan Africa have reported high levels of viral
suppression (>80%) but there are limited safety data
and follow up beyond 18 months.’

Safety outcomes

I. Adverse events (AE): frequency of AEs and serious AEs (SAEs) causally associated with
DTG.

ii. Laboratory abnormalities: rates of DAIDS grade 1, 2, and =3 laboratory abnormalities.
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lii. Discontinuation: cumulative incidence of discontinuation of DTG (all-cause) using Kaplan
Meier methods and incidence of treatment-related (viral failure or toxicity) discontinuations
estimated with other reasons for discontinuation treated as a competing risk.

Aim: To assess effectiveness and safety of DTG in
CALHIV in routine care across the European
Pregnancy and Paediatric Infections Cohort
Collaboration (EPPICC) network (Fig. 1).

Censoring: earliest of last visit, death, or discontinuation (censored at discontinuation date +30

days for safety outcomes). Data cut-off date: May 2023.
1. Bacha et al. 2023. PIDJ 42(7) p576-581. Figure 1: Location of EPPICC cohorts in DTG study.

Results: Characteristics Results: Effectiveness

Table 1: Demographic and clinical characteristics at DTG start (n=1231
il e di(an [IQR)] 100% - Overall, 88-91% had suppressed VL over 4
0), L 1 __ .
Sex Female 607 (50) _ i 5 G— v SR years on DTG (Fig. 2).
Age at ART initiation (years) 3[1, 8] £ 90%- 0. \ —th
Age at DTG start (years) 14 [11, 16] 2 — L ‘I : . :
0-<6 years 70 (6) S 5 . i — b Suppression was highest in CALHIV who were
6-<12 years 319 (26) - N S 80%- T | ART-experienced and suppressed at DTG start,
12-<1 42 kS - .
Ethnicity 12 15 years i Eig; Median year of S ) ’ and lowest in ART-experienced and
= o |
White 451 (37) 2?):?[%?{”2\'5?? g 0% unsuppressed at DTG start.
Asian 130 (11) 2020] ’ g | 1
Other 105 (9) | = 60%- Population n/N* Viral suppression (<50
Country/region SE/ Ireland ggg (2513) Median duration 2 A\ copies/mL) at 96 weeks
Sp:‘:]”e o E ; 6; on D1T6(3;.]sz:é o S som- e Al 408/459  89% (95% CI 86, 92)
, . =) .
Rest of Europe/Thailand 369 (30) N y £ —&@— ART exp. VL2200c/mL Naive 41/48 85% (95% CI 72, 94)
Perinatal acquisition 1020 (95 S
A T = ((1 0)) S 40%- e AR <2005L ART exp. VL=200c/mL ~ 41/53  77% (95% Cl 64, 88)
ART-exp/VL=200c/mL 163 (13) & ART exp. VL unknown ART exp. VL<200c/mL 263/282 93% (95% Cl1 90, 96)
ART-exp/VL<200c/mL 603 (49) 30% - ART exp. VL unknown  63/76 83% (95% CI 73, 91)
| | | | | |
Medi i ART ( AR)I—exp/unknownT gﬁg (?2; 0 24 48 06 144 192 * Patients in follow up, still on a DTG-based regimen with viral load data available at 96 (+/-12) weeks.
edian time on years , .
CD4 cell count (cells/mm?)s 710 [492, 973] Time since start of DTG (weeks) . L .
Prior AIDS diagnosisT 262 (21) _ | | | | There were no differences in viral suppression by
Percentages are calculated among those with complete data. 27 were missing sex, 25 missing ethnicity and 165 missing HIV Figure 2: Viral suppress:on (<50 copies/mL) on a DTG-based regimen, overall age group at DTG Stal’t (data not prese nted)
acquisition route. * Closest within 12 weeks before and 1 week after DTG start. T+ 50% from Ukraine. £ ART-experienced only. and by ART and viral load status at DTG start. '
§ Closest within +/-12 weeks of DTG start. ] An additional 17 (1%) had an AIDS diagnosis but unknown if this was before DTG start.

Results: Safety

- Table 2 summarises the total number of AEs, SAEs, DAIDS grade 23 lab events and all- | * Grade 23 laboratory event rates were <1 per Cumulative incidence of discontinuation
- 5 SAEs were causally associated with DTG of which 4 led to discontinuation. * Grade 1 and 2 laboratory event rates were <15 : : : -
. .. All-cause discontinuation (Fig. 4)
. There were no deaths events per 100 PY (highest among lipid markers).
0 . . 0 Liver Lipids Glucose Biochemistry Haematology O 5% (4’ 7) by 96-Weeks
« 848 (69%) CALHIV had laboratory data while on DTG, of whom 46 (5%) had 57 DAIDS 1o . o 10% (8, 12) by 144-weeks
grade 23 laboratory events. & -
= 10- T
Table 2: Clinical AEs and SAEs with known causal relationship to DTG, grade 23 laboratory events, and discontinuation. % 97 | 2%
g 8: 0
Event Patients Patients with events, Number Details of events 2 71 { l T M g 2%
with data n (%) of events § ‘55 l | S 5%
All AEs 5 SAEs in 5 patients (described below), ; 41 { { T 2 10%
causally 1146 26 (2%) 52 38 AEs in 13 patients, 9 AEs of unknown s 3- 2
related to DTG seriousness in 8 patients 8 f: %L, m “h HH H l éu ﬁ% S 5%
. Headache, grade 3 raised creatinine, 0] : I {E lLLI 0L L] [ él:l: fLs 095
SAEs causally 1146 5 (0.4%) 5 hiatric di  coll F F F F o 0 o o T oy S o SR vl ; : 1
related to DTG (4/5 discontinued DTG) psychiatric dlsturba_nce, renal colic, and W 38 of @Y O O (V@ R W Ve o Q 0 48 96 144 192
neurologlcal event Time since start of a DTG-based regimen (weeks)
DAIDS arade There were 25 events (patients) for: [_JGradet [ JGrade2 [ Grade=
>3 lab g ¢ 848 46 (5%) 57 LDL 5 (5), TRIG 6 (6), TBIL 7 (6), Figure 3: Rates of grade 1, grade 2, and grade 23 laboratory events Figure 4: Cumulative incidence of all-cause discontinuation
=v lab events ANC 8 (8), Hb 11 (10) while on a DTG-based regimen stratified by laboratory marker. of DTG.
95 (8%) Reasons: viral failure 5 (5%); toxicity 17 alanine aminotransferase; AMY, amylase: ANC, absolute neutrophil count: APT, alkalin ; . . .
A_Il-caus.e . 1201 (discontinued at median 95 (18%) treatment Simplification 17 (18%) ﬁg'rl' aalsaparteatae am(?:\(?trzilles%Srng\;NCI)\I(-lSL,%Igtsaelcﬁ:gstzt:cfl?lCﬁ,eCCJeani[doe%T:Ie(;gtert/apl\;Pl;rPgﬁil, h?g%hfzssi)irr]\gtils.oeod Treatment-related dlscontlnuatlon
discontinuation 90 [IQR 36, 138] weeks) other/unknown 56 (59%) Cershy lbopish: LOLlow Sonsty pepraei chaoderot LIP. Ipaces NP, i neefadig 600 o 1% (1, 2) by 96-weeks
AE, adverse event; ANC, absolute neutrophil count; DAIDS, Division of AIDS; DTG, dolutegravir; Hb, haemoglobin; IQR, interquartile range; LDL, low-density lipoprotein: gleuncfr):i’all\cl;_iErF;?g—_élao_Vl\i,nlgnw_fsaesrt:Jnn% gﬁgiiral;u g(—)CS:%E%?férilenzugegqﬁr?:;a'}%IE,L’c-lc;’tglliﬁﬁlritt)si’n;s:r%alél,_l, o O 20/ (1 3) b 1 44_Wee kS
SAE, serious adverse event, TBIL, total bilirubin; TRIG, triglycerides triglycerides. 0 ’ y
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