©2016 The Japanese Society for AIDS Research

The Journal of AIDS Research

iE Bl # &

MCAPAEEDEYHREMERAZKRFLAEI 7 7EL Y

LU RNILT T ZEIVRRBALE

R T, KB HT A B MR I
RS YN e e e R PN S e o 8 R R R

BB WM CTADPAE T z= Y, T2V EY—, LXRFIEyLERHBICZT 7
Loy (EFV), 22OWTRKLTFZ IV (DTG) WCEE LEMEZ L0 T, MEMAHICX
LML IC O W TS T 5,

FEBl: 7= MY, T2 /W EY— ), LARF Ly ARG D 60 fCEM, 1 H 1
BAFKLE LI/, EFV+ T /HRENV/ T A N) 7y Z2iE L7z, EFV IZ@H RO 2 50 1,200
mg THEGREEICE LD, TORITADPAEE OMEERIC X D IhiEED 3 >~ b —)Lhi
LW el shszzz, 1 H 1 RG2S EE%R DTG ICZEH L7z, DTG #5-&1%, JLTANPAZIC
I oW FEHFEZMELEFO 2R (1 H 11 100mg) THIB L. WIS HEICEIT S
DTG It i, PRk 15 BERIF2 T 117 ug/mL TH Y, 7 A4 Vv AR IEMIEE DT (<20 copies/
mL) ZHEFFL CTWwWize 7= A OB, DTG BHRICIEX EFV SRR ICB W THEE
ML PR %27, 72/ NVE Y —LE LRF TX ¥ ADMAEE AT R ORE %
UZEZ'J‘O 720

W MEFELDIIREITHTAPAE LI T HEE, JLHIV E, HiTA2AIRT DI

EAT O ORY, mE AR

MREZE=) 735 2 EHPMEEMZRHIT 2 ETHNTH 5 2 LAVRIRE W7z,

X—J—RF:xz77E¥L Y,

FVFZSEN, UTADPAIE, HEEM, M

HAT £ X%55% 18 :163-167, 2016

Fr X

PLHIV 1%, FEDRHEBRZHED 2 WIEFHET L D
DB%L, TNEORBISTRB SN LA Z I T 5
&, PLHIV 3 L PR3 & oYM EAERICERLE
Thb, IBRAVRERHEHEN L7 7L ¥ (EFV)
&, BAEOPHIVIBEETA KT 4 VICB 50 G
DHEIEL NIVIE B TH B D, 1999 4EDFETE LUK b K]
ChNHHENTWAEF—FIy 7 THY, BFH LR
<1 H 1 MOMNRAEET, BIER b #5-BIEIEICER
FTIUSHKRWBEETH AL Z L OIHEINTW5S, EFV I
F 70— 2 P450(CYP)3A4 B L 1" 2B6 T s s &
EHIEBEFUEMN A2 AT H720, TSR TR
NLHEHZ PR T256, FHEOMPREZIKT 25
B&hdH5HY. 72 EFV I, BRIKHEIZH VT CYP209,
CYP2C19 B X U CYP3A4 IR L CTHEMRA A AT A2 L
BHESNTWEY, 2070, fHHEOMbEE% L5
BRDLTEND, WL Oh DK L O THRZE R P
HEELRSTWEDY, 7z, Y, 72/ 3VE S —
W, HDHWIECYP TR#A SN L MOPIT VN AEDOME

HHHEAETE  RIGET (T606-8507  HUAR /8 5T X 2 G Bt 1] JE I
54 RUAR RS R A= b I 9 e S0 3

20154E 9 H 4 A4S 1 20154E 12 H 4 HZ#

TERNZ D W TS RAD % <, 25367 O 2 WY 7 M i
DE=Z) U THPHIREN TV BICT E WY,

HIVA Y777 —¥lER VT 778NV (DTG) i,
T—=2 57— ELELET 1 H 1115 (50mg) O
Latrbh, 2o, BEWERAEE CHEAOY 4 29/ E L
APEZTHDZ L, BHROGHIP2LLTRATE
5T LB, 2014 4FEDOFETELITIZTFBFICHERL XV A &
RONHPHHEENATVEF—FF v 7 ThH2s", DIG iF
FIZUDP 7 V7 v v EgiEfRE% (UGT ; uridine diphosphate
glucuronosyltransferase) 1A1 DIEETH D, CYP3A4 TH b
TR HEIND, FLAEITF VP TVAR—F =2
(OCT 2) B X V" multidrug and toxin extrusion 1 (MATE 1) %
T2 2 hHEshTnd?y 7= v, 72
NWVEF =, HIUNTEBE Y BIEfITF FFY Y
71X CYP3A4 B X UF UGT1AL ##% L DTG DM HEE %
TN S B 2 E DS PERE o TWAEY,

PUHIV 3L, MUCTADAE L OMEERDTZ L HE S h
TWVBAY, EREIHS SNERTOMEERSICHET
AIEHRIEIREN TS, bbb, 7z=1+1 2,
T/ NVEY =V BIILRFTE T L ERAPOIER
WAL EFV 2% 5., Z D% DTG I[Z3HIZEE L22KE, $i<C
ADPAEB XL HIV EOMAPEEEZNEL, Zhoo
UM EAEHIC BT 5 BRI E A0 THIET 5,

163 (49 )



J Ozaki et al : Drug Interactions between Efavirenz/Dolutegravir and Antiepileptic Drugs in a Patient

fiE Bl

FEB 60 A, Bk

PEAERE - S 0HE © BigYs, FREBRENA, 7TIha—
ECTADA, REBEIRIEE, 2R T E,

20124E 10 HARI K v Z @O PET R CTEH DY) v
MEE 23R S, F 4 v AN VAR VoSSR
W THABRFEE M E P GURmPE) B EH N FE
R Lo MBRED A7) —= 2 7128\ T HIV Btkds
FH L 727280, RORIRBEIME - EENFHIRZZ & %o
720 FIFSHED HIV-RNA 2 1d 5.1 X 10" copies/mL, CD4 $ti%
213/uL TH - 720 MEHESFNELZ BRI KAL) > /X Ei il
MENF, HIV BN » @R O TR 2 % 2 C,
PUHIV EIBEN I E o720 b, U V3 EiERIE,
A VSEIDA S Y, BT RICZ L kS
TefzdiThb Tz v, AHHERR IS D £ O3 2Rk
HLTBD, TAPAIKHLTZ==M ¥375mg, 7=
INNVEY = 30mg BLPLXRFFTEH A2250mg &
EWMIZHNIRL Tz, F72, PUBRESEY A b VB X
X7a s RYTHEEITRT IV VBRI L Twiz,
INOHHEL OMEEREZBREL, VT 7 TELTD
BEEZBET L2, BB H 1 R O3EHR % 5k { A
L7zo KIRICHIV EGELZREMTH D, PLHIV EOEH
BEREHE TIDLR I NMELR LW E W) ERDTD - 72,
T/, PLoANVAEERGARI O 7Y ¥ 7IZBWT, $iT
ADAIEDH, BORAENDELL, TRET IV ADBR
FEIZVZ VR TH o722 2N L2 2% 5
2, EFVETF/RE /I AN VY 2IRENICHRA
WCCHBRME L 7 o 720 BFV 28I L 228 d0E, 1 H 10
RADSRETH ) RS L 2 2 3AIZRA L T e o
7272DTh 5,

RGO EFV 58 L R0 12 B £ o EFV [
R EEHERS & Figure 112779 EFV IZ@E R D 1 H 600mg
PO L. BlEA I OBFEICT, G2 B LD
16 A FT7VaF V=)L 200mg %P L7z EFV Il
B, 5 1EHIC968nM, 238 H 2 1,869nM, 63 H
121,3620M Tdh o 720 MHIRESHEIRE TS 5 3,170nM
WELTWaro /2o, A 7% BFV Ofh5 8%
900mg (600mg $t% 1.5 §¢, JEHIMIATPEIFA) (&L
720 BimFEO EFV ML, 7V 3+ — v x s
12, Wo72A4975aM FCTLEA L2, 7VvaFy—iv
k12 2,7940M IHRF L7ze £ D728 EFV $51%
1,200mg (2 $8) ~Hgh L, 3,407nM O IMHIREAS SNz
Z &5, 1,200mg THEHE L 720 — T, FLTADAIEIZDON
TX, ZVvaF =X ) —Ric 7= 14 D
RED FRZROD, KEROMELICT FeT 7>

- 8000 __
g’ @ Concentration A %
; = Dose 46000 g
T s
N g
o 44000 S
@  N— X Q
c
% ¢ o Q
> 42000 ©
'(-B E
[a] w

L) ] a

30 40 50

Weeks

Figure 1 Daily dose (solid line) and plasma concentration
(closed circle) of EFV 12-h after the administration
in the patient using phenytoin, phenobarbital and
levetiracetam.

A dark shaded area shows the co-administration
period with fluconazole (FLCZ) and a dotted line
shows the target concentration of EFV.
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Figure 2 Comparison of serum concentrations of phenytoin (A), phenobarbital (B) and levetiracetam (C)

with EFV or DTG.

Doses of phenytoin, phenobarbital and levetiracetam were 250, 30 and 2,250 mg daily,

respectively. Each horizontal bar shows the mean value.
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Drug Interactions between Efavirenz/Dolutegravir and
Antiepileptic Drugs in a Patient

Junko Ozak1", Ikuko Yano", Takashi Yamamoro!, Masayuki KoBayasur®,

Akifumi Takaor-Konpo® and Kazuo MATSUBARA"”

v Department of Clinical Pharmacology and Therapeutics, Kyoto University Hospital,
2 Department of Hematology and Oncology, Graduate School of Medicine, Kyoto University

Objective : We experienced a patient who was treated with efavirenz (EFV) and, thereafter,
dolutegravir (DTG) in the concomitant administration with antiepileptic drugs of phenytoin,
phenobarbital and levetiracetam. Herein, we report the interaction between antiretroviral and
antiepileptic drugs.

Case : A 60’s man under the treatment of antiepileptic drugs started receiving antiretroviral
therapy with efavirenz and tenofovir/emtricitabine once a day. The EFV plasma concentration
reached the target level at the double of ordinary dose 1,200 mg. We switched the key drug EFV
to DTG at the double of ordinary dose 100 mg once daily, assuming the induction of enzyme by
antiepileptic drugs. Fifteen hours after the administration in 8 weeks after the drug switch, the
DTG concentration was 1.17 pg/mL and the viral load was kept under the detection limit. Serum
concentrations of phenytoin were significantly higher in the concomitant administration of EFV
compared with DTG. However, the concentrations of phenobarbital and levetiracetam were not
affected by EFV or DTG.

Conclusion : When EFV or DTG is coadministered with enzyme-inducing antiepileptic drugs,
monitoring of the concentrations of both antiretroviral and antiepileptic drugs is recommended to
evaluate the intensity of drug interactions.

Key words : efavirenz, dolutegravir, antiepileptic drugs, interaction, drug concentration
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