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Background 

• Although metabolic changes, such as weight gain, have been 

reported with integrase inhibitors in African adults, evidence 

on the metabolic effects of long-acting injectable (LAI) 

antiretroviral therapy (ART) is limited. 

• We compared 48-week metabolic outcomes among adults 

randomized to LA cabotegravir+rilpivirine (CAB+RPV) versus 

continued oral dolutegravir (DTG)-based ART.

A 48-Week Comparative Analysis of Metabolic Outcomes in Persons Living with HIV on Long-
Acting Cabotegravir/Rilpivirine Versus Oral Antiretroviral Therapy in the IMPALA Trial

Jonathan Kitonsa1,2, Ubaldo M Bahemuka 1,2, JF Lunkuse1, Violet Ankunda1, Victoria Tumusiime1, Claire Norcross1,2, Sharana Mahomed3, Sheetal Kassim4, Nigel 

Garrett3,4,5,6 Loice Achieng Ombajo7,8, Eva Laker Odongpiny9, Noela Owarwo9, Ibrahim Yawe10, Daniel Grint11, Awhonukeh Idahosa12, Ingrid Eshun-Wilsonova12, 

Jaime Vera2, Fiona Cresswell1,2,11, Eugene Ruzagira1,11 on behalf of the IMPALA study group

1MRC/UVRI & LSHTM Uganda Research Unit, Entebbe, Uganda; 2Global Health and Infection, Brighton & Sussex Medical School, Brighton, United Kingdom; 3Centre for the AIDS Programme of Research (CAPRISA), Durban, South Africa; 
4Desmond Tutu HIV Centre, University of Cape Town, Cape Town, South Africa; 5University of KwaZulu-Natal, Durban, South Africa; 6University of Cape Town, Cape Town, South Africa; 7University of Nairobi, Nairobi, Kenya; 8Jaramogi Oginga 
Odinga Teaching & Referral Hospital, Kisumu, Kenya; 9Infectious Diseases Institute, Kampala, Uganda; 10Joint Clinical Research Centre, Fort Portal, Uganda; 11London School of Hygiene & Tropical Medicine, London, United Kingdom; 12Johnson 

& Johnson, New Brunswick, USA.

Methods

Figure 1: Study design

CAB = cabotegravir; DTG = dolutegravir; VL = viral load; IM = intramuscular; NRTI = 

nucleoside/nucleotide reverse transcriptase inhibitors; Q8W = 8-weekly dosing; RPV = rilpivirine. 

Participants on the LA arm received their first injection at month 1.

HIV-1 VL is tested 4 times in year 1 and 2 times in year 2.

Results 

Of the 540 participants on DTG-based ART, 60% were female and 

49% aged 35–50. 

Conclusion

Overall, these findings support the metabolic safety of LAI 

CAB+RPV in African adults. While overall metabolic changes were 

minimal, females were at higher risk of clinically significant 

weight gain, underscoring the importance of sex-specific 

monitoring. 
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Participants on DTG-based ART (n=540) were randomized to 

switch to LAI CAB+RPV (n=271) or to continue oral ART (n=269). 

The vast majority (98.9%) on oral ART were on a backbone of 

tenofovir disoproxil fumarate/lamivudine (TDF/3TC). 

Primary assessments at Week 48 included weight, lipid profile, 

hemoglobin A1c (HbA1c) testing.

Statistical analysis 

Continuous outcomes for weight and change in weight were 

analyzed using linear regression, adjusted for baseline values and 

sex to estimate adjusted mean differences (AMDs).

Weight gain analysis: Risk of ≥10% weight gain was evaluated 

using modified Poisson regression adjusted for treatment arm, 

sex, and baseline weight.

Figure 2: Changes in weight at week 48

Figure 3: Distribution of weight gain categories

Figure 4 Predictors of ≥10% weight gain

Mean weight gain was higher in the LAI arm but not statistically 

significant (AMD: 0.53 kg; p=0.159). 

Females had a two-fold higher risk of ≥10% weight gain than 

males (adjusted prevalence ratio [aRR] 2.12; 95% CI 1.19-

3.77).

Lipid and glycaemic outcomes were similar between arms, with 

no significant differences in the adjusted total cholesterol to high 

density lipoprotein (HDL) ratio (AMD 0.02; p=0.423) or mean 

HbA1c (AMD 0.52 mmol/mol; p=0.336). 

Adjusted mean difference 

in weight gain, LA arm vs 

oral arm was 0.53 kg; 

p=0.159 (95% CI -1.266 

to 0.208); adjusting for 

baseline weight and sex.

Overall, more females had a ≥10% weight gain than males.
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