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ODYSSEY
<18 years old, 

Starting 1st line or switching to 2nd line

ODYSSEY A: 
First-line ART  

ODYSSEY B: 
Second-line ART

Follow-up: until last patient reaches 96 weeks
Primary endpoint: virological or clinical failure

DTG SOC DTG SOC 

Randomisation 1:1
Stratified by

3rd agent in SOC, NRTI,
availability of resistance 

testing

Randomisation 1:1
Stratified by

3rd agent in SOC, NRTI,
availability of resistance 

testing

SOC= standard of care

• International multi-centre, randomised 96-week non-
inferiority trial 

• We aimed to compare efficacy and safety of DTG-based ART 
with standard-of-care in children and adolescents starting 
first-line ART (ODYSSEY A) or second-line (ODYSSEY B)

• Main trial enrolled children ≥14 kg
• Aim to enrol ≥700 children: 310 ODYSSEY A, 390 ODYSSEY B
• Powered for efficacy (total population and A&B separately)
• Once enrolment in the main trial was completed, the trial 

was opened for ‘under 14kg cohort’

• ‘Under 14kg’ cohort
• Aim to enrol ≥20 children in each of the three lower WHO 

weight bands: 3-<6kg, 6-<10kg and 10-<14kg 
• To confirm efficacy, safety and the most practical dosing
• Proportions of first- and second-line not pre-specified
• Children in DTG arm did intensive PK



Trial population

Baseline characteristics
• Median age 12.2 (range 2.9-18.0), 96% ≥6 years
• 49% female; 88% African
• 27% WHO stage 3/4

22% CD4 <200 cells/mm3

• 44% started first-line and 
56% second-line (by design)

Baseline ART from randomisation
• NRTI: 65% ABC+3TC, 23% TDF+XTC, 11% ZDV+3TC
• Third agent in SOC: first-line 92% EFV;                

second-line 72% LPVr, 25% ATVr

Follow-up
• Median follow-up 142 weeks (IQR 124, 159)
• 37 (5%) lost to follow-up

Main trial ≥14 kg, n=707

Baseline characteristics
• Median age 1.4 years (range 0.1, 5.9)
• All from Africa
• 34% WHO stage 3/4 

22% had CD4 <15%
• 85% started first-line ART

15% second-line ART

Baseline ART from randomisation
• NRTI mostly 88% ABC+3TC; 12% ZDV+3TC
• Third agent in SOC 74% LPV/r; 21% NNRTI, 

5% RAL

Follow-up
• Median follow-up 120 weeks (IQR 97, 132)
• 5 (6%) lost to follow-up

<14kg, n=85



• Virological failure
• insufficient virological response <1 log drop at 24 weeks* 

and ART switch for treatment failure 
• confirmed (x2) VL ≥ 400 c/mL at any time after 36 weeks

Primary outcome

• Clinical failure
• any new or recurrent severe WHO 3 or WHO 4 event
• death due to any cause

Proportion with virological or clinical failure by 96 weeks

*Or VL≥50c/ml at 24 weeks in participants with VL at baseline <500c/mL 



Analyses of the main trial and the ‘<14kg cohort’
Primary outcome was analysed by assessing the difference in the probability of clinical or virological failure by 
96 weeks between DTG-based ART and SOC

• Analysis of the main trial (n=707)
• Children ≥14kg were analysed first

• Analysis of the ‘<14kg cohort’ (n=85)
• Stand-alone analysis: 

• Data only from children <14kg
• Treatment difference estimated imprecisely 

• Bayesian analysis: 
• The main trial results (children ≥14kg) used as a prior distribution
• Clinical opinion used to  determine how much weight is given to children ≥14kg
• Based on interviews with paediatricians a weight of 78% was assigned to data from children ≥14kg
• Planned before any results were available, and defined as primary analysis

• Pooled analysis of ≥14kg (main trial) and <14kg children (N=792): 
• Data from children ≥14kg receive ~90% of weight (707/(707+85))



47 (14%)           75 (22%)

N events (proportion)

-24 -20 -16 -12 -8 -4 0 4 8 10

DTG better                                             SOC better
Difference in proportion with failure by week 96 (%)

Total -8.0% [-14.2%,-3.1%], p=0.004

DTG non-inferior to SOC if CI is left of NI margin 

DTG superior to SOC if CI is left of 0

The majority (85%) met the 
primary endpoint on 
confirmed VL>=400 c/mL

DTG                  SOC

Primary outcome in the main trial (≥14kg): virological or clinical failure 
by 96 weeks
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N events (proportion)
DTG                  SOC

-24 -20 -16 -12 -8 -4 0 4 8 12
Difference in proportion with failure by week 96 (%)

DTG better                                             SOC better

Test of heterogeneity of treatment effect between A & B p=0.16

Total -8.0% [-14.2%,-3.1%], p=0.004

ODYSSEY A -12.5% [-20.6%,-4.1%], p=0.003

ODYSSEY B -4.6% [-11.8%,2.8%], p=0.22

47 (14%)          75 (22%)

15 (10%)          34 (22%)

32 (16%)          41 (21%)

Primary outcome in the main trial (≥14kg): virological or clinical failure 
by 96 weeks
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No significant difference in 
treatment effects by sex, 
weight, age, stratification 
factors, baseline VL or 
baseline CD4



Primary outcome (children <14kg): virological or clinical failure 
by 96 weeks

SOC= standard of care

<14kg Stand-alone -19.6% [-37.9%,-0.5%], p=0.04

<14kg Bayesian Analysis -10.6% [-19.2%,-2.0%], p=0.02
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DTG better                                     SOC better

11 (28.5%)      21 (48.1%)

N. with endpoint
(estimated risk): 
DTG            SOC

In both arms, 
3/4 of failures 
were due to 
confirmed VL 
≥400 copies 
after week 36 



Primary outcome (children <14kg and ≥14kg): virological or clinical 
failure by 96 weeks

SOC= standard of care

≥14kg -8.0% [-14.2%,-3.1%], p=0.004

<14kg Stand-alone -19.6% [-37.9%,-0.5%], p=0.04

</≥14kg Pooled Analysis -9.4% [-14.6%,-3.8%], p=0.001

<14kg Bayesian Analysis -10.6% [-19.2%,-2.0%], p=0.02
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Difference in proportion with failure by week 96 (%)

DTG better                               SOC better

58 (15.3%)     96 (24.7%)

47 (13.7%)      75 (21.7%)

11 (28.5%)      21 (48.1%)

N. with endpoint
(estimated risk): 
DTG            SOC

Test of heterogeneity of 
treatment effect between 
≥14kg and <14kg: p=0.50



Safety outcomes

Total: ODYSSEY A + ODYSSEY B

DTG
N=350

SOC
N=357

Total
N=707

P-value +

N events [N participants]
SAE 65* [35] 44 [40] 109 [75] 0.60
Grade 3 or above 113 [73] 132~ [86] 245 [159] 0.30
ART modifying 6 [5] 17 [17] 23 [22] 0.01

+Comparing number of children with at least 1 event using a M-H Chi-squared test; *One participant in ODYSSEY A DTG arm contributed 14 SAEs, 10 of these 
were anaemia. ~34 raised bilirubin in ODYSSEY B, 32/34 on ATV/r; ** One participant stopped ART and subsequently re-started same regimen

• Similar proportions of participants in DTG and SOC arms with ≥1 SAEs or grade ≥3 events
• ≥14kg: 83% SAEs were hospitalisations; 5 deaths (2 DTG, 3 SOC)
• <14kg: 76% SAEs were hospitalisations; 6 deaths (2 DTG, 4 SOC)

• More ART-modifying events in SOC than in DTG in ≥ 14kg, however the differences should be 
interpreted with caution in an open-label trial

• Total cholesterol was lower in DTG arm at 96w
• Mean change from baseline (DTG-SOC) was -15 mg/dL (95%CI -19,-11) in ≥14kg, and -26 

mg/dL (95% CI -42, -9) in >14kg

Total: ODYSSEY A + ODYSSEY B

DTG
N=42

SOC
N=43

Total
N=85

P-value+

N events [N participants]

SAE 15 [11] 19 [11] 34 [22] 0.92
Grade 3 or above 36 [19] 34 [21] 70 [40] 0.79

ART modifying 0 [0] 2 [2**] 2 [2] 0.31

Main trial (≥14kg) ‘Under 14kg’ cohort



Summary

• DTG was superior to SOC based on virological or clinical failure by 96 weeks in 
the main trial and ‘under 14kg’ cohort

• Similar benefit for DTG vs SOC in children starting first-line or second-line
• Adverse events were similar in the DTG and SOC arms, with no safety 

concerns on DTG
• Total cholesterol was lower in the DTG arm than in SOC
• These results support WHO guidelines and current global roll over to DTG-

based regimens for children starting first- or second-line ART and will help to 
close the gap for treatment outcomes between adults and children



• ODYSSEY participants
• ODYSSEY investigators
• Trial Management Team
• Trial Steering Committee
• Data Monitoring Committee
• Endpoint Review Committee
• Penta (sponsor)
• ViiV Healthcare (funder)
• Mylan

Thank you
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BMI-for-age: change from baseline

36

w96
DTG-SOC 

1kg 
(95%CI 0.3,1.7)

p=0.004

w96
DTG-SOC 

0.13 
(95%CI 0.01,0.25)

p=0.04

• Over 96 weeks mean additional gain in weight was ~1kg, and in height 0.8cm in DTG vs SOC 
• The differences occurred early and the gap between arms did not increase with time
• Differences in BMI-for-age between arms were similar by: first- or second-line, sex, age and TDF use
• Overall, 25 (4%) were newly overweight or obese at 96 weeks: 14 (4%) DTG vs 11 (3%) SOC (p=0.55)



CD4 count: change from baseline
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Main trial (≥14kg), 96% ≥6years ‘Under 14kg’ cohort, 100% <6 years
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Total cholesterol (mg/dL): change from baseline
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Psychiatric adverse events (PAEs): ≥14 kg
DTG SOC Total P-value

N=350 N=357 N=707

Psychiatric  AEs, N [N participants] 12 [10] 7 [4] 19 [14] 0.097*

Suicidal ideation/behaviour 8 [8¥ ] 7 [4]

Depression 2 [2¥ ] 0 0

Insomnia 1 [1¤] 0 0

Psychosis 1 [1¤] 0 0

Serious Adverse Events 3 [2] 2 [1]

ART-modifying AEsψ 2 [2] 1 [1]

Hazard Ratio for time to first PAE§

(95% CI)
2.48

(0.78, 7.90)
1(ref) 0.125

*Comparing number of participants with at least 1 event; ¥ Two events: parasuicide and depression occurred 
in the same patient; ¤ Events occurred in the same patient; ψ One additional participant in the DTG arm 
changed ART due to an ongoing NPAE post trial censoring date; §Adjusted for ODYSSEY A and B



N Reports,
N [N participants]

TOTAL

DTG SOC Total P-value*
Self-harm 8 [8] 1 [1] 9 [9] 0.038
Life not worth living 20 [17] 5 [5] 25 [22] 0.009
Suicidal thoughts 13 [13] 0 [0] 13 [13] <0.001
Life not worth living or 
suicidal thoughts combined

27 [23] 5 [5] 32 [28] 0.001

* Comparison between participants ever reporting (carer or participant or both)

Mood questions (reports across follow-up): ≥14 kg

• Most reported symptoms were transient and did not lead to treatment change
• Only 4/23 patients in DTG arm  and none in SOC reported “life was not worth living” or 

suicidal thoughts more than once

• No difference between treatment arms in “low mood or feeling sad often”, “feeling 
worried often” and “feeling angry or aggressive often”

• More participants/carers reported symptoms of self-harm, “life was not worth living” or 
suicidal thoughts in DTG vs SOC:
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Sleep questions (reports across follow-up): ≥14 kg
• No difference in time to sleep, sleep quality or reported nightmares/vivid dreams by trial arm
• Similar results in children on first- and second-lines 

A.                      Time to fall asleep
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Test for difference: p=0.64

B.           Nightmares and/or vivid dreams
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Test for difference: p=0.11

C:                            Sleep quality 
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Test for difference: p=0.87

*ordered logistic mixed models adjusted for repeated measures in same participants


