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EDITORIAL 

Dear Reader, 

We are glad to present to you the first ever issue of the JCRC Research Department newsletter.  

JCRC is a medical research organization that carries out research in HIV/AIDS, opportunistic infections, 

other infectious diseases and is also widening the scope to include non communicable diseases.  JCRC is the 

pioneer and leading research centre in Uganda, East Africa and Africa at large in HIV/AIDS. JCRC has been at 

the fore front in the search of an HIV vaccine since its inception.   

In February (23rd to 26th) this year 2015, JCRC had the honor of presenting some of its research findings at 

Conference on Retroviruses and Opportunistic Infections (CROI) at Seattle, Washington in the United States 

by the Deputy Executive Director, Dr Cissy Kityo and other collaborating researchers.  

CROI provides a forum for top basic, translational, and clinical researchers from around the world to share 

the latest studies, important developments, and best research methods in the ongoing battle against 

HIV/AIDS and related infectious diseases annually.  

In this issue, we present to you the abstracts that were presented at CROI with a brief narration about the 

study, major research findings and conclusions. We also briefly share with you some of the achievements 

realized in the year 2014 as well as the on-going studies that are running at the institution. 

We sincerely appreciate your support and commitment to JCRC and look forward to receiving your 

feedback regarding our services.  

Enjoy this JCRC Research Department newsletter issue. 
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Week-24 Data From a Phase 3 

Clinical Trial of E/C/F/TAF in HIV-

Infected Adolescents  
Hilda Kizito2; Aditya Gaur3; Wasana Prasitsuebsai4; Natella 
Rakhmanina5; Eileen Lawson1; Yongwu Shao1; Sean R. 
Bennett1; Andrew Cheng1; Erin Quirk1  

1Gilead Sciences, Inc., Foster City, CA, US; 2Joint Clinical 
Research Centre, Kampala, Uganda; 3St Jude Children’s 
Research Hospital, Memphis, TN, US; 4HIV Netherlands 
Australia Thailand Research Collaboration, Bangkok, 
Thailand; 5Children’s National Health System, Washington, 
DC, US  

Background: EVG/COBI/FTC/tenofovir 

alafenamide (TAF) [E/C/F/TAF] is an integrase 

inhibitor-based single tablet regimen in clinical 

development for use in HIV-infected adolescents. 

Pharmacokinetics, safety and efficacy from a 

planned interim analysis of the first clinical trial 

of E/C/F/TAF in adolescents are reported. 

Methods: Treatment-naïve 12 to <18 year-olds 

weighing ≥35 kg with HIV-1 RNA >1000 copies/mL 

(c/mL), CD4 >100 cells/μL and eGFR>90 

mL/min/1.73m2 received E/C/F/ TAF once daily 

in a prospective, 2-part, 48-week, single-arm, 

open-label trial. Steady-state pharmacokinetic 

(PK) parameters were compared to an adult 

reference population by ANOVA, and related to 

the range of exposures associated with antiviral 

activity in adults.Adverse events (AE), laboratory 

tests, and the proportion of subjects with HIV-1 

RNA < 50 c/mL were assessed through Week 

24.Bone mineral density (BMD) was measured by 

dual-energy X-ray absorptiometry. 

Results: The trial enrolled 48 adolescents with a 

median age of 15 years, median weight of 52 kg, 

58% female, 88% Black, 13% Asian, 67% vertically 

infected, 35% with HIV-1 RNA > 100,000 c/mL, 

median CD4 count 468 cells/μL, and median 

serum creatinine [sCr] 0.57 mg/dL.TAF, TFV, EVG, 

COBI, and FTC PK profiles of adolescents were 

consistent with those in adults. Of 23 subjects 

followed to Week 24, 21 (91%) had HIV-1 RNA 

<50 c/mL (Figure).No deaths or AE-related 

discontinuations occurred. The most frequent 

AEs were nausea (23%), upper respiratory 

infection (21%), and diarrhea (17%).One serious 

AE of visual impairment and intermediate uveitis 

occurred and resolved without interruption of 

E/C/F/ TAF. The median change in sCr was +0.08 

mg/dL at Week 24, consistent with cobicistat’s 

inhibition of renal tubular Cr secretion. No renal 

failure or proximal renal tubulopathy occurred. 

From baseline to Week 24, the change in median 

spine BMD was +2.8% with a change in height-

adjusted (HA) Z-score of +0.02 and 2/23 subjects 

(9%) having a decrease of ≥4%.The change in 

median total body less head BMD was +0.3% with 

a change in HA Z-score of +0.09 and no decreases 

of ≥4%.No fractures occurred. 

 

Conclusions: Therapeutic plasma concentrations of all 

components of E/C/F/TAF were achieved, consistent with 

potent antiviral activity of the regimen. Treatment was 

generally well-tolerated through 24 weeks with a favorable 

renal and bone safety profile. These promising findings 

support E/C/F/TAF’s eventual use in adolescents and its 

further evaluation in other pediatric populations. 
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Neurocognitive Function in Africans 

Failing First-Line ART and Responses 

to Second Line  
Andrew D. Kambugu1; Jennifer Thompson2; James Hakim6; 
Dinah Tumukunde10; Joep van Oosterhout7; Anne Hoppe2; 
Charles Kwobah9; Sarah Walker2; Nicholas Paton8  

On behalf of the EARNEST Trial Team  

1Infectious Diseases Institute, Makerere University Kampala, 
Kampala, Uganda; 2University College London, London, 
United Kingdom; 3Joint Clinical research Centre, Kampala, 
Uganda; 4Queen Elizabeth Central Hospital, Malawi, Blantyre, 
Malawi; 5AMPATH, Kenya, Eldoret, Kenya; 6University of 
Zimbabwe, Harare, Zimbabwe; 7Dignitas International, Zomba, 
Malawi; 8National University of Singapore, Singapore, 
Singapore; 9Moi University College of Health Sciences, 
Eldoret, Kenya; 10Joint Clinical Research Centre, Kampala, 
Uganda  

Background: Neurocognitive impairment is an 

important co-morbidity in HIV infection. Data 

describing neurocognitive function in patients 

from sub-Saharan Africa are generally sparse, 

with only limited data describing neurocognitive 

function at the time of failure of first-line 

therapy, and none describing the changes in 

neurocognitive function in response to second-

line therapy. 

Methods: We studied patients who were 

enrolled in EARNEST, a large multi-centre trial of 

second-line therapy conducted at 14 sites in sub-

Saharan Africa. Eligible patients were >12 years 

old and failing first-line therapy according to 

WHO criteria after >12 months on an NNRTI-

based regimen. Patients were randomised to take 

second-line therapy (open-label) with 

lopinavir/ritonavir (400mg/100mg twice daily) 

plus either 2-3 clinician-selected NRTIs, 

raltegravir, or as monotherapy after 12 weeks’ 

induction with raltegravir. Neurocognitive 

function was tested on those aged >18 years at 

baseline (switch to second-line), weeks 48 and 96 

using colour trails tests 1 and 2, and the grooved 

pegboard test.Test results were converted to a 

composite z-score using US test norms. 

Results: 1036 patients (>86% of those >18 y 

enrolled in the trial) had evaluable tests at 

baseline, and 915 patients at week 96.Patients 

were 58% female, mean age 38 years, median 

viral load 65,000 c/ml, median CD4 count 73 

cells/mm3 at first-line failure. Mean (SD) 

composite z-score at baseline was -2.96 ± 1.74; z-

scores were independently lower in older 

individuals, and those with lower body weight, 

higher viral load, lower haemoglobin, fewer years 

of education, fewer working hours per week, 

previous CNS disease, or taking fluconazole (all 

P<0.05 in a multivariable model). Neurocognitive 

function improved markedly after starting 

second-line therapy (mean (SE) increase in Z-

score of +1.23 (0.04) at week 96), with no 

difference between the arms (P=0.35; 
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 Figure: Changes in z-score over 96 weeks in the three randomised groups  

 

Conclusions: Patients in sub-Saharan Africa 

failing first-line therapy appear to have severely 

impaired neurocognitive function. In part this 

may reflect inadequate data for normalization, 

but the relationship with high viral load and 

indicators of general debility suggest much of the 

impairment is HIV-related. Neurocognitive 

function improves markedly on second-line 

therapy. The lack of difference between 

standardized treatment regimens with very 

different CNS penetration indicates that this need 

not be a primary consideration in the choice of an 

optimal drug regimen for second-line therapy. 

 

Structural Cardiovascular Changes 

Are Reversible in HIV-Infected 

Children in Zambia and Uganda.  
Julia M. Kenny1; Adrian Cook1; Grace Mirembe2; Dorica 
Masaku3; Priscilla Wavamunno2; Florence Odongo2; Alicja 
Rapala1; John Deanfield1; Diana M.Gibb1; Nigel J.Klein1  

1University College London, London, United Kingdom; 2Joint 
Clinical Research Centre, Kampala, Uganda; 3University 
Teaching Hospital, Lusaka, Zambia  

Background: Carotid intimal medial thickness 

(IMT) and pulse wave velocity (PWV), as 

measures of cardiovascular structure/function, 

are impaired in HIV-infected children in high-

income countries.Few longitudinal data are 

available: none come from Africa where 90% HIV-

infected children live. 

Methods: ART-naïve and ART-experienced (on 

d4T+3TC+NNRTI for >2years, virologically 

suppressed at enrolment) HIV-infected children 

had IMT and PWV measured at baseline, 48 and 

96 weeks within the CHAPAS-3 trial which 

evaluated d4T vs ZDV vs ABC-based first-line ART 

in Uganda/Zambia.Age-matched HIV-uninfected 

controls had a single assessment. Baseline 

differences between ART-naïve/experienced 

children vs controls, and longitudinal changes in 

HIV-infected children were compared using two-

sample and paired t-tests respectively. 

Results: In 208 ART-naïve children with median 

age 2.9y (IQR 1.7–4.4), median CD4% 18% (11-23) 

and 209 HIV-uninfected controls median age 3.0y 

(2.1–4.1), mean(sd) cIMT was 0.46(0.04) v 
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0.44(0.04)mm respectively (p=0.0001); PWV was 

5.85(0.8) vs 5.67(0.74)m/sec respectively 

(p=0.04).Among 74 ART-experienced children on 

ART for mean 3.7y with median age 6.9y (5.9–

8.50, median CD4% 33% (27-39) and 75 

uninfected controls with median age 6.7y (5.6-

8.6), mean(sd) cIMT was 0.46(0.05) vs 

0.45(0.04)mm respectively (p=0.09); PWV was 

5.63(0.61) vs 5.69(0.69)m/s respectively 

(p=0.57).In ART naïve children IMT and PWV 

significantly decreased from baseline (ART 

initiation) to week 96 mean(sd) cIMT -

0.02(0.04)mm (p=0.0001), PWV -0.38(0.83)m/s 

(p<0.0001).In contrast whereas cIMT had 

significantly reduced by mean -0.2(0.06)mm 

(p=0.01) at week 96 in the ART experienced 

group PWV increased by 0.35(0.63)m/s 

(p<0.0001).There was no evidence that the 

changes differed by randomisation ART in either 

group (p=0.6). 

 

Graph to show changes in IMT and PWV over 96 weeks in ART naive and ART experienced children with 
baseline data from age-matached HIV uninfected controls. 
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Conclusions: In this large study of arterial 

structural and function in HIV-infected children in 

Africa, ART-naïve HIV-infected children had 

significantly poorer IMT and PWV compared to 

age-matched controls but significant 

improvement seen after 96 weeks of ART. After a 

mean 3.7 years on ART, HIV-infected children had 

cIMT and PWV comparable to uninfected age-

matched controls.IMT continued to improve after 

a further 96 weeks on ART.ART can reverse some 

of the structural/functional changes caused by 

HIV, strengthening the argument for early 

diagnosis and treatment of HIV-infected infants 

and children. 

 

Impact of NRTI Cross-Resistance on 

Second-Line PI + NRTI Therapy 

Outcomes in Africa  
Nicholas Paton1; Cissy Kityo2; Jennifer Thompson5; Leonard 
Bagenda2; James Hakim6; Joep van Oosterhout4; Andrew 
D.Kambugu3; Anne Hoppe5; Sarah Walker5  

On behalf of the EARNEST Trial Team  

1National University of Singapore, Singapore, Singapore; 2Joint 
Clinical Research Centre, Kampala, Uganda; 3Infectious 
Diseases Institute, Kampala, Uganda; 4University of Malawi, 
Blantyre, Malawi; 5MRC Clinical Trials Unit at University 
College London, London, United Kingdom; 6University of 
Zimbabwe Clinical Research Centre, Harare, Zimbabwe  

Background: Extensive NRTI resistance, common 

at the time of switch to second-line therapy in 

ART programme settings, is expected to affect 

outcomes. We examine the impact of baseline 

NRTI resistance on responses to PI+NRTIs in the 

EARNEST trial. 

Methods: 1277 patients aged ≥12y who met 

WHO-defined treatment failure criteria after >12 

months on NNRTI-based first-line ART in African 

rollout programmes were randomised to receive 

bPI (standardised to lopinavir/ritonavir 

400mg/100mg bd) with either 2/3 NRTIs selected 

by clinician based on algorithms without 

resistance testing (PI/ NRTI); with raltegravir (RAL 

400mg bd)(PI/RAL), or as monotherapy (+RAL 

induction for first 12 weeks)(PI-mono).PI-mono 

was stopped after 96 weeks; other groups 

continued randomised treatment to week 

144.Drug resistance at baseline (done in 391/426 

in PI/NRTI) and VL during study were tested 

retrospectively on stored samples (results 

blinded during trial). 

Results: Patients had advanced treatment failure 

(42% VL≥100,000 c/ml, 62% CD4<100 cells/mm3) 

at baseline.In PI/NRTI, 80% received 

TDF+3TC/FTC (±ZDV).Based on resistance testing, 

the PI/NRTI regimen contained 0 predicted active 

NRTIs (at most low-level resistance, Stanford 

criteria) in 230 (59%, PI/NRTI(0)), 1 active NRTI in 

128 (33%, PI/ NRTI(1)) and ≥2 active NRTIs in 33 

(8%, PI/NRTI(2)).VL suppression in PI/NRTI(0) was 

markedly superior to PI-mono (76% vs 44% 

respectively <50 c/ml at week 96; P<0.001), and 

similar to PI/RAL (76% vs 72% <50 c/ml for 

PI/NRTI(0) and PI/RAL respectively at week 144, 

P=0.28, Figure).Response in PI/NRTI(1) was 

identical to PI/NRTI(0) (both 76% < 50 c/ ml at 

week 144; P=0.92) but slightly lower in PI/NRTI(2) 

(62% < 50 c/ml; P=0.12 vs PI/NRTI(1)). 
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Figure: VL suppression in PI/NRTI arm by genotype-predicted NRTI activity, compared to supression in 

PI/RAL and PI-mono arms 

 

Conclusions: Even when there is little or no 

predicted activity due to resistance, NRTIs make a 

major contribution to efficacy of PI/NRTI second-

line therapy with clear added activity over the PI 

alone, equivalent to adding a drug from a new 

class. No difference between 0 and 1 active NRTIs 

suggests this contribution is not due to direct 

drug activity (possibly represents a viral fitness 

effect).The paradoxical trend to worse outcome 

with 2 active NRTIs may reflect a small group of 

patients with very poor adherence on first-line, 

continued during second-line. Algorithmic NRTI 

drug selection and attention to adherence are 

likely to achieve optimal outcomes in 

standardised PI/NRTI second-line therapy in 

resource-limited settings with resistance testing 

to select NRTIs of little added value. 

 

 

Pretreatment HIV Drug Resistance 

Increases Regimen Switch in Sub-

Saharan Africa  
Tamara Sonia Boender1; Bernice M.Hoenderboom1; Kim 
C.Sigaloff1; Maureen Wellington2; Margaret Siwale3; Cissy 
M.Kityo4; Alani Sulaimon Akanmu5; Mariette E.Botes6; Tobias 
F.Rinke de Wit1  

On behalf of the PASER Study Group  

1Amsterdam Institute for Global Health and Development, 
Amsterdam, Netherlands; 2Newlands Clinic, Harare, 
Zimbabwe; 3Lusaka Trust Hospital, Lusaka, Zambia; 4Joint 
Clinical Research Centre, Kampala, Uganda; 5Lagos 
University Teaching Hospital, Lagos, Nigeria; 6Muelmed 
Hospital, Pretoria, South Africa  

Background: After the successful scale-up of 

antiretroviral therapy (ART) in Africa, there are 

concerns about emerging drug-resistant HIV and 

an increasing need for more costly second-line 

regimens. We investigated the impact of 

pretreatment drug resistance (PDR) on 2 and 3 

year ART outcomes and switch to second-line in 

the first 3 years of ART within the Pan-African 
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Studies to Evaluate Resistance Monitoring 

(PASER-M) cohort. 

Methods: The PASER-M cohort followed HIV-1 

infected individuals initiating first-line ART for 2 

years (13 sites) or 3 years (5 sites) in 6 African 

countries. Viral load (VL) and pol genotypic 

testing (if VL>1000 cps/ml) was performed at ART 

initiation and annually thereafter. PDR was 

defined as a decreased susceptibility to at least 

one prescribed drug, using the Stanford 

algorithm and IAS-USA mutation list. The effect of 

PDR on (I) switch to second-line with acquired 

drug resistance, (II) virological failure (VL>400 

c/ml) and (III) acquired drug resistance during the 

first 3 years of ART was assessed using 

cumulative incidence plots, multivariate cox-

models and multilevel logistic regression. 

Unnecessary switch was defined as switch with 

VL<1,000 cps/ml or VL>1,000 cps/ml with wild-

type virus. 

Results: For 2,579 (94.2%) of 2,737 participants 

genotypes were available at ART initiation; in 5% 

(n=139) PDR was present. After 3 years, 112 

(4.3%) participants had switched to second-line 

regimen of whom 78 (69.6%) had VL results and 

genotypes available; 33.3% (n=26) switched 

unnecessarily.Most switches with drug resistance 

took place after 1 year of ART (figure).Incidence 

density of switch was 1.1 per 100 person-

years.PDR increased the risk of: (I) switch with 

drug resistance, subhazard ratio 7.8 (95%CI 3.9-

15.6) during 3 years; (II) virological failure, odds 

ratios (OR) 2.9 (95%CI 1.4-5.8) after 2 years and 

2.8 (95%CI 1.1-7.2) after 3 years, and (III) 

acquired drug resistance, OR 2.5 (95%CI 1.2-5.4) 

after 2 years and OR 5.0 (95%CI 1.8-14.3) after 3 

years of first-line ART.PDR was not associated 

with mortality or new AIDS events. 
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Conclusions: PDR is strongly associated with 

switching to second-line ART, but does not cause 

excess mortality or AIDS related events. VL 

monitoring can enable timely detection of 

therapy failure and avoid unnecessary switches. 

In view of rising PDR levels in Africa, these 

findings have important implications for 

allocation of ART resources and renders 

mitigating PDR a priority. 

 

Peripheral Neuropathy at First-Line 

Failure and on Second Line in Sub-

Saharan Africa  
Alejandro Arenas-Pinto1; Jennifer Thompson1; Godfrey 
Musoro4; Helen Mussana5; Abbas Lugemwa3; Andrew 
D.Kambugu2; Aggrey Mweemba6; Sarah Walker1; Paton 
Nicholas1  

On behalf of the EARNEST Trial Team  

1University College London, London, United Kingdom; 
2Makerere University, Kampala, Uganda; 3Joint Clinical 
Research Centre, Mbarara, Uganda; 4University of Zimbabwe, 
Harare, Zimbabwe; 5Joint Clinical Research Centre, Kampala, 
Uganda; 6University Teaching Hospital, Lusaka, Zambia  

Background: Sensory peripheral neuropathy (PN) 
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remains a common complication in HIV-positive 

patients despite effective anti-retroviral therapy 

(ART).Data on PN during second-line cART is 

scarce. 

Methods: We assessed PN using the ACTG Brief 

Peripheral Neuropathy Screen tool in patients 

failing first-line ART and for 96 weeks following a 

switch to PI-based second-line ART in the 

EARNEST trial. Patients were randomised to a PI 

(standardised to lopinavir/ritonavir) plus either 

2/3 NRTIs (80% TDF-based) or raltegravir, or as PI 

monotherapy (after 12 week induction with 

raltegravir). Factors associated with PN were 

investigated using logistic regression. 

Results: Symptomatic PN (SPN) prevalence was 

22% at switch to second-line (N=1251) and was 

independently associated (p<0.05) with older age 

(OR=1.04 per year), female gender (OR=1.64), 

history of TB (OR=1.86), smoking (OR=1.61), 

higher plasma creatinine (OR=1.09 per 0.1mg/dl 

increase), lower CD4 cell count (OR=0.83 per 

doubling) and not consuming alcohol 

(OR=0.54).Overall, SPN prevalence decreased to 

17% by week 96 (p=0.0002) following similar 

trends in all treatment groups 

(p=0.30).Asymptomatic PN (APN) increased over 

the same period from 21% to 29% (p<0.0001) and 

prevalence of signs suggestive of PN regardless of 

symptoms remained stable (44% and 46% at 

entry and week 96 respectively).At week 48 and 

96, after adjusting for time updated associations 

above and CD4 count and viral load at switch, 

SPN was not associated with current CD4 count 

(p=0.10) or VL (p=0.97) but was strongly 

associated with TB (p<0.0001).Including exposure 

to isoniazid had a comparable effect to that of 

TB. By week 96, new SPN incidence was 10%, and 

SPN had resolved in 58% reporting SPN at switch. 

Isoniazid-based TB treatment was prescribed 

during study period to 18% of patients who 

Figure: Percentage of Patients with SPN          

developed incident SPN, but only to 6% of those 

patients who never developed SPN (P<0.001). 

 Conclusions: SPN prevalence was significantly 

reduced with PI-based second-line therapy in all 

treatment groups, but we did not find any 

advantage to the NRTI-free regimens tested in 

EARNEST. The increase of APN and stability of 

PN-signs regardless of symptoms over 96 weeks 

suggest that there may be an underlying trend of 

neuropathy progression that may be masked by 

reduction of symptoms accompanying general 

health improvement induced by second-line ART. 

In addition to other known risk factors such as 

age, female gender and low CD4 count, SPN was 

strongly associated with exposure to isoniazid to 

treat TB. 

 

Implications of Poor CD4 Recovery 

During HIV Suppressive ART in Sub-

Saharan Africa  
Marieke E. de Pundert1; Tamara Sonia Boender1; Raph 
L.Hamers1; Kim Sigaloff1; Cissy M.Kityo2; Alani S.Akanmu3; 
Maureen Wellington4; Tobias F.Rinke de WIt1; Pascale Ondoa1  

Pan African Studies to Evaluate Resistance (PASER) 
studygroup  

1Amsterdam Institute for Global Health and Development, 
Brasschaat, Belgium; 2Joint Clinical Research Centre 
Kampala, Kampala, Uganda; 3Lagos University Teaching 
Hospital, Lagos, Nigeria; 4Newlands Clinic, Harare, Zimbabwe  

Background: Achieving undetectable plasma viral 

load (VL) on antiretroviral therapy (ART) is not 

always accompanied by the recovery of CD4 

count. This study evaluates determinants, clinical 

outcomes and time trends of poor CD4 recovery 

in patients receiving suppressive ART in the Pan-

African Studies to Evaluate Resistance Monitoring 

(PASER-M) cohort. 

Methods: In 2585 patients with pre-ART 

CD4<200 cells/mL VL<50 RNA c/mL, poor CD4 

recovery was defined as CD4<200 or gain <100 

cells/mL at month 12, and CD4<350 or gain <100 

cells/mL at month 24.Determinants were 
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assessed using logistic regression. Clinical 

outcome beyond 12 months was assessed using 

logistic regression and Kaplan- Meier analysis. 

Positive predictive value (PPV) was used to 

determine the (change in) predictive capacity of 

CD4 count to identify virological failure using 

WHO-recommended immunological criteria, at 

month 12, 24 and 36. 

Results: At month 12, risk factors were older age 

≥40 (OR=2.38, 95%CI1.45-3.90), nevirapine 

(OR=1.52, 95% CI1.05-2.22), and lower pre-ART 

CD4 count per 50 cells/mL stage (OR=0.65, 95%CI 

0.59-0.72).At month 24, these factors were male 

sex (OR=1.61, 95%CI1.12-2.31), AIDS at ART 

initiation (OR=0.46, CI 95%0.25-0.84), and poor 

CD4 recovery at month 12 (OR=9.45, CI95% 6.33-

14.10).Determinants of persistent poor CD4 

recovery, at both month 12 and 24, were older 

age (OR=3.90, CI95%1.45-10.49), lower pre-ART 

CD4 count (OR=0.74, CI95%0.63-0.87) and AIDS 

at ART initiation (OR=0.36, CI95%0.15-0.89).Poor 

CD4 recovery at month 12 was associated with a 

significantly higher risk of HIV-related mortality 

between month 12 and 24 (OR=3.78, CI95%1.26-

11.41).Proportions of poor CD4 recovery 

remained stable during the follow-up period 

(between 12.8 and 19.8%), with persistently low 

predictive capacity of WHO-defined 

immunological criteria on virological failure 

throughout the observation period (PPV= 16%, 

34% and 37% at month 12, 24 and 36). 

Conclusions: Early ART initiation prevents the 

occurrence of adverse clinical outcomes in the 

face of undetectable VL. Proportions of poor CD4 

recovery do not decrease over time, suggesting 

that risk factors for poor CD4 recovery that were 

not present at baseline may emerge in the course 

of the treatment. Routine VL monitoring is 

warranted to reliably identify virological failure 

during early and long-term response to ART.CD4 

count might carry important information on 

clinical outcome during suppressive ART. 

Second-Line Treatment in Sub-

Saharan Africa: Week 144 Follow-up 

of the EARNEST Trial  
James G. Hakim1; Jennifer Thompson2; Cissy M.Kityo3; Sarah 
Walker2; Joep van Oosterhout4; Anne Hoppe2; Andrew 
D.Kambugu5; Peter Mugyenyi3; Nicholas Paton6  

On behalf of the EARNEST Trial Team  

1University of Zimbabwe, College of Health Sciences, Harare, 
Zimbabwe; 2University College London, London, United 
Kingdom; 3Joint Clinical Research Centre, Kampala, Uganda; 
4Dignitas, Zomba, Zomba, Malawi; 5Infectious Disease 
Institute, Kampala, Uganda; 6National University of Singapore, 
Singapore, Singapore; 7MRC Clinical Trials Unit at University 
College London, London, United Kingdom  

Background: Trials to date have not shown any 

clear short-term benefit to replacing NRTIs with 

raltegravir in PI-based second-line therapy. 

However, longer-term efficacy and safety 

outcome data are needed to fully assess the 

potential value of this new combination for ART 

rollout programme settings. 

Methods: 1277 patients aged ≥12 years who met 

WHO-defined treatment failure criteria after >12 

months on NNRTI-based first-line ART were 

randomised in an open-label trial in 14 sub-

Saharan African sites to receive bPI + 2/3 

clinician-selected NRTIs (PI/NRTI group), bPI plus 

RAL (400mg bd) (PI/RAL group); or bPI 

monotherapy (+RAL induction for first 12 weeks; 

by DMC recommendation, treatment was re-

intensified after week 96 (at median week 124), 

adding NRTIs only in 94% or by other treatment 

switch in 6%)(PI-mono group). bPI was 

standardised to lopinavir/ritonavir, 

400mg/100mg bd. Treatment was monitored 

clinically and by open CD4 count; VL and 

resistance testing were done annually blinded, 

reviewed by the DMC. The primary (composite) 

endpoint, good disease control, was defined as 

no new WHO stage 4 events (or death) after 

randomisation, and CD4 count >250 cells/mm3 

and VL < 10,000 copies/ml (or >10,000 copies/ml 

without major/minor PI resistance mutations) at 
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week 96.Here we report final trial outcomes at 

week 144. 

Results: Patients were 58% female, median 

baseline CD4=71 cells/mm3, VL=69,782 copies/ml; 

2% were withdrawn/lost to follow-up by week 

144.There was no evidence of benefit of PI/RAL 

over PI/NRTI on any efficacy or safety outcome at 

week 144 (Table 1).In both PI/RAL and PI/NRTI 

intermediate-high level resistance to lopinavir 

was low; in PI/ NRTI, NRTI resistance was also low 

(<3.5%); 6.7% of PI/RAL were estimated to have 

intermediate-high level raltegravir resistance. In 

PI-mono, clinical and CD4 outcomes were similar 

to other groups, and VL suppression recovered 

substantially at week 144 (up from 61.3% <400 

c/ml at week 96 to 77.8% at week 144).A 

substantial proportion of patients

 

 

Table: Efficacy and Safety Outcomes at Week 144  
 

Conclusions: PI/RAL was not superior to PI/NRTI 

at week 144.NRTI re-initiation led to good re-

suppression in PI-mono. PI with 2NRTIs remains 

the optimal regimen for rollout programme 

settings. 

 

Determinants of Adherence to 

Antiretroviral Therapy Differ 

Between Africa and Asia  
Rimke Bijker1; Awachana Jiamsakul2; Margaret Siwale3; 
Sasisopin Kiertiburanakul4; Cissy M.Kityo5; Praphan 
Phanuphak6; Tobias F.Rinke de Wit1; Oon Tek Ng7; Raph 
L.Hamers1; PASER-TASER Cohort Collaboration1  

PASER-TASER Cohort Collaboration  

1Amsterdam Institute for Global Health and Development, 
Amsterdam, Netherlands; 2The Kirby Institute, Sydney, 
Australia; 3Lusaka Trust Hospital, Lusaka, Zambia; 
4Ramathibodi Hospital, Mahidol University, Bangkok, Thailand; 
5Joint Clinical Research Centre, Kampala, Uganda; 6HIV-
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NAT/Thai Red Cross AIDS Research Centre, Bangkok, 
Thailand; 7Tan Tock Seng Hospital, Novena, Singapore  

Background: Adherence to antiretroviral therapy 

(ART) has been poorly studied among HIV-

infected populations in resource-limited settings. 

We studied determinants of adherence in sub-

Saharan Africa and Asia. 

Methods: In a cohort collaboration in Africa (6 

countries, 13 sites) and Asia (5 countries, 11 

sites) adherence was assessed using the WHO-

validated Adherence Visual Analogue Scale (VAS) 

at each clinic visit, during the first 24 (all sites) or 

36 (15 sites) months of 1st-line ART. The main 

outcome was suboptimal mean adherence 

(SubAdh), defined as mean VAS<95% for each 6-

month period. We used generalized estimating 

equations multivariable regression, adjusting for 

number of adherence assessments, site type and 

calendar year. Region-of-residence was assessed 

as a potential effect modifier. 

Results: In the first 24 months of follow-up, 

23,074 VAS assessments were performed in 

3,913 participants; median per participant was 7 

(IQR 6-8) in Africa (n=2,409) and 8 (IQR 5-9) in 

Asia (n=1,504).Of 12,889 mean adherence scores, 

6.5% (832/12,889) were classified as SubAdh, 

with 7.3% (614/8,398) in Africa versus 4.9% 

(218/4491) in Asia (Chi2, p<0.001) (Figure). 

SubAdh was strongly associated with virological 

failure (≥400 c/mL) at month 12 and 24 (Chi2, 

p<0.001).In Africa (but not in Asia), factors 

associated with SubAdh were male sex (OR 1.4, 

95%CI 1.1-1.6) and any concomitant medication 

(1.9, 1.2-3.1); attending a non-government 

facility (0.7, 0.5-0.9) and older age were 

associated with less SubAdh.In Asia, relative to 

heterosexuals, SubAdh was lower in men who 

have sex with men (0.5, 0.3-0.9) and higher in 

injecting drug users (3.5, 2.1-5.8).In both regions, 

longer ART duration (extending to at least 36 

months) was associated with better adherence. A 

sensitivity analysis that accounted for attrition, 

using last observation carried forward methods, 

suggested that adherence improvement with ART 

duration was not entirely due to attrition bias or 

missing data. Type of ART regimen was not 

associated with SubAdh. Participants from high 

or upper-middle income countries had a 24% 

(95%CI 7-38%) reduced risk of SubAdh, compared 

to low or lower-middle income countries 

(p=0.007). 
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Figure. Suboptimal adherence over time across regions in participants who initiated first-line ART (n=3913)  

Conclusions: Cross-regional differences may be 

partly related to health system resources, 

although social desirability bias cannot be 

excluded. Interventions to improve adherence 

need to be locally tailored and should particularly 

target the first ART years. 

 

Differences in Resistance Mutations 

in Non-B Subtypes at First-Line 

Failure in Africa  
Cissy M. Kityo1; Sarah Walker2; Immaculate Nankya1; Anne 
Hoppe2; Jennifer Thompson2; Silvia Bertagnolio3; Philippa 
Easterbrook3; Peter Mugyenyi1; Nicholas Paton4  

On behalf of the EARNEST Trial Team  

1Joint Clinical Research Centre, Kampala, Uganda; 2MRC 
Clinical Trials Unit at University College London, London, 
United Kingdom; 3World Health Organization, Geneva, 
Switzerland; 4Yong Loo Lin School of Medicine, Singapore, 
Singapore  

Background: Resistance mutations may vary by 

viral subtype, although data to date are limited, 

especially for non-B subtypes. Understanding the 

common mutational patterns is important for 

determining the optimal standardized regimens 

for the public health approach to ART in settings 

without resistance testing or individualized 

therapy. 

Methods: Genotypes were obtained from stored 

baseline samples from 792 patients aged ≥12 

years who met WHO treatment failure criteria 

after >12 months on NNRTI-based first-line ART 

in the EARNEST trial in 4 sub-Saharan African 

countries. Subtype and drug susceptibility were 

determined by REGA and Stanford algorithms 

respectively. Presence of specific mutations and 

intermediate-high level resistance was modelled 

using multivariable logistic regression including 

subtype, ART exposure at time of first-line failure, 

ART prior to the failing regimen, years on first-

line ART, and WHO 4 events, CD4 and VL at 

failure. 

Results: Patients had advanced treatment failure 

(42% VL≥100,000 c/ml, 63% CD4<100 

cells/mm3).Viral subtypes were A1 (40%; Uganda, 

Kenya), C (31%; Zimbabwe, Malawi) and D (25%; 

Uganda, Kenya) with 4% 

recombinants/unclassified. One or more major 

NRTI or NNRTI mutations were found in 774 

(98%) and mutations to both classes in 747 

(94%).In adjusted analyses, 4 NRTI and 7 NNRTI 

mutations differed significantly across the three 

subtypes (p<0.05; Table 1); most of these 11 

mutations were significantly more common in 

subtype C than in A and/or D. Intermediate/high 

level TDF resistance (seen in 57%) was 

independent of subtype (adjusted 

p=0.38).Intermediate/high level ZDV resistance 

(in 71% overall) was marginally more common in 

subtype C (78% (adjusted) than D (76%, p=0.05) 

and A (76%, p=0.06).Intermediate/high level 

resistance to ETR or RPV (in 51% and 62% 

respectively overall) was more common in 

subtype C (adjusted 63% and 76% respectively) 

than D (51% and 59% respectively, p<0.02) and A 

(47% and 60% respectively, p<001).Just 46% 

patients would be switched to a second-line 

regimen with predicted ≥1 active NRTI using the 

WHO algorithm (based on first-line NRTI history), 

but genotyping would identify a more active 

regimen in only an additional 35 (4%). 
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Table: “Prevalence of resistance mutations by subtype”  

 

Conclusions: We found differences between subtypes in resistance mutations at first-line failure. The 

impact on residual NRTI drug susceptibility was modest. However, subtype C developed higher rates of ETR 

and RPV resistance, limiting their potential utility in salvage regimens in resource-limited settings. 

 

Safety and Pharmacokinetics of 

Elvitegravir in HIV-1 Infected 

Pediatric Subjects  
Joseph M. Custodio1; Victor Musiime2; Aditya Gaur3; 
Elizabeth McFarland4; Wasana Prasitsuebsai5; Lize Hellstrom6; 
Xuelian Wei1; Rebecca Begley1; Srinivasan Ramanathan1; 
Sean R.Bennett1  

1Gilead Sciences, Inc., Foster City, CA, US; 2Joint Clinical 
Research Centre, Kampala, Uganda; 3St. Jude Children’s 
Research Hospital, Memphis, TN, US; 4University of Colorado 
Denver, Aurora, CO, US; 5HIV - NAT, Bangkok, Thailand; 6Be 
Part Yoluntu Centre, Cape Town, South Africa  

Background: Safe and effective pediatric 

antiretroviral therapies are needed. Elvitegravir 

(EVG), a once-daily integrase inhibitor, is 

indicated in treatment-experienced HIV-1 

infected adults when administered with a 

ritonavir (r)-boosted protease inhibitor (PI/r).The 

safety and pharmacokinetics (PK) of EVG were 

evaluated in a completed lead-in phase of a study 

in 6 to <11 year old HIV-infected subjects upon 

addition to a PI/r-containing background regimen 

consisting of at least 2 fully-active agents. 

Methods: Treatment-experienced subjects 6 to 

<11 years of age, weighing ≥17 kg with 

suppressed viremia (HIV-1 <50 c/mL) or failing a 

current antiretroviral regimen (HIV-1 RNA >1,000 

c/mL) received EVG (adult or pediatric 

formulation) once daily in addition to their 

background regimen including either lopinavir/r 

or atazanavir/r. The adult EVG dose (85 mg) was 

administered in subjects >30 kg and reduced to 

50 mg in subjects ≥17 kg to <30 kg. Intensive PK 

was performed on or after Day 10 (steady 

state).EVG exposure (primarily AUCtau) was 
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compared to exposures in adults from EVG+PI/r 

Phase 3 trials by an analysis of variance using a 

mixed-effects model for parallel group design. 

Adverse events (AE) and routine laboratory tests 

were assessed. 

Results: A total of 14 subjects (57% male, 14% 

Asian, 71% black and 14% white) were enrolled 

with a median age of 10 years (range: 6-11) and a 

median weight of 26 kg (range: 18-47).At 

baseline, mean CD4 count was 811 cells/mL; 13 

of 14 subjects had HIV RNA <50 c/mL. There were 

no deaths or AEs leading to premature study drug 

discontinuation. No EVG-related SAEs were 

observed. No AE occurred in more than one 

subject.EVG PK is summarized in Table 1.The 

geometric mean ratio (GMR) of EVG AUCtau, 

Cmax, and Ctrough was 136%, 147%, and 129%, 

respectively, versus adult exposure. Importantly, 

mean EVG Ctau was ~11-fold above the in vitro 

protein-binding adjusted IC95 (44.5 

ng/mL).Moreover, subjects >30 kg or ≥17 kg to 

<30 kg (receiving EVG 85 or 50 mg, respectively) 

showed EVG exposure associated with safety and 

efficacy based on extensive PK-pharmacodynamic 

analyses in adults.These study data are consistent 

with EVG PK in children >12 years of age. 

 

Conclusions: Administration of EVG once daily with a PI/r in children 6 to <11 years old provides 

therapeutic EVG exposure with mean trough concentrations ~11-fold above IC95 and appears well 

tolerated. These results support continued evaluation of the efficacy and safety of EVG in pediatric 

populations. 
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JCRC marked 23 years of conducting high quality research in 2014.  A complete list of all studies 

carried out at JCRC since 2000 was compiled and can now be accessed on the JCRC website 

(www.jcrc.org.ug).  

 In 2014 alone, a record of over 20 publications in peer reviewed scientific journals was 

achieved. Currently, 28 studies (see below) are being conducted at the JCRC Kampala and 

at the RCEs, majority of which are clinical trials.  

 JCRC received recognition for being a top recruiting site in the START study, BREATHER 

study and 2 of the ACTG protocols (A5225 and A5288). 

 The ARROW study coordinated at JCRC received an award from the British Medical 

Journal. 

 In 2014, 10 research presentations in form of abstracts were made at international fora such 

as CROI 2014 in Melbourne, Australia, World congress of cardiology scientific session in 

Melbourne among others. Also 2 presentations were made in the JCRC coordinated annual 

national HIV update meeting in Kampala.  

 Collaborative research with other partners both local (e.g IDI, Nsambya Hospital, 

UVRI/MRC), regional (Kenya, Malawi, Zimbabwe and Zambia) as well as international 

(MRC-UK, ACTG) partners has been successfully conducted. Notably, Dr Robert Salata 

who is the Liaison Investigator to the ACTG’s Joint Clinical Research Centre (JCRC) in 

Kampala, was recognized and praised by the different international ACTG sites for his 

outstanding work in the field of HIV/AIDS and research. JCRC has also partnered with 

pharmaceutical corporations like GILEAD and DNDi helping in the bringing of new drug 

products into use. Due to its confidence in the level of research at JCRC, GILEAD has 

continued to partner with the institution by introducing 2 more protocols at JCRC this year 

(protocol 160 and 117) in addition to the already ongoing 2 other protocols (WAVES and 

106). 

 Electronic archiving of all research work conducted at the JCRC was achieved.  

 2 PhD students were and are still being supported to carry out their research at JCRC. They 

are being supervised and mentored by some of the senior and seasoned researchers at the 

institution. 

 Several staff members including nearly 100% of those at RCEs have received training and 

mentorship in proposal writing. 

http://www.jcrc.org.ug/
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Study title / Acronym Clinical Trials ID number, 
Sponsor, PI, Coordinator 

Brief description  

AIDS Clinical Trials Group 
(ACTG) Studies 
(i) A5288 

CTI: NCT01641367 
Sponsor: ACTG  
PI:  Prof Peter Mugyenyi 
Coordinator: Sandra 
Rwambuya 

Management Using Latest Technologies to Optimize 
Combination Therapy After Viral FailurE (MULT-
OCTAVE). The study is being done to test a strategy of 
using a resistance test to choose anti-HIV drugs. Resistance 
tests look at the HIV in one’s blood to see which drugs might 
work best to lower their HIV infection. 

(ii) A5278 Coordinator: Sandra. R A Multicenter Trial of the (ACTG) and AIDS Malignancy 

Consortium (AMC 074)- drug interaction between  ART and 

Etoposide. It is a PK Study. 

Enrolled all participants from study A5264. 

(iii) A5274 CTI: NCT01380080 
Sponsor: ACTG 
PI:  Prof Peter Mugyenyi 
Coordinator: Sandra. R 

Reducing Early Mortality and Early Morbidity by Empiric 
Tuberculosis Treatment Regimens (REMEMBER) 

(iv) A5297 CTI: NCT01632891 
Sponsor: ACTG 
PI:  Prof Peter Mugyenyi 
Coordinator: Sandra. R 

An Open-Label, Proof of Concept, Randomized Trial 
Comparing a LPV/r-Based to an nNRTI-Based Antiretroviral 
Therapy Regimen for Clearance of Plasmodium Falciparum 
Subclinical Parasitemia in HIV-infected Adults With CD4+ 
Counts >200 and <350 Cells/mm3 

(v) A5264 CTI: NCT01352117 
Sponsor: ACTG 
PI:  Prof Peter Mugyenyi 
Coordinator: Sandra. R 

A Randomized Evaluation of Antiretroviral Therapy Alone 
or With Delayed Chemotherapy Versus Antiretroviral 
Therapy With Immediate Adjunctive Chemotherapy for 
Treatment of Limited Stage AIDS-KS in Resource-Limited 
Settings (REACT-KS) AMC 067 

(vi) A5263 CTI: NCT01435018 
Sponsor: ACTG 
PI:  Prof Peter Mugyenyi 

A Randomized Comparison of Three Regimens of 
Chemotherapy With Compatible Antiretroviral Therapy for 
Treatment of Advanced AIDS-KS in Resource-Limited 
Settings. This is carried out in conjunction with Uganda 
Cancer Institute which is also the study site. 

(vii) A5225 CTI: NCT00885703 
Sponsor: ACTG 
PI:  Prof Peter Mugyenyi  
Coordinator: Sandra. R 

A Phase I/II Dose-Finding Study of High-Dose Fluconazole 
Treatment in AIDS-Associated Cryptococcal Meningitis 
(CM). 
Purpose:CM is an infection of the membranes covering the 
brain and spinal cord, caused by the fungus Cryptococcus 
neoformans. CM most often affects people with 
compromised immune systems, like those with advanced 
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Study title / Acronym Clinical Trials ID number, 
Sponsor, PI, Coordinator 

Brief description  

HIV infection. This study will explore the safety, tolerability, 
and therapeutic effect of a new treatment regimen with high-
dose fluconazole for management of CM in HIV-infected 
patients. 

START 
Strategic Timing of 
AntiRetroviral Treatment.  

CTI: NCT00867048 
Sponsor: University of 
Minnesota - Clinical and 
Translational Science 
Institute  
PI: Prof Peter Mugyenyi 
IOR*: Dr Henry Mugerwa 
Coordinator: F.Mbamanya 
 
 
 
*IOR = Investigator of 
Record 

Should ART be delayed until CD4 drops below 350 
cells/mm3 or be initiated with CD4 above 500 cells/mm3? 
Objectives: 

To find out if the chance of developing a serious illness or of 
getting AIDS is less if patients start taking HIV medicines at 
a time when their CD4+ cell count is still fairly high, instead 
of waiting until the CD4+ count is at the level where there is 
good evidence for starting medicines. 

To learn more about how a strategy of starting HIV 
medicines early might affect other aspects of care, such as the 
chances of developing other illnesses or resistance to HIV 
medicines, the frequency of doctor visits, the cost of medical 
care, and general health and satisfaction. 

Pulmonary sub study 
(START) 

CTI: NCT01797367 
Sponsor: University of 
Minnesota - Clinical and 
Translational Science 
Institute  
PI: Prof Peter Mugyenyi 
IOR: Dr Henry Mugerwa 
Coordinator: F.Mbamanya 

The purpose of this study is to find out if starting anti-
retroviral therapy (ART) at CD4 above 500 (early ART 
group) slows the rate of decrease in lung function over time 
compared to waiting to start ART until the CD4+ drops 
below 350 (deferred ART group).  

BREATHER (PENTA 16) 
Short-Cycle Therapy (SCT) 
(5 Days on/2 Days Off) in 
Young People With Chronic 
HIV-infection 

CTI: NCT01641016 
Sponsor: PENTA 
Foundation  
PI: Dr Victor Musiime 
Coordinator: Annet 
Nandudu 

The overall aim of the BREATHER trial is to evaluate the 
role of Short-Cycle Therapy (SCT) in the management of 
HIV-infected young people who have responded well to 
antiretroviral therapy (ART) and to determine whether young 
people with chronic HIV infection undergoing Short-Cycle 
Therapy of five days on ART and two days off maintain the 
same level of viral load suppression as those on continuous 
therapy, over 48 weeks. 

To assess the advantages and disadvantages of the strategy, 
the incidence of toxicities, immunological control, resistance 
mutations, acceptability, quality of life and adherence to the 
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Study title / Acronym Clinical Trials ID number, 
Sponsor, PI, Coordinator 

Brief description  

randomised strategy will also be compared. 

SALIF 
Switching At Low HIV-1 
RNA Into Fixed Dose 
Combinations (SALIF) 

CTI: NCT01709084 
Sponsor: Janssen-Cilag 
International NV  
PI: Cissy Kityo.M 
Coordinator: Theresa 
Josephine Najuuko 

The purpose of this study is to demonstrate noninferiority in 
terms of the percentage of patients who have plasma human 
immunodeficiency virus-type 1 (HIV-1) ribonucleic acid 
(RNA) levels less than 400 copies per mL after 48 weeks of 
randomized treatment with tenofovir disoproxil 
fumarate/emtricitabine/rilpivirine (TDF/FTC/RPV) versus 
TDF/FTC/efavirenz (TDF/FTC/EFV). 

GILEAD Studies 
 
(i) WAVES 

CTI: NCT01705574 
Sponsor: Gilead Sciences  
PI: Dr Cissy Kityo.M 
Coordinator: Dinah 
Tumukunde 

Phase 3B Study to Evaluate the Safety and Efficacy of 
Elvitegravir/Cobicistat/Emtricitabine/Tenofovir Disoproxil 
Fumarate Versus Ritonavir-Boosted Atazanavir Plus 
Emtricitabine/Tenofovir Disoproxil Fumarate in HIV-1 
Infected, Antiretroviral Treatment-Naïve Women (WAVES) 

(ii) Protocol 0106 CTI: NCT01854775 
Sponsor: Gilead Sciences  
PI: Dr Eva Natukunda 
Coordinator: Wilfred 
Opilo 

It is a Phase 2/3, Open-Label Study to confirm the dose of 
elvitegravir/cobicistat/emtricitabine/tenofovir alafenamide 
(E/C/F/TAF) single tablet regimen (STR) in HIV-1 infected, 
antiretroviral (ARV) treatment naive adolescents and 
evaluate the pharmacokinetics, safety, tolerability, and 
antiviral activity of E/C/F/TAF STR in HIV-1 infected, ART 
naive adolescents and virologically suppressed HIV-1 
infected children. Antiviral activity is determined by the 
achievement of HIV-1 RNA < 50 copies/mL at Weeks 24 
and 48. 

(iii) Protocol 0160 CTI: NCT01923311 
Sponsor: Gilead Sciences 
PI: Dr Victor Musiime 
Coordinator: Jennifer 
Namagembe 

A Phase 2/3 Multicenter, Open-Label, Multicohort, Two-Part 
Study Evaluating the Pharmacokinetics (PK), Safety, and 
Antiviral Activity of Elvitegravir (EVG)Administered With a 
Background-Regimen (BR) Containing a Ritonavir-Boosted 
Protease Inhibitor (PI/r) in HIV-1 Infected, Antiretroviral 
Treatment-Experienced Pediatric Subjects 

(iv) Protocol 0117 CTI: NCT01967940 
Sponsor: 
Gilead Sciences. 
PI: Dr Cissy Kityo 
Coordinator: Hellen 
Nakyambade 

A Phase 3, Two Part Study to Evaluate the Efficacy of 
Tenofovir Alafenamide Versus Placebo Added to a Failing 
Regimen Followed by Treatment With 
Elvitegravir/Cobicistat/Emtricitabine/Tenofovir Alafenamide 
Plus Atazanavir in HIV-1 Positive, Antiretroviral Treatment-
Experienced Adults 

REALITY 
Reduction of EArly 

CTI: NCT01825031 
Sponsor: 

A randomised controlled trial to investigate three methods to 
reduce early mortality in adults, adolescents and children 
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Study title / Acronym Clinical Trials ID number, 
Sponsor, PI, Coordinator 

Brief description  

mortaLITY in HIV-infected 
Adults and Children Starting 
Antiretroviral Therapy 

Anna Griffiths, MRC  
PI: Prof. Peter Mugyenyi 

Coordinator: Esther 
Nambi 

aged 5 years or older starting antiretroviral therapy (ART) 
with severe immuno-deficiency. The three methods are: 

(i) increasing the potency of ART with a 12 week induction 
period using 4 antiretroviral drugs from 3 classes 

(ii) augmented prophylaxis against opportunistic/bacterial 
infections and helminths for 12 weeks 

(iii) macronutrient intervention using ready-to-use 
supplementary food for 12 weeks. 

PASER-M 
PharmAcess African Studies 
to Evaluate Resistance - 
Monitoring. 

PI: Dr. Cissy Kityo 

Coordinator: Dr. Sheilla 
Balinda 

This study is investigating the emergence of drug resistant 
viral strains among individuals on HAART. It is also 
investigating the emergence of viral drug resistant strains 
among individuals who have recently acquired HIV infection 

ART-A 
Affordable Resistance 
Testing in African Laboratory 
Settings.  

PI: Dr Cissy Kityo.M 
Coordinator: Rita 
Nakanjako 

The aim of this project is to develop and evaluate affordable, 
subtype-independent assays for use in monitoring HIV drug 
resistance in Africa. 

MARCH 
Monitoring Antiretroviral 
Resistance in Children.  
 

 
PI: Dr Cissy Kityo.M 
Coordinator:  Rita 
Nakanjako 

The aim of this study is to determine what proportion of 
children on antiretroviral therapy achieve HIV Drug 
resistance (HIVDR) prevention as measured by viral load 
suppression; and what the HIVDR  mutational patterns are in 
patients not achieving HIVDR prevention. 

RAL 
Decay Kinetics of HIV with 
the Integrase Inihibitor 
Raltegravir 

PI: Dr Francis Ssali 
Coordinator: Prossy 
Nalwoga 

The aim of the study is; 1) To investigate the mecahenism by 
which Raltegravir alter decay, by directly assessing and 
comparing the effects of the Raltegravir versus combination 
ART in HIV infected individuals on the decay of defined cell 
type and FDC pool in peripheral LTs and gut. 2) To assess 
the ability of Raltegravir to enhance CD4 T-cell 
reconstitution in GALT and the pharmacokinetics of 
Raltegravir in the LN and GALT. 

PAINT 
 

PI: Dr Francis Ssali 
Coordinator: Connie 
Lukowe 

A Study to Evaluate the Pharmacokinetics, Safety, 
Tolerability, and Antiviral Efficacy of TMC278 in Human 
Immunodeficiency Virus Infected Adolescents. 

Rheumatic Heart Disease 
(RHD) study 

PI: Dr Cissy Kityo 
Coordinator: Florence 
Odong 

The study is investigating the role of HIV and auto-
antibodies among patients with rheumatic heart disease in 
Uganda:  
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K23 

 Pericardial fat, inflammation, 
and Structural heart disease in 
chronic HIV infection 

PI: Dr Cissy Kityo       

Coordinator: Florence 

Odongo 

The study is attempting to evaluate the sensitivity of a variety 
of biomarkers to detect early structural changes in left 
ventricular systolic and diastolic performance before 
symptoms develop 

LABLITE PI: Prof Peter Mugyenyi 
Coordinator: George 
Abongomera 

Lablite is investigating strategies to roll out HIV treatment 
safely and cost-effectively in real-life settings in sub-Saharan 
Africa. The project is working closely with ministries of 
Health in 3 countries in Africa (Malawi, Zimbabwe and 
Uganda. It aims to inform national and international policy 
on how best to use the limited funds available to increase 
coverage of HIV treatment.  

ViiV social science study PI: Prof Janet Seeley 
Coordinator: Hellen 
Nakyambadde 

The study explores the challenges and factors affecting 
adolescents as they live and grow with HIV infection. 

CHAKA 
Mental health among HIV 
infected CHildren and 
Adolescents in KAmpala and 
Masaka, Uganda. 

PI: Dr Eugene Kinyanda 
Coordinator: Mpango 
Richard 

This study explores the mental health issues in children living 
with HIV. The study is being conducted at JCRC by one of 
our collaborators / partners – Medical Research Council – 
Entebbe. 

Oral Cancer and the discovery 
of a Novel Diagnostic 
Biomarker Pilot Study 
Uganda 

PI: Dr Isaac Okullo 

 

Study objective: To correlate if the hBD3 and hBD2 
expression profile in oropharyngeal cancer can serve as a 
biomarker for severity of disease and HIV/HPV status. The 
study is conducted in conjunction with the Uganda Cancer 
institute. 

Establishing the Prevalence of 
Human Papilloma Virus-
Related Oropharyngeal 
Carcinomas, and which 
Genotypes are Involved, in 
Kampala, Uganda 

PI: Dr Jackson Orem 

 

The study aims to: 1) Establish the prevalence of HPV in 
oropharyngeal cancer in HIV-negative and HIV-infected 
adult Ugandans. 
2) Determine the HPV genotypes isolated from 
oropharyngeal cancer in HIV negative and HIV-infected 
adults Ugandans. The study is conducted in conjunction with 
the Uganda Cancer institute. 


