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Background. Dolutegravir (DTG), combined with a backbone of 2 nucleoside reverse transcriptase inhibitors, is currently the
preferred first-line treatment for human immunodeficiency virus (HIV) in childhood. CHAPAS4 is an ongoing randomized
controlled trial investigating second-line treatment options for children with HIV. We did a nested pharmacokinetic (PK)
substudy within CHAPAS4 to evaluate the DTG exposure in children with HIV taking DTG with food as part of their second-
line treatment.

Methods. Additional consent was required for children on DTG enrolled in the CHAPAS4 trial to participate in this PK
substudy. Children weighing 14-19.9 kg took 25 mg DTG as dispersible tablets and children >20 kg took 50 mg film-coated
tablets. Steady-state 24-hour DTG plasma concentration-time PK profiling was done at t=0 and 1, 2, 4, 6, 8, 12, and 24 hours
after observed DTG intake with food. Reference adult PK data and pediatric data from the ODYSSEY trial were used primarily
for comparison. The individual target trough concentration (Cirougn) was defined as 0.32 mg/L.

Results. Thirty-nine children on DTG were included in this PK substudy. The geometric mean (GM) area under the
concentration-time curve over the dosing interval (AUCy ,4,) was 57.1 hours X mg/L (coefficient of variation [CV%], 38.4%),
which was approximately 8% below the average AUC »4y, in children in the ODYSSEY trial with comparable dosages, but above
the adult reference. The GM (CV%) Cyrough Was 0.82 mg/L (63.8%), which was comparable to ODYSSEY and adult reference values.

Conclusions.

This nested PK substudy shows that the exposure of DTG taken with food in children on second-line treatment is

comparable with that of children in the ODYSSEY trial and adult references.

Clinical Trials Registration. ISRCTN22964075.
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Currently 1.7 million children under the age of 15 are living
with human immunodeficiency virus (HIV) worldwide. One
of the main concerns in the treatment of HIV infections in chil-
dren and adolescents is the increasing proportion of deaths and
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new infections due to HIV [1]. By treating these children long-
term, the HIV viral replication can be suppressed; however, in
2020 only 53% of children were receiving antiretroviral treat-
ment (ART) and still 30% of those treated had a detectable
HIV viral load [2]. Consequently, the focus today is on increas-
ing the proportion of children on effective ART.

Nowadays, the preferred drug for treatment-naive children
with HIV is dolutegravir (DTG), combined with a backbone
of 2 nucleoside reverse transcriptase inhibitors (NRTIs) [3].
DTG belongs to the class of integrase inhibitors and has a
high genetic barrier to resistance, has low toxicity, can be dosed
once daily, and has high potency at low milligram dosage. DTG
for children is now rolled out globally, initially based on the re-
sults of the pediatric Once-daily DTG based ART in Young peo-
ple vS. Standard thErapY (ODYSSEY) trial and the International
Maternal Pediatric Adolescent AIDS Clinical Trials Network
(IMPAACT) P1093 trial [4-7]. These studies investigated dolu-
tegravir as a first-line and second-line treatment for children
with HIV.
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The Children with HIV in Africa - Pharmacokinetics and
Acceptability of Simple second-line antiretroviral regimens
(CHAPAS4) randomized controlled trial (ISRCTN22964075)
is an ongoing pediatric trial also investigating DTG treatment
in children with HIV. In this study, children are taking DTG
as part of their second-line treatment. In the CHAPAS4 phar-
macokinetic (PK) substudies, DTG was taken with a standard-
ized food intake, whereas DTG was generally taken in a fasted
state in the ODYSSEY and IMPAACT P1093 intensive PK sub-
studies. In adults, a 30%-60% increased exposure of DTG is ob-
served when taken with food, based on the fat content of the
meal (low, moderate, or high) [8]. Because CHAPAS4, as well
as ODYSSEY, had a nested PK substudy analyzed by the
same laboratory at Radboud University Medical Center
(Radboudumc), we had the opportunity to further deepen
our understanding of DTG exposure in children. Moreover, be-
cause of the 2-factorial randomized study design of CHAPAS4,
we were able to compare the PK of DTG in combination with
the relatively newer NRTI backbone combination emtricitabine
(FTC)/tenofovir alafenamide fumarate (TAF) versus other
NRTI backbone combinations, consisting of either abacavir
(ABC)/lamivudine (3TC) or zidovudine (ZDV)/3TC.

In this article, we present the results of an intensive DTG PK
substudy nested within the pediatric CHAPAS4 trial to further
evaluate DTG exposure in children with HIV.

METHODS

CHAPAS4 (ISRCTN22964075) is an ongoing open-label, mul-
ticenter, randomized trial enrolling 919 African children aged
3-15 years failing first-line ART. The enrolled children were
randomized to DTG or a ritonavir-boosted protease inhibitor
as third drug and to once-daily TAF and FTC versus standard
of care (SOC: once-daily ABC/3TC or twice-daily ZDV/3TC)
in a factorial design. Follow-up is for a minimum of 96 weeks.
The parents/caretakers of the first children enrolled into
CHAPAS4 who did not have prevalent tuberculosis at enroll-
ment were asked to provide additional written consent to par-
ticipate in the PK substudy; verbal consent was reconfirmed
before initiating the PK sampling. Older children provided
written assent as appropriate based on age, knowledge of
HIV status, and local country guidelines. The main trial and
substudies were approved by local and national ethics
committees.

In accordance with World Health Organization (WHO)
weight bands, children weighing 14-19.9 kg took 25 mg (5 dis-
persible tablets [DTs]) and children weighing >20 kg took
1 film-coated tablet containing 50 mg of DTG with a standard-
ized breakfast (low fat [5%], ~250 kcal), irrespective of the
NRTI backbone. The children
TAF-containing backbone received a combination film-coated
tablet of FTC and TAF (referred as FTC/TAF). Children

randomized to a

weighing <25kg took 120/15 mg FTC/TAF and children
>25 kg took 200/25 mg FTC/TAF once daily. Children in the
SOC group used an NRTI backbone containing ABC/3TC or
ZDV/3TC, both as fixed-dose combination DTs, dosed accord-
ing to the WHO weight bands. Breakfast (standardized, 250
keal, 5% fat) was given 10 minutes before the morning dose.
Intake of co-medications other than antiretroviral drugs was
not allowed within the first 2 hours after DTG intake. The
24-hour PK profiles are taken 6 or 12 weeks after start of the
treatment to achieve steady state for all drugs. We took blood
samplesatt=0and 1, 2, 4, 6, 8, 12, and 24 hours after observed
DTG intake. Blood volumes taken were within blood draw lim-
its for children established for research studies [9]. Blood sam-
ples were refrigerated immediately after the blood draw and
processed within 1 hour of sampling. Plasma was separated
and stored at —80°C until shipping to the laboratory of
the Department of Pharmacy, Radboudumc, Nijmegen, the
Netherlands, for quantification. DTG concentrations were
measured using a validated liquid chromatography-tandem
mass spectrometry bioanalytical quantification method with a
0.05 mg/L lower limit of quantification [10].

The goal was to have a minimum of 8 children per weight
band with evaluable PK curves for DTG, leading to a total of
at least 32 children with evaluable PK curves. We considered
a PK curve nonevaluable if 2 or more of 8 blood samples hemo-
lyzed or if a participant was considered to be nonadherent
based on measured DTG concentrations. This is predefined
as the baseline concentration (Cy) being below the lower limit
of quantification, if protocol violations had occurred or if con-
comitant medication was used that could interfere with DTG
PK. Demographic information was presented as median with
range. The primary PK parameter was the area under the con-
centration-time curve over the dosing interval (AUCy ,43,), be-
cause this parameter provides the most complete information
about the actual DTG exposure. Other PK parameters present-
ed in this article were the trough concentration (Cgougn), the
maximum plasma concentration (C,,,y), the time to reach the
maximum plasma concentration (T,,,,), apparent oral clear-
ance (CL/F), apparent oral clearance per kilogram of body
weight (CL/F/kg), apparent volume of distribution, and the
elimination half-life. PK parameters were calculated by non-
compartmental analysis using Phoenix 64 WinNonlin and re-
ported as geometric mean (GM) with geometric coefficient of
variation (CV%) except for T ., reported as median with in-
terquartile range. Based on the median plasma concentrations
per nominal time point, median DTG plasma concentrations
versus time profiles were created.

The aim was to achieve PK parameter results comparable to
the values reported in children with comparable dosages
(25 mg DT for 14 to <20 kg, and 50-mg film-coated tablet for
>20 kg) in the pediatric ODYSSEY trial, and comparable to
published values for approved adult DTG dosing. We primarily
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aimed to record comparable GM AUC 54, to GM AUC »4y, of
children in the pediatric ODYSSEY trial and to adult GM
AUC, 4, on DTG 50-mg film-coated tablets given once daily
under fasted conditions. Additionally, we aimed to achieve
comparable GM Cyougn levels, measured 24 hours after ob-
served DTG intake. The minimal target mean Ciougn, Was de-
fined as 0.32 mg/L (reported 90% effective concentration
[ECq] of DTG obtained in a 10-day adult monotherapy study
[11]) and is used to calculate the proportion of children who fall
below this target value. For the GM C,,,, outcome, we also
compared our results to published adult PK data on DTG
50 mg film-coated tablet given twice daily, because this is the
highest approved daily dose that is still safe [12, 13]. Within
the CHAPAS4 PK substudy, we also compared DTG GM
AUCq_24n and GM Cyrogn levels depending on the NRTT back-
bone. We used a 1-way analysis of variance (ANOVA) test to
compare DTG PK parameters between the 3 different NRTI
backbone groups, TAF/FTC, ABC/3TC, and ZDV/3TC.
Additionally, we described the PK parameters by weight band.

RESULTS

Between January 2019 and March 2021, we enrolled 43 children
with HIV from Uganda, Zambia, and Zimbabwe. Four children
were excluded because of suspected nonadherence, samples not
received, or unreliable AUC calculation (over 20% extrapola-
tion of AUCy_,4, sample due to missing samples), leaving 39 el-
igible PK profiles. Patient demographics of these 39 children
are presented in Table 1.

The descriptive statistics of the PK parameters of DTG for all
children are summarized in Table 2. The GM (CV%) AUCy_24n
was 57.1 (38.4%), approximately 8% below the AUC, ,4; in
children in the ODYSSEY trial with comparable dosages, but
32% higher than the reference of AUC »4, in adults taking
50 mg once daily. We also compared our results in the 14 to
<20 kg weight band group with data from the IMPAACT
P1093 study (Supplementary Table 3) and demonstrated

comparable GM AUC »4, (GM: 50.4 hours X mg/L in our
study vs 49.0 hours X mg/L in IMPAACT P1093) [5]. The
GM Cirough was 0.82 mg/L (63.8%), which was within +5% of
data observed in the ODYSSEY trial and in adults on 50 mg
once daily. The observed GM C,,,, was 4.97 mg/L (42.4%),
which was 17% lower than in the ODYSSEY trial, but 49% high-
er than was reported in adults on 50 mg once daily. However,
this value did not exceed the reference C,,,, of 5.41 mg/L re-
ported in adults on 50 mg twice daily. The median T, in chil-
dren in CHAPAS4 was 2 hours delayed versus the median T«
observed in children in ODYSSEY and adult reference studies
where DTG was taken on an empty stomach. Median DTG
plasma concentrations versus time profiles for the total group
are shown in Figure 1 and compared with those reported in
the ODYSSEY study. Median CHAPAS4 DTG plasma concen-
trations versus time profiles by weight bands are shown in
Figure 2. PK parameters for each weight band are shown in
Supplementary Table 1. The exposure of DTG in the 20-24.9
kg weight band is higher compared to the other weight bands,
similar to the results in ODYSSEY. PK parameters of DTG by
formulation (DT vs film-coated tablet) in this study are shown
in Supplementary Table 2. No relevant formulation effects on
the exposure of DTG were observed.

NRTI backbone randomization in CHAPAS4 allowed us to
compare DTG PK parameters between different NRTI back-
bones: FTC/TAF, ABC/3TC, and ZDV/3TC. Ninety (49%)
children were on TAF/FTC, 12 (31%) on ABC/3TC NRTI back-
bone, and 8 (20%) on ZDV/3TC. Descriptive summaries of
these different NRTT backbone groups and the corresponding
PK parameters are also shown in Table 1 and Table 2, respec-
tively. No notable differences were observed between the de-
mographics of the backbone randomization groups.

The individual AUCq.241 and Cyougn values in the different
NRTI backbone groups are shown in Figures 3 and 4, respec-
tively, with ODYSSEY values for reference. Using the 1-way
ANOVA test showed a statistically significant difference be-
tween NRTT backbone groups for AUC ,4;, values (P =.031)

Table 1.

Total Inclusions and Patient Demographics of the Children on Dolutegravir in the CHAPAS4 Pharmacokinetic Substudy

All Children TAF/FTC Backbone ABC/3TC Backbone ZDV/3TC Backbone

Characteristic (N =39) (n=19) (n=12) (n=28)
Weight band, No. of children

14-19.9 kg 9 4 3 2

20-24.9 kg 10 5] 2 3

25-34.9 kg 8 4 3 1

>35 kg 12 6 4 2
Sex, No. (%)

Male 21 (54) 8(42) 10 (83) 3(47)

Female 18 (46) 1(58) 2(17) 5 (63)

10.8 (7.8-13.3; 5.5-15.5)
27.0 (20.0-35.8; 15.9-53.0)

Age, y, median (IQR; range)
Weight, kg, median (IQR; range)

11.1(7.8-13.2; 5.5-14.2)
27.0 (20.0-35.2; 15.9-563.0)

11.3 (7.9-14.3; 6.3-15.5)
29.3 (19.6-37.5; 16.7-47.2)

9.5 (6.9-13.9; 6.2-15.2)
22.7 (19.3-34.6; 17.5-51.7)

Abbreviations: 3TC, lamivudine; ABC, abacavir; FTC, emtricitabine; IQR, interquartile range; TAF, tenofovir alafenamide fumarate; ZDV, zidovudine.
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Table 2. Summary of Dolutegravir Pharmacokinetic Parameters in Children Within CHAPASA4 and Reference Studies

Adults Adults
Parameter Total TAF/FTC Backbone ABC/3TC Backbone ZDV/3TC Backbone ODYSSEY [4, 7] FCT 50 mg QD [11] FCT 50 mgBD [12, 13]
AUCq24n (h x mg/L) 57.1 (38.4) 49.3 (42.4) 61.5(30.1) 72.2 (23.7) 61.8 (29.7) 43.4 (20) 93.4 (50)
Cirough (Mg/L) 0.82 (63.8) 0.70 (76.4) 0.84 (47.6) 1.13 (42.7) 0.8 (51.1) 0.83 (26) 2.72 (70)
Crax (Mg/L) 4.97 (42.4) 4.33 (48.1) 5.43 (25.1) 6.06 (41.3) 6.0 (26.7) 3.34 (16) 5.41 (50)
Trax (h) 4.0 (4.0-4.0) 4.0 (4.0-4.0) 4.0 (4.0-4.0) 4.0 (2.5-5.5) 2.0 (2.0-3.0) 2.0 (1.0-4.0) 2.0 (0-7.9)
Tapa (h) 8.05 (26.9) 8.07 (32.8) 7.80 (20.0) 8.40 (22.7) 7.8 (22.9) 12.0 (22)
CL/F (L/h) 0.75 (45.0) 0.88 (47.4) 0.68 (32.2) 0.58 (43.3)
Vo/F (L) 8.67 (51.4) 10.2 (67.0) 7.70 (31.4) 7.06 (54.1)

Data are presented as geometric mean (coefficient of variation), except for Tax, Which is presented as median (interquartile range).

Abbreviations: 3TC, lamivudine; ABC, abacavir; AUCq.,4p, area under the concentration-time curve over the dosing interval; BD, twice daily; CL/F, apparent oral clearance; Cqax, maximum
plasma concentration; Cyougn, trough concentration; FCT, film-coated tablet; FTC, emtricitabine; IQR, interquartile range; ODYSSEY, Once-daily DTG based ART in Young people vS.
Standard thErapY; QD, once daily; Ty, elimination half-life; TAF, tenofovir alafenamide fumarate; Trax, time to reach the maximum plasma concentration; Vy/F, apparent volume of

distribution; ZDV, zidovudine.
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Figure 1. Median dolutegravir (DTG) plasma concentrations versus time profiles of

the Children with HIV in Africa — Pharmacokinetics and Acceptability of Simple
second-line antiretroviral regimens (CHAPAS4) pharmacokinetic substudy compared
to Once-daily DTG based ART in Young people vS. Standard thErapY (ODYSSEY) out-
comes. The lowest horizontal dotted line indicates DTG in vivo 90% effective concen-
tration. The center horizontal dotted line indicates the geometric mean (GM) adult
reference trough level for 50 mg given once daily, whereas the upper horizontal dotted
line indicates the GM adult reference maximum level for 50 mg given twice daily.

and a not statistically significant difference for Cyougn values
(P=.151). There was a trend toward lower values for the
TAF/FTC NRTI backbone group compared to the SOC NRTI
backbone groups. The GM DTG AUC 54, in the TAF/FTC
NRTI backbone group was 49.3 hour X mg/L (42.4%), which
was 20% lower than with ABC/3TC and 32% lower than with
ZDV/3TC, but above the reference value of adults on
once-daily 50 mg film-coated tablet. The GM DTG Cyoygn in
the TAF/FTC NRTI backbone group was 0.70 mg/L (76.4%),
17% lower than with ABC/3TC and 38% lower than with
ZDV/3TC. Despite the 20%-40% lower values for GM
AUC.24n and GM Cyougn in the FTC/TAF NRTI backbone
group versus the SOC NRTT backbones, the individual Cyrougn
levels of DTG in children in CHAPAS4 were comparable
with children in the ODYSSEY trial, as shown in Figure 4.
Figure 4 also shows that 1 child on DTG in this CHAPAS4
PK substudy, who was part of the FTC/TAF backbone group,
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Figure 2. Median dolutegravir (DTG) plasma concentrations versus time profiles
of Children with HIV in Africa — Pharmacokinetics and Acceptability of Simple
second-line antiretroviral regimens (CHAPAS4) pharmacokinetic substudy by weight
band. The lowest horizontal dotted line indicates dolutegravir in vivo 90% effective
concentration. The center horizontal dotted line indicates the geometric mean (GM)
adult reference trough level for 50 mg given once daily, whereas the upper horizon-
tal dotted line indicates the GM adult reference maximum level for 50 mg given
twice daily.

did not meet the Cyoygn target of 0.32 mg/L. This child had a
Cirough Of 0.11 mg/L, was 13 years old, weighed 35 kg, and
was on the 50-mg (adult) DTG dose.

DISCUSSION

To our knowledge, this CHAPAS4 PK substudy is the first
study to show appropriate drug exposures in children taking
once-daily DTG with food as second-line treatment. We com-
pare our PK results with the pediatric ODYSSEY and
IMPAACT P1093 trials and published reference values from
adult studies where DTG is generally taken without food
[4, 5, 11-13]. The main PK parameter to compare these PK
results was the AUC_,4p,, because this PK parameter considers
the entire PK curve, including the absorption and the elimina-
tion phase. The efficacy of DTG, based on Ciougn levels, has
been determined in previous studies.
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Figure 3. Individual area under the concentration—time curve over the dosing in-
terval (AUCq.o4p) values of dolutegravir with different nucleoside reverse transcrip-
tase inhibitor backbones in CHAPAS4 in comparison with ODYSSEY data. The
dotted line indicates the geometric mean adult reference AUCq.241, for 50 mg given
once daily. Abbreviations: 3TC, lamivudine; ABC, abacavir; AUCq.,4p, area under the
concentration—time curve over the dosing interval; CHAPAS4, Children with HIV in
Africa — Pharmacokinetics and Acceptability of Simple second-line antiretroviral
regimens; FTC, emtricitabine; ODYSSEY, Once-daily DTG based ART in Young
people vS. Standard thErapY; TAF, tenofovir alafenamide fumarate; ZDV, zidovudine.

Our results showed that children on second-line treatment
taking DTG with food and dosed according to the WHO weight
bands reached slightly lower drug exposures to children with
similar dosages in the ODYSSEY trial, but above the adult ref-
erence for 50 mg once daily and therefore considered to be ap-
propriate. The overall higher pediatric DTG AUC 4, in
children versus adults is not expected to affect toxicity as it
is lower than observed in adults taking twice-daily 50-mg
film-coated tablet, the highest licensed daily dose for DTG
[11-13]. The GM C,,.x in the ODYSSEY trial exceeded the ref-
erence parameters in adults on twice-daily DTG, but the safety
data in the randomized ODYSSEY trial were reassuring.
Moreover, the higher exposure by means of higher AUC 43,
and C,,x was in line with our expectation, because of the rela-
tively higher milligram per kilogram body weight dosing in
children compared to the fixed-dose 50-mg dosage in adults.
DTG clinical studies showed that the Ciougn concentrations
of DTG correlates with reduction in HIV-1 viral load, and
therefore we also compared this parameter with reference stud-
ies and the in vivo ECy target of 0.32 mg/L [11]. Our results
showed similar GM Ciyough levels as seen to be effective in the
ODYSSEY trial, which are on average lower than in adults
due to relatively higher clearance per kilogram of body weight.
Importantly, 95% of the children in our study had a Cyrougn val-
ue above the minimum target of 0.32 mg/L. If we divide our
group children into weight bands, we see the same trend as
was seen in the ODYSSEY trial, with higher exposure in the
20-24.9 kg weight band. This can be explained by the relatively
higher milligram per kilogram dose, as this is the first weight
band to receive the 50-mg adult dose.
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Figure 4. Individual trough levels of dolutegravir (DTG) concentrations with dif-
ferent nucleoside reverse transcriptase inhibitor backbones in CHAPAS4 in compar-
ison with ODYSSEY data. The lowest horizontal dotted line indicates DTG in vivo
90% effective concentration. The upper horizontal dotted line indicates the geomet-
ric mean adult reference trough level for 50 mg given once daily. Abbreviations:
3TC, lamivudine; ABC, abacavir; Cyugn, trough concentration; CHAPAS4, Children
with HIV in Africa — Pharmacokinetics and Acceptability of Simple second-line
antiretroviral regimens; FTC, emtricitabine; ODYSSEY, Once-daily DTG based ART
in Young people vS. Standard thErapY; TAF, tenofovir alafenamide fumarate;
ZDV, zidovudine.

Because CHAPAS4 is still an ongoing study and the viral
load and safety data are not yet available, comparison of PK re-
sults is limited to the ODYSSEY trial and other available pedi-
atric and adult data for clinical interpretation. With our results,
we expect that we can extrapolate the efficacy and safety results
from the ODYSSEY trial with children on first- and second-line
treatment to the children taking DTG only as second-line treat-
ment, as were included in CHAPAS4. Efficacy, safety, and tol-
erability data for the main study will be reported separately.

The median DTG plasma time curve of both trials is compa-
rable, except for the later T, in the CHAPAS4 study relative to
ODYSSEY, possibly explained by the food effect. However, con-
trary to what we expected, the influence of food on DTG
AUCq.,4p, appears to be limited. This differs from adult studies,
where a 30%-60% higher AUC has been observed when DTG
is taken with food, depending on the amount of fat in the meal
[8]. Our data suggest that the influence of food on DTG exposure
in children might be less pronounced than in adults, suggesting
that DTG can be taken safely with or without food by children.
However, it must be noted that here we used a cross-study com-
parison of PK data from different children participating in 2 clin-
ical trials whereas in adults a well-controlled intrasubject
comparison of the food effect was performed. In addition, in
CHAPAS4 the children only received a low-fat (5%) standard-
ized breakfast before dosing, and we have no PK data of children
taking the DTG tablets with a higher fat percentage meal.

Comparison of the DTG concentrations of the children in
the PK substudy receiving a TAF-containing backbone, com-
pared to those receiving SOC NRTT backbones, demonstrated
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a trend of 20%-40% lower GM AUCq 41 and GM Cyoygn of
DTG in children on FTC/TAF (Table 2 and Figures 3 and 4).
Moreover, we see similar trough levels for the FTC/TAF back-
bone group versus ODYSSEY if we compare individual DTG
Cirough levels, suggesting that the clinical relevance of the lower
exposure relative to the SOC backbones is likely to be negligi-
ble. The GM AUC, 4y, in the FTC/TAF NRTI backbone group
is also above the adult reference for 50 mg DTG once daily. The
PK mechanism that may account for the lower exposure of
DTG in combination with an FTC/TAF NRTI backbone in
children remains unknown. Our observations are in contrast
with results seen in adults, where a slightly higher exposure
of DTG in combination with TAF has been reported [14].
One child in our PK substudy did not meet the Cyougn target
and was taking DTG in combination with FTC/TAF, but as a
limitation of this study, we were unable to relate this lower ex-
posure to DTG to virological efficacy as the CHAPAS4 trial is
still ongoing at the time of writing this article.

In conclusion, this nested PK substudy within the CHAPAS4
trial shows that the exposure of DTG taken with food in chil-
dren on second-line treatment is comparable with the DTG ex-
posure in children and adults taking DTG when fasting. This
helps further support the recommendation that there are clin-
ically no restrictions around administering DTG with or with-
out food in children and will therefore not change current
practice. The main efficacy and safety results of the
CHAPAS4 trial of >900 children followed for 96 weeks will
be available later in 2023.

Supplementary Data

Supplementary materials are available at Clinical Infectious Diseases online.
Consisting of data provided by the authors to benefit the reader, the posted
materials are not copyedited and are the sole responsibility of the authors,
so questions or comments should be addressed to the corresponding author.
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