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1) van Lunzen, J.; F. Macaioro, J. R. ArriBas, ef
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from SPRING-1, a dose-ranging, randomised, phase
2b trial. Lancet Infect. Dis. 12: 111~118, 2012
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2)

RaFr1, F.; A. Rachuis, H.-J. STELLBRINK, ef al.:
Once-daily dolutegravir (DTG; S/GSK1349572)
is non-inferior to raltegravir (RAL) in
antiretroviral-naive adults. 48 week results from
SPRING-2 (ING113086). IAC, Washington,

cokinetics and safety of S/GSK1349572, a next-
generation HIV integrase inhibitor, in healthy
volunteers. Antimicrob. Agents Chemother. 54:
254~258,2010

Mm, S.; L. Stoan, E. DEJEsus, et al.: Antiviral

Abstract THLBBO04, 2012

3) WALMSLEY, S.; A. ANTELA, N. CLUMECK, ef al.:
Dolutegravir (DTG; S/GSK1349572) +abacavir/
lamivudine once daily statistically superior to
tenofovir/emtricitabine/efavirenz: 48-week 6)
results-SINGLE (ING114467). 52nd ICAAC,
San Francisco, Abstract No. H-556b, 2012

4) M, S.; 1. SonG, J. BorRLAND, ef al.: Pharma-

activity, safety, and pharmacokinetics/
pharmacodynamics of dolutegravir as 10-day
monotherapy in HIV-1-infected adults. AIDS
25:1737~1745, 2011

Song, 1.; J. BorraND, S. CHEN, et al.: Effect of
food on the pharmacokinetics of the integrase
inhibitor dolutegravir. Antimicrob. Agents

Chemother. 56: 1627~1629, 2012

Pharmacokinetics and safety of dolutegravir in healthy
Japanese subjects

TosHIHIRO WaIMA, Takaakl KosHiBA, KazuNorl OHNO¥, YOICHIRO NISHIMURA,
Hironao KoBAYASHI, NAOKI YOSHIDA, MAYUMI NAGASHIMA and TAMIO FUITWARA

Shionogi & Co., Ltd., Osaka, Japan

Dolutegravir (DTG) is a once-daily, unboosted integrase inhibitor that has been shown to be
effective by once daily dosing. The impact of race on dolutegravir pharmacokinetics has not yet been
fully characterized. This study was a Phase 1, open label, single dose study to determine
pharmacokinetics (PK), safety and tolerability of DTG following 50mg single oral administration in
the fasted state in healthy adult Japanese subjects. Subjects had a screening visit within 30 days prior to
the administration of study drug, and a follow-up visit within 7 to 14 days after the administration of
study drug. Safety evaluation and serial PK samplings were performed pre-dose and for 72 hours after
dosing. Non-compartmental analysis was performed for PK parameter calculation. Data were
compared to historical values from a similar Phase 1 study conducted in non-Asian, healthy adult
subjects (n=18, 17 Caucasian and 1 Arabic/North African) . Ten subjects were enrolled and completed
the study. DTG was well tolerated with no adverse events reported throughout the study period.
Geometric means (CV%) of single dose DTG PK parameters in Japanese subjects for C,,., AUC;p, t,,
and C,, were 2.14ug/mL (47%), 43.4ug-hr/mL (46%), 14.6 hours (10%) and 0.67ug/mL (45%).
The pharmacokinetics and safety profiles of DTG following single dose oral administration to Japanese
healthy adult subjects were consistent with findings previously observed in non-Japanese healthy adult
subjects. DTG may be given to Japanese subjects without dose-adjustment.

* Current affiliation: Department of Disaster and Comprehensive Medicine, Fukushima Medical University
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