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DART Trial

e Development of AntiRetroviral Therapy in Africa

Objectives
e To compare different ART monitoring strategies
e To assess safety of structured treatment interruptions (STI)
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NNRTIs have a longer elimination half life than NRTIs

Simultaneous interruption of all drugs exposes the patient
to NNRTI monotherapy

Current recommendation: continuation of dual NRTI for 7
days

Few data on plasma clearance of NVP In patients on
stable HAART In our population
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To measure rate of elimination of Nevirapine In
patients undergoing structured treatment
Interruptions in DART

To inform the approach to STIs within DART and
optimise patient safety
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e 21 patients undergoing STI
- 52 weeks on NVP based HAART
- Achieved CD4 > 300
- No clinical events in preceding 3 months

e Plasma samples at 0, 1, 2, 3 & 4 weeks after
stopping NVP

e 2 NRTIs (ZDV + 3TC or d4T + 3TC)
continued for 7 days



Methods (2) DAR?

§ _
Research Unit on AIDS ‘ ;
> L

e Plasma levels of NVP analyzed by high performance
liquid chromatography (HPLC)

e Lower Limit of Quantification (LLQ) = 100 ng/ml

e Lowest Limit of Detection , based on a chromatogram
peak was ~20 ng/mi

e Therapeutic range: 3400-8000 ng/ml
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Total number 21 16 female
of patients 5 male
Excluded from 2 é- nOI_NVP levels at
analysis el
4 1- barely detectable
NVP levels
ART Regimen 18 ZDV/3TC/NVP
n=19
1 d4T/3TC/NVP
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MEDIAN (RANGE)
Age 35 (23-61)
Body Weight (Kgs) 61 (52-77)
CD4 count (cells/mms3) 341 (301-692)

Mean plasma NVP level 6479 ng/ml ( Range 3720 - 9500 ng/ml)
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stopping NVP

Patient with 415 ng/ml at week 2 had no sample at week 1 or 3
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[ >200 ng/ml

[0 100-200 ng/ml
Bl <LLQ (100 ng/ml)
[ undetectable

Week 1l Week?2 Week3 Week4

Max 555 415
NVP ng/mi ng/mi

\ 18 19 18 17
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Days to reach various NVP thresholds
o

Median days (IOR) 13.2 (12.3-18.4) 9.3 (8.7-13.0) 7.6 (7.0-10.1)
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e 7 -10 days after stopping NVP based HAART plasma
levels of NVP were < 200 ng/ml in all but 1 patient

e 200 ng/ml level previously defined by Muro et al

e These data suggested the practice of continuing the
dual - NRTI cover for 1 week Is acceptable

e Elimination of NVP after STI, among patients on
stable HAART is faster than previously reported
following single dose NVP
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e Small number of patients sampled

e Long sample collection intervals



r 1

Madical
Research

I Acknowledgments DAR;

Research Unit on AIDS

e We thank all the patients and staff from all the centres participating in the DART trial.

e Joint Clinical Research Centre, Kampala, Uganda: P Mugyenyi, C Kityo, D Tumukunde, F Ssali, D Atwine,
G Mulindwa, G Kabuye, R Byaruhanga, T Bakeimyaga-Grace, H Katabira, E Nimwesiga, G Barungi, S Atwiine, F Ahimbisibwe, S Tugume, T
Otim, J Takubwa, M Mulindwa, S Murungi, J Tukamushaba, D Muebesa, H Kyomugisha, J Kagina, L Namale.

e MRC Research Unit on AIDS/Uganda Virus Research Institute, Entebbe, Uganda: H Grosskurth, P Munderi, K Wangati, D
Kajungu, B Amuron, D Nsibambi; R Kasirye, E Zalwango, M Nakazibwe, B Kikaire, G Nassuna, R Massa, K Fadhiru, M Namyalo, A
Zalwango, L Generous, P Khauka, N Rutikarayo, W Nakahima, A Mugisha, J Nakiyingi, P Hughes.

e University of Zimbabwe, Harare, Zimbabwe: A Latif, J Hakim, V Robertson, A Reid, A Jamu, S Makota, T Mupudzi, G Musoro, N
Ngorima, M Pascoe, F Taziwa, L Chakonza, E Chidziva, H Chirairo, S Chitsungo, F Mapinge, A Mawora, C Muvirimi, G Tinago, J Chimanzi,
J Machingura, C Maweni, S Mutsai, R Warara, M Matongo, N Mdege, S Mudzingwa, M Jangano, | Machingura, K Moyo, L Vere, E
Chigwedere, M Phiri.

e Academic Alliance, Mulago Hospital, Uganda: E Katabira, J Oyugi, A Ronald, A Kambungu, J Martin, R Nalumenya, R Nairubi, E
Bulume, M Teopista, C Twijukye, F Sematala, H Byakwaga.

e The AIDS Support Organisation (TASO), Uganda: A Coutinho, B Etukoit.

e University of Liverpool - Department of Pharmacology : s.H Khoo, D Back
e Imperial College: C Gilks, K Boocock, C Puddephatt, D Winogron.

e MRC Clinical Trials Unit: J Darbyshire, DM Gibb, A Burke, D Bray, A Babiker, AS Walker, H Wilkes, M Rauchenberger, S Sheehan, L
Peto, K Taylor.

e Trial Steering Committee: | Weller (Chair), A Babiker (Trial Statistician), S Bahendeka, M Bassett, A Chogo Wapakhabulo, J
Darbyshire, B Gazzard, C Gilks, H Grosskurth, J Hakim, A Latif, C Mapuchere, O Mugurungi, P Mugyenyi; Observers J Leith, E Loeliger, P
Naidoo, M Palmer, J Rooney, J-M Steens.

e Data and Safety Monitoring Committee: A McLaren (Chair), C Hill, J Matenga, A Pozniak, D Serwadda

e Endpoint Review Committee: T Peto (Chair), A Palfreeman, M Borok, E Katabira.

e GlaxoSmithKline, Gilead and Boehringer-Ingelheim donated first-line drugs for DART.

e Funding: DART is funded by the UK Medical Research Council, the UK Department for International Development
(DFID), and the Rockefeller Foundation.



B Madical !

Research T
MRC | DARI
MRC/UVRI Uganda T w

Research Unit on AIDS ‘ ;
> L

Thank you



	Plasma Levels of Nevirapine following Interruption of ZDV/3TC/NVP in African Adults within the DART Trial
	Background
	Rationale
	Objectives
	Methods (1)
	Methods (2)
	Results
	Baseline Characteristics(at the time of STI)
	Levels of NVP over time
	NVP levels over time
	Estimated days to reach different plasma NVP thresholds
	Conclusions
	Limitations
	Acknowledgments
	

