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1.5. ERXEIZRROE/BRUVEAROERE

RVTTZEenF R DA« TNHENRRE - 7I 7V EEa8E (LLT, AHD |
mv4y%f?—€m%ﬂf%éFw?77tw%b)?A(uT\mn)k\&%ﬁkﬁ
GgRFEEA] (Nucleoside Reverse Transcriptase Inhibitor : NRTI) T 25 7 /3 EVE R

(LAF. ABC) K7 I7vr (LUF, 3TC) @ 3 i dEEHEZEHTHEAHTHY .
1 H1E1SEORMTE MoEARE T A /LA (Human Immunodeficiency Virus : HIV) JEYLE
DIRENDFIRERFEAITH 5,

AFNE, HIVIEGEOIRREIZHTH 1 H 1E1EDO LA L LT, KETIE 2014 48
H 22 HIZ TRIUMEQ® & LT, FRINTIE 20144 9 3 2 HIZ Triumeq® & L THRFEAZE S,
Eblc, BFH, FlicbBwibwlsigRsnzEzAThs, 2. A R
. o EcBiEREETTHD (20144F 11 AHIE) . B, AROADHS
T 5 DTG L, KETIZ 20134 8 4 12 HIZ TIVICAY® E LT, M TIZ 201441 H 20 H
IZ Tivicay® & L CHGGEAZR & 4L, EATIET B4 4 ®5E 50 mg & LT 2014 4F 3 H 24 HIZH5E
AKBRENTWS, £/, ABC KU3TCIE, HANIY A 7V = U RO e s LT
ZREI 1999 4E 9 H KT 1997 4E 2 HITARENTEY (2006 4F 11 HICH A 72 = %5
SYA TP = L PBE 300mg (ZIRFEA A2 L, 2003 4E 9 A1 B e LPEE 300 DK L [
RO B A DG4 Z T EEASE 150 128 FE L=, ) . BaAlT= 7Y a2 1%
& LT 2004 4E 12 HICHRGEAR SN TWD (20094 2 Il 4 2= 7Y a n gnhbr
PasCRARICER L, )

Afile, ARBNZDOWT THIV EEYYE TR O 8L 3 AR F O BRSOV T CERL
104F 11 A 12 AfF  BEESEF 10155) | ICESE, KEICEKT 2R FEERE HWTOH
EFABRLAA & U CRUERTEARGERFEAITH 2 & & LTz,

1.5.1.  HIVE:EE

1.5.1.1. AN R UVERICE T HHIVRERE DI IR

2013 AEDEH AR = A XFHHE (UNAIDS) OFEFHT & 5 & HIVIEYYIE f O KM s A~
RJEMERE (Acquired Immune Deficiency Syndrome : AIDS) D EEEE, R T 3500 77 A & HE
FENTWD Y, FEOHIVEBELEEHIE 210 FA T, 209 b/hRIE24 T A ThoT,
2001 424 IKf & Heig 9~ 5 & AR COHIVET B E £ 38% 8 LTk v | JeiEE %2 i
HIVIEZYEDFATIZE DB EH W TETWDH A, HK, FRT VT R RZDfMoT 7 35 E T
IR U TR R 3 E < . AT LT Tn s ?

GBS A REmEBEOHE N LD L. 2013 T T A ERN OBFEHIVEY LS
(FZWrEIZ AIDSARZIE) 131106 A (551 1060 A, P46 N) T, 20084 (1126 \) 2k
SME2MOBREH TH o7z, 2055 HAREFEOKIEFIL 996 AT, BEH 963 A
(96.7%) Toh-olz, HAREFEOFMIL 2008 F4 ' —7 L LT, TDOH% SFEMIIE—7 %
ZTITHERE LT B 03, A EEEE O B %Hémmiwﬁi@iﬁfaﬁ&@otoa
AEEET NZAEEEEO LT E BIZFERIEVORRICH D, —FF. FHAIDSESE (2
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WrFIZBEICAIDS 2 RJE L TV F) 13484 N (BEd66 A, LtE18 A) T, ZooHHH
AREFEGNL 449 AT, BEN 438 N (97.6%) Th o7z, AIDSHEF T HAREEED HMEZ F
(ZEEIME R3O TR D L 2013 F 0 EITB Eim & e o 72, FIRICBI LTI, HIViEG:
L 20 ~30 %1% (63.5%) ([CHEH L TRV, AIDSHEF TiL 30~40 1%ft (57.6%) ZH.Lk
L C 20 RIZIRIA< A LT D

1.5.1.2. HIVRA A D#RiB & iHIVERE

HIVIEGYE O, ARG, MEEE, AIDSHEIES & K& 3210 mF bivd,
HIVIZIEG T 5 & HE B2, U o HIEIRSE O M RYER N BN 5 (BTG |
HIVIZ K3 2 K BA 22 0 OGNS ER > TL B M A L ARITBAD T 50, 22T
FHEBR S L2, E D%, BEH S OGN L HIVAFEHL L7 REEDS BRI < (BEEpE
) o ZOMBHIVIZHEIE A RS, B3 ORE TR 2 IR T L, 003 T B iR B % 0F 5
Lo VRRE & 70D (AIDSHEIER]) o FIRKHL D & AIDSHAE HIC 5 F TORFFIEAEFIC X
ORI, FHIVEIENTON R WIEA . AIDSTIERILTICE S £ TOMRMIL 2 FFEE T
boreEnTtng?

HIVIEYLE ClE, Mg+ o 7 A VA (HIVRNA) &L OCD4 [ Y o 7 SEREAS e O F
OFE 2R T 2 DOICHRD TEETH 5, HIV RNABITHIVEGEK 6 » A TIRIE—EEIC
RN DN, 2D L EDENEWIEETRLADEITENZ &5 HIVIEYYE OHEFT T 0
%ﬁkﬁé F72. CD4 Y v SEREE, R A T 700~1300 /mm’ T 5 25, HIVIE

YLl X > T 200 /mm’ RS2 B LEREIRIEL 20 | Fla O REBRBRIE LT <
2%, CDARGMEY v REREUE, HIVIZ L » THE SN 7216 EOREISERBOERFREEZ /R L,
FIHIVIRIEBR MG 2 T DRI b EEARRE L 2 5 Y,

BIFE, HIVIEYEZ O b O3 DARIREIEIIATE Le\, BIED HIV EYYE DIRE D
JRANE, 3FILL L0 HIV FEZ T 2851 b r v A L 25 (Anti-Retroviral Therapy :
ART) |ZJX - T, HIVRNA &Z M HRALL TSI L, %5 ) OEIER AIDS BEEE i 2
HLEIFLHZETHD, FNUTKY, HIVIEGYEOHELT 2 Il L CHREREZHERF L. QOL &
UHW’%ELt%fW%%&%L WEEWOT LA AL T D, ZhODRELE
T D-0lcid, BEDPIREOEENEAHR L CEEE2MET 228 (T ReET 70 R) 0
ngkéo7%t77/2ﬂKEL@5&\%ﬁ®m¢%§#ﬁﬁf%?\74»1%%
WAl Shie < 72 27200 T <L EAIMMED A VAOHBAIEE D Z & &7 D,
IAEIE T A 1 EORETH LS HIV ENZ B INTEY ., ft HIVRIEO IR Z 4
DM EIZIZTT Re T 7 0 ADOMRNRES L 72> TnD, ZHUCL Y, BTG

TEHONLFENY 27 EWERIZE S QOLDIET, 7 Rt 7 F v ZDIE I L 5 A
PEHESE) % ERIZ L EX BN X DICRY, REOBEEBEAHER S TS,
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1.5.2. BHEOER

1.5.2.1. RRDEE

IR K ORI R R BEREE I EA] . HIVS 17 7 — P EFIPHIVA > 7 7 5 — PR
T2 ETHHIVEEIZ LD | AIDSORBERKZ OB ECTHRITIAEICH D L TnD, Lo Lgn
5. B{EOHFHIVIIEIITEET RE L OEDE SN TN D, FBlOREIEOFA 72
SfEE LT, 1ERDIGHRE L B LT, 1) EAIMMEHIVICR L CRIRR S D 2 & 2) mHER
B, AEMENFEmNZ &L ) MMHENETICSWZ &, 4) BMHEMERAN DN &0 5 IRk
WAV a—ARHETHLZENETOND, LW FRADOHIL hr A LV RAEKTHD
HIVA > T 77 —PHEANT., ENZUANVZAERNREAREEZ R TZERNBDOLLNTE
v, ENTIEZSAT SR (LLF, RAL) . =AEFZJ L [LLF. EVG., &/ FRENL
U)XV TN T A NI VA e S a v AE R ST ST e (LT,
TDF/FTC/COBIEVG) Fi&AlE LTCOH] KODTGD 3 F BB AR I TS, b
HANTT T, EAESBEICHIC L D HHIVIERT A BT A > Y R OKER AR
(Health and Human Services : HHS) F{TOHHIVEEDME FHIZBIT A H A R4+ 9 (LIF,
KEDHHSH A R7A4 ) IZBWTHRBMHERINLI LA IZEDa U AR—2 e LT
FFHN TS, ¥HIDTGIE, BFEOFEIIH»DLLT 1 H 1 HOBRGNAETHD Z &0
O, OHIVA > 7 7T —EHEA & AR TRIER T2 2 — AR HEICRY, T ReT 7~
ADW ENHFFEN TS, E7o, invitrodlkB L OEEIRRER ORI, DTGIZEWHE B/EHS
fOHIVA > 7 7T —ERHEA] & ORZZEMPENDI2NT ERMER SN TEY . S HITIFRFR
M7z @ BT T A NV A DO HBRER R CTRO LN T RN EWI RN H D, DL 57
HENH, DIGEMOFIL hu v A NV AIEDOFEAZ AW 1 H1EI1EOL Y A I8 5
T, HEROHHIVEIEICB T A Z IR TE 5 & bh s,

FEAER 72 BT HIV $3E1E, 2 FSED NRTI (NRTI AN v 7 R—2 LR EN D) & 1 FEEO F—
N7 v 7 [FEM R GRS EA] (Non-Nucleoside Reverse Transcriptase Inhibitor :
NNRTI) . HIV 7077 —PHEF I HIV A > 7 277 —PER] O3F0HE ST
W5, KENX, ¥—RT7 v 7% HIVA LT 7 7—CRERTHD DTG, NRTI /Ny 7 R—r
Z ABC/3TC & L7-lAHITH D, UM AR D A Z G 2 7202@ L
AR Z A LT 5 ABCATC IE, BlAHI Oy & L TR LS v, E£72,
ABC/TC Fe A ANCEIT 2 KB IGIR T — & L ZeMET — X MATFARETH VD, R F D
%< OETEMICOZ DHRERBRNH 5 Z Lvb b, ABCATC IXEAFI Oy & LT
FRAEA L W2 5, 2T, NRTI AN 7 R—2 % ABC/3TCIZ¢ 5 Z & T, TDFIZRHH L2
BROERA~OFEEZBET D Z ENFAEEL 2D | FFC IO ORBLEZTOTWEEFICE -
TIEARA P A R IR L 72 D,

1H1ENTEED LY A OFEIZE L T, NI TEEDOT RET 7 0 ANWES
NEZLEARTHEERDIET UV ARNELNTWS, =7 7L VY /T /RELY Y Fa¥x
SNT N, A Y 2y (LR, EFV/TDE/FTC) FEAH! (B4 @ Atripla®, [E
WNARZERR) & 1 B 1[E# 5325 2 & CIRIESEAIE O AR & /ML LTS &I1C, S8A% 1A
1 [B1#%5- 3 IZEFV & TDF/FTCRLAHIZBHH LTI H 1 BHR G L7ZSA LV b EEDOT Fe 7
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FUANKEINDZENRINE DY) ok Hic, 1H RSO LY A TBHEIC
ZIFANOGNRT L . BHOSEFNC L AIEEL D bIFATRIRENS 2 L BNERT — X1 &
S>TEMTFHNTWA,

HIV JEYYE I IARTIRIRIE DN 2 < EJEICD = 2B TH 57280, AR IR RRINE 2 K- RF)
AT&EDZ LN, BEDIRBERORINIIR T2, IRIREEASR OB X 2 AmEEcE T
57 ReT7 7 AOMK T, HAIME HIV HBLOBMN 2 & . ARTIZ X DB LK T
L1037, BEDOT R T 7 A%, ARTICE 2162 BT ST 57200
EEARAEZLRD, 1HTE1ED LY A T~ OFFZ28RNCRAT S Z RN T
RNTED | fERE U CHRELA BT D IEIRA 2RI M MBI 5 TRt 2 b S5 2 &
#f%é&mbmé HANRHE (XL A v OEH 7 REGEFIC L 5 T EOHEAN
) TEIRANE T A VA ORI BRI 2GR ORI TV A7 ThH &, B
IZiE. RT 7 7 2PN DA ZEMPEIC L - TE B OBFERBIEARESND U A7)
DL LEBETDHE, BIRORMMEOHBLIZS S ZENTEL1THIEIIEDOL YA T
L AFEIZEETH D,

BIFE, ENTIRIESNTWD 1 H 1R 1 EETIRERTREZ2 38R, HIVA 7 7 7 —BHE
Bl =2 L LIZAZ Y EA R RASEDOHRTH S (20144 11 A2 a2 27 L T BAEN K
BINTVNED) , AU EL RYERAEEL, 20134F 5 AICHEERBBE-ENgo 1 H 1
E1EEDOLY AL THY, ZTORASITIHIVA VT 77— B ILERTH HEVG, EyHEhkE
FHHEERIA 1 (7 —A X —) & LTYEHF HCOBI, NRTITHAHTDFLUFTCHHakD, L
L. A% U ENL R RAEEIZTDF 2 5T 2 & /6, TDRICEE L= B#ticky, 717
F=2 27 U T T AN 70 mL/minAl & 72 - 72 BEIC ﬂbf%&)tﬂ&ﬁﬁAﬁ®&§
HELZ X 72\, 2T, TDF CITEHIE 512817 2 BB E 05 5 O & O BSE 3B
%ﬁ’@ofwé*awgm”xm%b&m%ﬂﬂér@$%x1 NoOY R a7+
DEBEICKR LTI BRI & R DR WATREMER B D, £72. 2 &2 U L RUE A
*aiﬂ5QBUﬁwﬁnw¢®W)wwwam@#ﬁf%ékw CYP3AIZ X %

ST HEKEPH LGAICIE, EnoomhiRELY ER ISR HH, Tkl
T\$%imwm_%bfhf% BWROH LB ZRST, YR AEROREZIZ
&Aaﬁf&w:&ﬁ% Kﬁiﬁ%ﬁ$@%%£&@ﬁ%&5m7%f%éoE_\
UL R A BRI BERICNIRT 2 BB H 5 Dl ﬁuf\xﬂmﬁ$@ﬁﬁmﬁ%&<
WWT%T%D\Kﬁ®ﬁ%_iof7bt77/xwﬁhﬁ%ﬁfﬁéo

ARHFEERHI I T 2R O EIL, RIS T 2 ARFI O A hEEZ R~ L T b, sk
THEM SNz EE R EEL LB TH 5 SINGLE (ING114467) #RBRTIX. 96 I DR
%@ L C, DTG & ABCATCELAAIOPHL Y A (LLF, DTG+ABC/3ATCL Y A ) 7281 H
1A 182D LY A T HEFV/TDEFTCELAA] (Fdh4 « Atripla®, EPNARFER) L0 bAE

IZENTWD Z EARENTND, DTGOBRAFEIZIU T, DTGHABC/3TC L ¥ A (I HTHIV
HIC L DR OIRNEBEZRRE LIIREERINEE LCTER SR TEBY ., Z ORBRAGE
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IARRFEERCHIRTR LTS, TOFTHEERZ L1X, DTGHABC/3TCL ¥ A > TIHEHK
SNTPHIVIRIZ X DR D72 WBEFIZEB W T, W OIEFNIR LT HIMERRD &
Nhol=Z L Thsd, ZhuE, DTGEHEL LKA W T, EFVEON T LT 778
b (LUF, RAL) 12 X DIEHEEZ T Toxt BREEO YR A \INRTIR OV Ot 7 Z 2 D FEAC
T BMPERRBO BTS2 &, WA Z Y B RUEASEICEWL TAETICRD bh
TWATHEDFBBE 2B E 2 5 & R RFERTH D D),

Plbxo, T1E 118 H5ICLY, HIVEIUEBRE N L ORI ZREST D 0D
A&/ NRICINZ D 2 EDFEEE 720 | AAFNT HIV BYYE B K OERI k3 2 EHE
FLUWEESEIRE E s EBbnd, B2, THIRIIEOL YA N> TT Re T T
A D] EMRRIAEND HIV EYUEEE O, ARFMERM M (NNRTIf#ESS HIV 727 7 —&
FEEAIME) DM DTG IZ L DIRENEY) & &) HIVIEYERFIC & > T, KHID
TR I THh A D L Ebn s,

1.5.2.2. ERERBARE TR 5 L

A#NX, DTG, ABC, 3TC, KU ABC/3TC El& Al BT KR Z S & A 7= Fl &4 DERIRFER
AR FE S W TR S iz,

DTGIZ 2013 4E 8 A 12 HIZKENCHWTTIVICAY & L TIRGEAR ENTHBY . BN T
20144 1 A 20 HIZTivicay® & L THRFBAREN TS, F7-. ERTSHFEEEIC, 2014 43
H24BIC T A"E50mg] & LTHRFEARSNIZEZATHS, ABC600mgs 3TC
300 mgPELA AL, EWNTIZ 2004 FE1C =72 3 A% (2009 4272 2 A FL A BRI HE
LEF) L THREARINTEY ., BfEIX1 B 1 RERSOEEA]E L CHRAECTHlRE S
NTW5, —EOETIE, HAIDABCK N 3TCOKBEMMNER 3 » AE T E TFTIFonD

ERIRFIZ, ABC/ATCEEAAID 1 B 1[BBG 2 AGRHEE D 125 E Tol & TIF 54T
% 14),15)0

AFN ORI 7 7 7T 2id, EE 1B & 2z mlioed 2 riiateR 5 3B Sk S
NTHEY, 2o DR O AR OFIMER OLZ 2 E RS L7 235G TnD5, K
AIOEEARBZE 7 v 7 Z MMIE T D KRR Z LU IZR T,

® SINGLE (ING114467) kB

DTG HAIDERKRBRFE 7 1 7 F LO—ETh 5 SINGLE (ING114467) #RERIL, DTG 50 mg
Z 1 B 1[5 & ABC/3TC 600/300 mg Bl & 74 & OF A i 5- L 7256 DA 2 R O 2 2 et L
ARSI —HERERBR THD Z LD, AFIORBICBONCEERRBRTH D,

® SPRING-2 (ING113086) #&fR. FLAMINGO (ING114915) #BR. SPRING-1
(ING112276) Bk
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DTG AR 7 0 7T JMIEENTWD 2 b DOERIZ, DTG50mg 1 H 18] & ff
LT, sk LT ABC/3TC 600/300 mg il &A% 1 B 1 G SN EBEZ2 ST,
AFN ORI THER ORI T 1R E e T 2R B TH D,

® N REIK T O DTG B Z 5F il L 72385k (ING116070 #5k) . SAILING (ING111762)
R
DTG HAIDEKRERE 7 7 7T AMTEENTND 2 b ORERIE, ABC/3TC Bl & Al Il
DHENIHL b a v A VA E G L7254 O DTG 50 mg $& DA 801 & V2 e B4 5
AT 2B ThH D, 272U, MaBRIZHEV T DTG 50 mg & ABC/3TC 600/300 mg At
EHIBOFR B S S T IEFIER T 72,

PUHIV BT X DIEFARBR O 70 WEF 2 XU FE i L= 535 [SINGLE (ING114467) &
Bk, SPRING-2 (ING113086) B, FLAMINGO (ING114915) 7#B#%, SPRING-1

(ING112276) #BR, FREIH O DTG I 250l L7238k (ING116070 35R) 1 25
AHENCEFEILD 3 DOBLAKD T X THIFHEE ST BF KON DTG & 2 #1D NRTI 23 f
ML SNT-HREDOT — 20355 7-, SAILING (ING111762) #BR i, HiHIVIEIZ LS
RN H D . O HIV A 7 7T —BEARI O 5RO 72\ O A HIV EYYE B %
KIGZ, DTG & 1AL EO A BRIER ARG SN BE DT — 2035 6T,

HAID DTG, ABC, KO3TCIZxIT DR Y v 7T LO—ETH 52 Do 5508k
LI FIRT,

® INGI111521 i Bk
ING111521 #&BR1E DTG 2% 9 D& FERE  (Proof of Concept : POC) A CTH Y, DTG H
ﬁJ@g(mL‘ %%i%*;’%:ﬁiﬂ‘(b\éo

® (CNA30021 iR, EPV20001 7k, EPV40001 7Bk, COLA4005 7k

b DiRBR T, ABC 600 mg X1 3TC300mg 1 B 1[4 5-(2B9 5 &R HHEEHCE £
nTnsb,

Z DO, ABC/3TC Bl &% AW TN L7738k (CAL30001 55k, ESS30008 FlHk,
EPZ104057 iR, CNA109586 iR, (X COL101004 #5R) X, AR X7z ABC/3TC Bl A
F OB SCEDOERRBGEHEICFEH SN TV 5, BT 2 sl s 12.7.3 BRRAA M)
\ZROH L7,

TR T ORFIRFAIR DN — R L 70 2 W FRIR S MERER (ING114580 #R) 1Tk - T, AHl
23 DTG & Y ABC/3TC B &G AIONFR B G- & AW RS Th 5 Z LR S, £7-.
T2 A ERBR T o D CAL10001 #8BRIZ X - T, ABC/3TC (600/300 mg) BlAFHIANH
AR D ABC 300 mg £ 2 8 K% OF 3TC 150 mg §E 2 §E & AEMFHNCRZETH D Z & DR

15-p.6



NTWD, AHI MO BA L B O & 2 BRARKBERERIC SV Tid, 12.7.1 WA K O
BAEg 2 HriE) KOY 12.7.2 BRRFEBEERER ) (2504 L7,

DTG, ABC, 3TC, KU ABC/3TC &z AWV 7zaBRIIMIC b B ST\ 5, AHGE
EEHZE £ 720 DTG, ABC, 3TC, X% ABCATC ELAHIZ AWK RBRO &4 (2.5
W R (B9 D AR ) @ Appendix Table 1 1278 L7z, 7ok, AHEEEHIE T 5 KR
Bro—Ex [52 REERRBR—ER] (TIRMN L,

1.5.2.3. Fife PR B BR D BB

AFNOERREIE T 0 77 MZEEND SHBOBIIE 23 1.5.2-1 1278 L7z, HLHIV FEIZ X
DIRPRRER D72 AN HIV EYYEBE 2 %4 & LT, SPRING-1 (ING112276) 7R,
SPRING-2 (ING113086) #tEr, SINGLE (ING114467) &R, & U FLAMINGO

(ING114915) #BRO 43 BRI S TRV | HLHIV EIZ L D1RERBRAH Y | 23D HIV
A T 77 —BIHER O GREBRD IV AN HIV EGYELE 235 & LT, SAILING

(ING111762) BRI Ff STV D, Wb odt HIV 3E & O HIC X 5 R W# 5505k
Thb, B, 2N OORBREREICHESE, 20144 5 A 1 BIZWET S 7=k [E DHHS H A
KT A 28V T, DTGHABC/3TC L ¥ A V3L HIV 3RIZ X D IBHERBR O I W B 1295
HAFL DA L LTHTF LN TS Y 510, BHOENOH HIVIEET A RS54 Th,
WIEEER & L GRIRT REEFOMAEDE T, DIGAF— KT v 7 ABCATC /Xy 7
R—r L LTHERS LTS Y,
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% 1.5.21 TERKRSEER DM
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
TRIUMEQ safely and effectively. See full prescribing information for
TRIUMEQ.

TRIUMEQ (abacavir, dolutegravir, and lamivudine) tablets, for oral use
Initial U.S. Approval: 2014

WARNING: HYPERSENSITIVITY REACTIONS, LACTIC ACIDOSIS

AND SEVERE HEPATOMEGALY, AND EXACERBATIONS OF
HEPATITIS B
See full prescribing information for complete boxed warning.

Serious and sometimes fatal hypersensitivity reactions have been
associated with abacavir-containing products. (5.1)

Hypersensitivity to abacavir is a multi-organ clinical syndrome. (5.1)
Patients who carry the HLA-B*5701 allele are at high risk for
experiencing a hypersensitivity reaction to abacavir. (5.1)

Discontinue TRIUMEQ as soon as a hypersensitivity reaction is
suspected. Regardless of HLA-B*5701 status, permanently discontinue
TRIUMEQ if hypersensitivity cannot be ruled out, even when other
diagnoses are possible. (5.1)

Following a hypersensitivity reaction to abacavir, NEVER restart
TRIUMEQ or any other abacavir-containing product. (5.1)

Lactic acidosis and severe hepatomegaly with steatosis, including fatal
cases, have been reported with the use of nucleoside analogues. (5.2)
Severe acute exacerbations of hepatitis B have been reported in patients
who are co-infected with hepatitis B virus (HBV) and human
immunodeficiency virus (HIV-1) and have discontinued lamivudine, a
component of TRIUMEQ. Monitor hepatic function closely in these
patients and, if appropriate, initiate anti-hepatitis B treatment. (5.3)

INDICATIONS AND USAGE

TRIUMEQ), a combination of dolutegravir (integrase strand transfer inhibitor
[INSTI]), abacavir, and lamivudine (both nucleoside analogue reverse
transcriptase inhibitors) is indicated for the treatment of HIV-1 infection. (1)

Limitations of Use:

TRIUMEQ alone is not recommended for use in patients with current or
past history of resistance to any components of TRIUMEQ. (12.4)
TRIUMEQ alone is not recommended in patients with resistance-
associated integrase substitutions or clinically suspected integrase strand
transfer inhibitor resistance because the dose of dolutegravir in TRIUMEQ
is insufficient in these subpopulations. See the dolutegravir prescribing
information. (1)

-------------------- DOSAGE AND ADMINISTRATION ----=--=m-mmnmmmemeee-
Before initiating TRIUMEQ, screen for the HLA-B*5701 allele because
TRIUMEQ contains abacavir. (2.1).

Adults: One tablet daily. May be taken with or without food. (2.2)

Dosing with certain concomitant medications: If efavirenz,
fosamprenavir/ritonavir, tipranavir/ritonavir, or rifampin are
coadministered, then the recommended dolutegravir dosage regimen is

50 mg twice daily. An additional 50-mg dose of dolutegravir, separated by
12 hours from TRIUMEQ, should be taken. (2.3)

————————————————————— DOSAGE FORMS AND STRENGTHS ---------------m-----
Tablets: 600 mg of abacavir, 50 mg of dolutegravir, and 300 mg of
lamivudine. (3)

CONTRAINDICATIONS

e Presence of HLA-B*5701 allele. (4)

e Previous hypersensitivity reaction to abacavir, dolutegravir, or lamivudine.
“

e Coadministration with dofetilide. (4)

e Moderate or severe hepatic impairment. (4, 8.7)

----------------------- WARNINGS AND PRECAUTIONS ----------mm-mmmmeeeee

o Patients with underlying hepatitis B or C may be at increased risk for
worsening or development of transaminase elevations with use of
TRIUMEQ. Appropriate laboratory testing prior to initiating therapy and
monitoring for hepatotoxicity during therapy with TRIUMEQ is
recommended in patients with underlying hepatic disease such as hepatitis
BorC. (5.3)

e Hepatic decompensation, some fatal, has occurred in HIV-1/HCV
co-infected patients receiving combination antiretroviral therapy and
interferon alfa with or without ribavirin. Discontinue TRIUMEQ as
medically appropriate and consider dose reduction or discontinuation of
interferon alfa, ribavirin, or both. (5.4)

e Immune reconstitution syndrome and redistribution/accumulation of body
fat have been reported in patients treated with combination antiretroviral
therapy. (5.5, 5.6)

e Administration of TRIUMEQ is not recommended in patients receiving
other products containing abacavir or lamivudine. (5.8)

ADVERSE REACTIONS
The most commonly reported adverse reactions of at least moderate intensity
and incidence at least 2% (in those receiving TRIUMEQ) were insomnia,
headache, and fatigue. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact ViiV
Healthcare at 1-877-844-8872 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS
Coadministration of TRIUMEQ with other drugs can alter the concentration
of other drugs and other drugs may alter the concentrations of TRIUMEQ.
The potential drug-drug interactions must be considered prior to and during
therapy. (4, 7, 12.3)

——————————————————————— USE IN SPECIFIC POPULATIONS -----------=-nmmnmemm-

e Pregnancy: TRIUMEQ should be used during pregnancy only if the
potential benefit justifies the potential risk. (8.1)

o Nursing mothers: Breastfeeding is not recommended due to the potential
for HIV transmission. (8.3)

e TRIUMEQ is not recommended in patients with creatinine clearance less
than 50 mL per min. (8.6)

e Ifa dose reduction of abacavir, a component of TRIUMEQ), is required for
patients with mild hepatic impairment, then the individual components
should be used. (8.7)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
Revised: 08/2014
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FULL PRESCRIBING INFORMATION

WARNING: HYPERSENSITIVITY REACTIONS, LACTIC ACIDOSIS AND SEVERE
HEPATOMEGALY, AND EXACERBATIONS OF HEPATITIS B

Hypersensitivity Reactions

Serious and sometimes fatal hypersensitivity reactions, with multiple organ involvement,
have been associated with abacavir, a component of TRIUMEQ®. Patients who carry the
HLA-B*5701 allele are at a higher risk of a hypersensitivity reaction to abacavir; although,
hypersensitivity reactions have occurred in patients who do not carry the HLA-B*5701
allele [see Warnings and Precautions (5.1)].

All patients should be screened for the HLA-B*5701 allele prior to initiating therapy with
TRIUMEQ or reinitiation of therapy with TRIUMEQ unless patients have had an
HLA-B*5701 allele assessment. Discontinue TRIUMEQ if a hypersensitivity reaction is
suspected. TRIUMEQ is contraindicated in patients who have the HLA-B*5701 allele or in
patients with a prior hypersensitivity reaction to abacavir [see Contraindications (4),
Warnings and Precautions (5.1)]. Reintroduction of TRIUMEQ or any other
abacavir-containing product can result in life-threatening or fatal hypersensitivity
reactions, even in patients who have no history of hypersensitivity to abacavir therapy.
Such reactions can occur within hours [see Warnings and Precautions (5.1)].

Lactic Acidosis and Severe Hepatomegaly

Lactic acidosis and severe hepatomegaly with steatosis, including fatal cases, have been
reported with the use of nucleoside analogues alone or in combination, including abacavir,
lamivudine, and other antiretrovirals. Discontinue TRIUMEQ if clinical or laboratory
findings suggestive of lactic acidosis or pronounced hepatotoxicity occur [see Warnings and
Precautions (5.2)].

Exacerbations of Hepatitis B

Severe acute exacerbations of hepatitis B have been reported in patients who are
co-infected with hepatitis B virus (HBV) and human immunodeficiency virus (HIV-1) and
have discontinued lamivudine, one component of TRIUMEQ. Hepatic function should be
monitored closely with both clinical and laboratory follow-up for at least several months in
patients who discontinue TRIUMEQ and are co-infected with HIV-1 and HBV. If
appropriate, initiation of anti-hepatitis B therapy may be warranted [See Warnings and
Precautions (5.3)].




1 INDICATIONS AND USAGE
TRIUMEQ is indicated for the treatment of human immunodeficiency virus type 1 (HIV-
1) infection.
Limitations of Use:
e TRIUMEQ alone is not recommended for use in patients with current or past history of
resistance to any components of TRIUMEQ [see Microbiology (12.4)].
e TRIUMEQ alone is not recommended in patients with resistance-associated integrase
substitutions or clinically suspected integrase strand transfer inhibitor resistance because the

dose of dolutegravir in TRIUMEQ is insufficient in these subpopulations. See full
prescribing information for dolutegravir.

2 DOSAGE AND ADMINISTRATION
2.1  Screening for HLA-B*5701 Allele Prior to Starting TRIUMEQ

Screen for the HLA-B*5701 allele prior to initiating therapy with TRIUMEQ [see Boxed
Warning, Warnings and Precautions (5.1)].
2.2 Recommended Dosage

TRIUMEQ is a fixed-dose combination product containing 600 mg of abacavir, 50 mg of
dolutegravir, and 300 mg of lamivudine. The recommended dosage regimen of TRIUMEQ in
adults is one tablet once daily orally with or without food.
2.3 Dosage Recommendation with Certain Concomitant Medications

The dolutegravir dose (50 mg) in TRIUMEQ is insufficient when coadministered with
medications listed in Table 1 that may decrease dolutegravir concentrations; the following
dolutegravir dosage regimen is recommended.

Table 1. Dosing Recommendations for TRIUMEQ with Coadministered Medications

Coadministered Drug Dosing Recommendation
Efavirenz, The recommended dolutegravir dosage regimen is 50 mg
fosamprenavir/ritonavir, twice daily. An additional dolutegravir 50-mg tablet,
tipranavir/ritonavir, or rifampin | separated by 12 hours from TRIUMEQ), should be taken.

3 DOSAGE FORMS AND STRENGTHS

TRIUMEQ tablets are purple, biconvex, oval, and debossed with “572 Tr1” on one side.
Each film-coated tablet contains abacavir sulfate equivalent to 600 mg of abacavir, dolutegravir
sodium equivalent to 50 mg of dolutegravir, and 300 mg of lamivudine [see Description (11)].

4 CONTRAINDICATIONS
TRIUMEQ is contraindicated in patients:
e who have the HLA-B*5701 allele [see Warnings and Precautions (5.1)].
e with previous hypersensitivity reaction to abacavir. Before starting TRIUMEQ, review
medical history for prior exposure to any abacavir-containing product. NEVER restart




TRIUMEQ or any other abacavir-containing product following a hypersensitivity reaction to
abacavir, regardless of HLA-B*5701 status [see Warnings and Precautions (5.1)].

e with previous hypersensitivity reaction to dolutegravir [see Warnings and Precautions (5.1)]
or lamivudine.

e receiving dofetilide, due to the potential for increased dofetilide plasma concentrations and
the risk for serious and/or life-threatening events with concomitant use of dolutegravir [see
Drug Interactions (7)].

e with moderate or severe hepatic impairment [See Use in Specific Populations (8.7)].

5 WARNINGS AND PRECAUTIONS
5.1 Hypersensitivity Reaction

Hypersensitivity reactions have been reported with the use of abacavir or dolutegravir,
components of TRIUMEQ.

Abacavir: Serious and sometimes fatal hypersensitivity reactions have been associated
with abacavir-containing regimens. See full prescribing information for ZIAGEN® (abacavir).
Patients who carry the HLA-B*5701 allele are at high risk for experiencing a hypersensitivity
reaction to abacavir. All patients should be screened for the HLA-B*5701 allele prior to
initiating therapy with abacavir or reinitiation of abacavir therapy unless HLA-B*5701
information is available. Do not treat HLA-B*5701-positive patients with an abacavir-containing
regimen [see Contraindications (4)].

HLA-B*5701-negative patients may develop a hypersensitivity reaction to abacavir;
however, this occurs significantly less frequently than in HLA-B*5701-positive patients.
Regardless of HLA-B*5701 status, permanently discontinue TRIUMEQ if hypersensitivity
cannot be ruled out, even when other diagnoses are possible.

Symptoms indicating a multi-organ clinical syndrome usually appear within the first
6 weeks of treatment with abacavir (median time to onset was 9 days), although the reaction may
occur at any time during therapy. The reaction is typically characterized by the presentation of
key signs or symptoms in 2 or more of the following groups: (1) fever; (2) rash; (3)
gastrointestinal (including nausea, vomiting, diarrhea, or abdominal pain); (4) constitutional
(including generalized malaise, fatigue, or achiness); (5) respiratory (including dyspnea, cough,
or pharyngitis).

Other signs and symptoms of hypersensitivity include lethargy, headache, myolysis,
edema, abnormal chest x-ray findings (predominantly infiltrates, which can be localized),
arthralgia, and paresthesia. Anaphylaxis, liver failure, renal failure, hypotension, adult
respiratory distress syndrome, respiratory failure, and death have occurred in association with
hypersensitivity reactions. Physical findings associated with hypersensitivity to abacavir in some
subjects include lymphadenopathy, mucous membrane lesions (conjunctivitis and mouth
ulcerations), and rash. The rash usually appears maculopapular or urticarial, but may be variable
in appearance. There have been reports of erythema multiforme. Hypersensitivity reactions have
occurred without rash.



Laboratory abnormalities associated with hypersensitivity to abacavir in some subjects
include elevated liver function tests, elevated creatine phosphokinase, elevated creatinine, and
lymphopenia.

Clinical Management of Abacavir Hypersensitivity: Discontinue TRIUMEQ as
soon as a hypersensitivity reaction is suspected. To minimize the risk of a life-threatening
hypersensitivity reaction, permanently discontinue TRIUMEQ if hypersensitivity cannot be ruled
out, even when other diagnoses are possible (e.g., acute onset respiratory diseases such as
pneumonia, bronchitis, pharyngitis, or influenza; gastroenteritis; or reactions to other
medications).

Following a hypersensitivity reaction to abacavir, NEVER restart TRIUMEQ or any
other abacavir-containing product because more severe symptoms can occur within hours and
may include life-threatening hypotension and death.

When therapy with TRIUMEQ has been discontinued for reasons other than symptoms of
a hypersensitivity reaction, and if reinitiation of TRIUMEQ or any other abacavir-containing
product is under consideration, carefully evaluate the reason for discontinuation of TRIUMEQ to
ensure that the patient did not have symptoms of a hypersensitivity reaction.

If hypersensitivity cannot be ruled out, DO NOT reintroduce TRIUMEQ or any other
abacavir-containing product.

If symptoms consistent with abacavir hypersensitivity are not identified, reintroduction
can be undertaken with continued monitoring for symptoms of a hypersensitivity reaction. Make
patients aware that a hypersensitivity reaction can occur with reintroduction of TRIUMEQ or
any other abacavir-containing product and that reintroduction of TRIUMEQ or introduction of
any other abacavir-containing product needs to be undertaken only if medical care can be readily
accessed by the patient or others.

In any patient treated with abacavir, the clinical diagnosis of hypersensitivity reaction
must remain the basis of clinical decision-making. Even in the absence of the HLA-B*5701
allele, it is important to permanently discontinue abacavir and not rechallenge with abacavir if a
hypersensitivity reaction cannot be ruled out on clinical grounds, due to the potential for a severe
or even fatal reaction.

Dolutegravir: Hypersensitivity reactions have been reported and were characterized by
rash, constitutional findings, and sometimes organ dysfunction, including liver injury. The events
were reported in less than 1% of subjects receiving TIVICAY® in Phase 3 clinical trials.
Discontinue TRIUMEQ and other suspect agents immediately if signs or symptoms of
hypersensitivity reactions develop (including, but not limited to, severe rash or rash accompanied
by fever, general malaise, fatigue, muscle or joint aches, blisters or peeling of the skin, oral
blisters or lesions, conjunctivitis, facial edema, hepatitis, eosinophilia, angioedema, difficulty
breathing). Clinical status, including liver aminotransferases, should be monitored and
appropriate therapy initiated. Delay in stopping treatment with TRIUMEQ or other suspect
agents after the onset of hypersensitivity may result in a life-threatening reaction.



Clinically, it is not possible to determine whether a hypersensitivity reaction with
TRIUMEQ would be caused by abacavir or dolutegravir. Therefore, never restart TRIUMEQ or
any other abacavir- or dolutegravir-containing product in patients who have stopped therapy with
TRIUMEQ due to a hypersensitivity reaction.

5.2 Lactic Acidosis and Severe Hepatomegaly with Steatosis

Lactic acidosis and severe hepatomegaly with steatosis, including fatal cases, have been
reported with the use of nucleoside analogues and other antiretrovirals. See full prescribing
information for ZIAGEN (abacavir) and EPIVIR® (lamivudine). Treatment with TRIUMEQ
should be suspended in any patient who develops clinical or laboratory findings suggestive of
lactic acidosis or pronounced hepatotoxicity (which may include hepatomegaly and steatosis
even in the absence of marked transaminase elevations).

5.3 Patients with Hepatitis B or C Virus Co-infection

Effects on Serum Liver Biochemistries: Patients with underlying hepatitis B or C may
be at increased risk for worsening or development of transaminase elevations with use of
TRIUMEQ [see Adverse Reactions (6.1)]. See full prescribing information for TIVICAY
(dolutegravir). In some cases the elevations in transaminases were consistent with immune
reconstitution syndrome or hepatitis B reactivation particularly in the setting where anti-hepatitis

therapy was withdrawn. Appropriate laboratory testing prior to initiating therapy and monitoring
for hepatotoxicity during therapy with TRIUMEQ are recommended in patients with underlying
hepatic disease such as hepatitis B or C.

Posttreatment exacerbations of Hepatitis: Clinical and laboratory evidence of
exacerbations of hepatitis have occurred after discontinuation of lamivudine. See full prescribing
information for EPIVIR (lamivudine). Patients should be closely monitored with both clinical

and laboratory follow-up for at least several months after stopping treatment.
Emergence of Lamivudine-resistant HBV: Safety and efficacy of lamivudine have not
been established for treatment of chronic hepatitis B in subjects dually infected with HIV-1 and

HBV. Emergence of hepatitis B virus variants associated with resistance to lamivudine has also
been reported in HIV-1-infected subjects who have received lamivudine-containing antiretroviral
regimens in the presence of concurrent infection with hepatitis B virus. See full prescribing
information for EPIVIR (lamivudine).
5.4 Use with Interferon- and Ribavirin-based Regimens

Patients receiving interferon alfa with or without ribavirin and TRIUMEQ should be
closely monitored for treatment-associated toxicities, especially hepatic decompensation. See full
prescribing information for EPIVIR (lamivudine). Discontinuation of TRIUMEQ should be
considered as medically appropriate. Dose reduction or discontinuation of interferon alfa,
ribavirin, or both should also be considered if worsening clinical toxicities are observed,
including hepatic decompensation (e.g., Child-Pugh greater than 6) (see full prescribing
information for interferon and ribavirin).
5.5 Immune Reconstitution Syndrome



Immune reconstitution syndrome has been reported in patients treated with combination
antiretroviral therapy, including TRIUMEQ. During the initial phase of combination
antiretroviral treatment, patients whose immune systems respond may develop an inflammatory
response to indolent or residual opportunistic infections (such as Mycobacterium avium infection,
cytomegalovirus, Pneumocystis jirovecii pneumonia [PCP], or tuberculosis), which may
necessitate further evaluation and treatment.

Autoimmune disorders (such as Graves’ disease, polymyositis, and Guillain-Barré
syndrome) have also been reported to occur in the setting of immune reconstitution; however, the
time to onset is more variable, and can occur many months after initiation of treatment.

5.6  Fat Redistribution

Redistribution/accumulation of body fat including central obesity, dorsocervical fat
enlargement (buffalo hump), peripheral wasting, facial wasting, breast enlargement, and
“cushingoid appearance” have been observed in patients receiving antiretroviral therapy. The
mechanism and long-term consequences of these events are currently unknown. A causal
relationship has not been established.

5.7 Myocardial Infarction

In a published prospective, observational, epidemiological trial designed to investigate
the rate of myocardial infarction (MI) in patients on combination antiretroviral therapy, the use
of abacavir within the previous 6 months was correlated with an increased risk of MI. In a
sponsor-conducted pooled analysis of clinical trials, no excess risk of MI was observed in
abacavir-treated subjects as compared with control subjects. In totality, the available data from
the observational cohort and from clinical trials are inconclusive.

As a precaution, the underlying risk of coronary heart disease should be considered when
prescribing antiretroviral therapies, including abacavir, and action taken to minimize all
modifiable risk factors (e.g., hypertension, hyperlipidemia, diabetes mellitus, smoking).

5.8 Related Products that are Not Recommended

TRIUMEQ contains fixed doses of an INSTI (dolutegravir) and 2 nucleoside analogue
reverse transcriptase inhibitors (abacavir and lamivudine); concomitant administration of
TRIUMEQ with other products containing abacavir or lamivudine is not recommended.

6 ADVERSE REACTIONS
The following adverse reactions are discussed in other sections of the labeling:

e Serious and sometimes fatal hypersensitivity reaction [see Boxed Warning, Warnings and
Precautions (5.1)].

e Lactic acidosis and severe hepatomegaly [see Boxed Warning, Warnings and Precautions
(5.2)].

e Effects on serum liver biochemistries in patients with hepatitis B or C co-infection [see
Warnings and Precautions (5.3)].

e Exacerbations of hepatitis B [see Boxed Warning, Warnings and Precautions (5.3)].



e Hepatic decompensation in patients co-infected with HIV-1 and Hepatitis C [see Warnings
and Precautions (5.4)].
e Immune reconstitution syndrome [see Warnings and Precautions (5.5)].
e Fat redistribution [see Warnings and Precautions (5.6)].
e Myocardial infarction [see Warnings and Precautions (5.7)].
6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the clinical trials of a drug cannot be directly compared with rates in the
clinical trials of another drug and may not reflect the rates observed in clinical practice.
Treatment-emergent Adverse Drug Reactions (ADRS): The safety assessment of
TRIUMEQ is primarily based on the analyses of data from a randomized, international,
multicenter, double-blind, active-controlled trial, SINGLE (ING114467) and supported by data
in treatment-experienced, INSTI-naive subjects from SAILING (ING111762) and by data from
other treatment-naive trials. See full prescribing information for TIVICAY.

Treatment-naive Subjects: In SINGLE, 833 adult subjects were randomized and
received at least one dose of either dolutegravir (TIVICAY) 50 mg with fixed-dose abacavir
sulfate and lamivudine (EPZICOM®) once daily (n = 414) or fixed-dose
efavirenz/emtricitabine/tenofovir (ATRIPLA®) once daily (n = 419). Through 96 weeks, the rate
of adverse events leading to discontinuation was 3% in subjects receiving TIVICAY +
EPZICOM and 12% in subjects receiving ATRIPLA once daily.

Treatment-emergent ADRs of moderate to severe intensity observed in at least 2% of
subjects in either treatment arm of SINGLE are provided in Table 2.

Table 2. Treatment-emergent Adverse Drug Reactions of at Least Moderate Intensity
(Grades 2 to 4) and at Least 2% Frequency in Treatment-naive Subjects in SINGLE (Week
96 Analysis)

TIVICAY + EPZICOM ATRIPLA
Once Daily Once Daily
Adverse Reaction (N =414) (N =419)
Psychiatric
Insomnia 3% 2%
Depression 1% 2%
Abnormal dreams <1% 2%
Nervous System
Dizziness <1% 5%
Headache 2% 2%
Gastrointestinal
Nausea <1% 3%
Diarrhea <1% 2%
8




TIVICAY + EPZICOM ATRIPLA
Once Daily Once Daily
Adverse Reaction (N =414) (N =419)
General Disorders
Fatigue 2% 2%
Skin and Subcutaneous Tissue
Rasha <1% 6%
Ear and Labyrinth
Vertigo 0 2%

* Includes pooled terms: rash, rash generalized, rash macular, rash maculo-papular, rash pruritic,
and drug eruption.

Treatment-experienced Subjects: SAILING is an international, double-blind trial
in INSTI-naive, antiretroviral treatment-experienced adult subjects. Subjects were randomized
and received either TIVICAY 50 mg once daily or raltegravir 400 mg twice daily with
investigator-selected background regimen consisting of up to 2 agents, including at least one
fully active agent. At 48 weeks, the rate of adverse events leading to discontinuation was
consistent with that seen in the overall treatment-naive patient population. See full prescribing
information for TIVICAY.

The ADRSs observed in the subset of subjects who received TIVICAY + EPZICOM were
generally consistent with those seen in the overall treatment-naive patient population.

Less Common Adverse Reactions Observed in Clinical Trials: The following
adverse reactions occurred in less than 2% of treatment-naive or treatment-experienced subjects
in any one trial. These events have been included because of their seriousness and/or assessment
of potential causal relationship.

Gastrointestinal Disorders: Abdominal pain, abdominal distention, abdominal
discomfort, dyspepsia, flatulence, gastroesophageal reflux disease, upper abdominal pain,
vomiting.

General Disorders: Fever, lethargy.

Hepatobiliary Disorders: Hepatitis.

Metabolism and Nutrition Disorders: Anorexia, hypertriglyceridemia.

Musculoskeletal Disorders: Arthralgia, myositis.

Nervous: Somnolence.

Psychiatric: Nightmare and sleep disorder.

Renal and Urinary Disorders: Renal impairment.

Skin and Subcutaneous Tissue Disorders: Pruritus.

Laboratory Abnormalities: Treatment-naive Subjects: Selected laboratory
abnormalities (Grades 2 to 4) with a worsening grade from baseline and representing the worst-
grade toxicity in at least 2% of subjects in SINGLE are presented in Table 3. The mean change
from baseline observed for selected lipid values is presented in Table 4.




Table 3. Selected Laboratory Abnormalities (Grades 2 to 4) in Treatment-naive Subjects in

SINGLE (Week 96 Analysis)

TIVICAY + EPZICOM ATRIPLA
Once Daily Once Daily
Laboratory Abnormality (N =414) (N =419

ALT

Grade 2 (>2.5-5.0 x ULN) 2% 5%

Grade 3 to 4 (>5.0 x ULN) <1% <1%
AST

Grade 2 (>2.5-5.0 x ULN) 3% 3%

Grade 3 to 4 (>5.0 x ULN) <1% 3%
Creatine kinase

Grade 2 (6.0-9.9 x ULN) 4% 1%

Grade 3 to 4 (>10.0 x ULN) 5% 7%
Hyperglycemia

Grade 2 (126-250 mg/dL) 7% 5%

Grade 3 (>250 mg/dL) 2% <1%
Lipase

Grade 2 (>1.5-3.0 x ULN) 9% 9%

Grade 3 to 4 (>3.0 ULN) 4% 3%
Total neutrophils

Grade 2 (0.75-0.99 x 10%) 3% 5%

Grade 3 to 4 (<0.75 x 10°) 2% 3%

ULN = Upper limit of normal.

Table 4. Mean Change from Baseline in Fasted Lipid Values in Treatment-naive Subjects

in SINGLE (Week 96 Analysis®)

TIVICAY + EPZICOM ATRIPLA
Once Daily Once Daily
Lipid (N=414) (N=419)
Cholesterol (mg/dL) 232 28.0
HDL cholesterol (mg/dL) 5.2 7.4
LDL cholesterol (mg/dL) 14.5 18.0
Triglycerides (mg/dL) 17.2 17.4

* Subjects on lipid-lowering agents at baseline were excluded from these analyses (TIVICAY
n =30 and ATRIPLA n = 27). Fifty-five subjects initiated a lipid-lowering agent post-baseline;
their last fasted on-treatment values (prior to starting the agent) were used regardless if they
discontinued the agent (SINGLE: TIVICAY n =25 and ATRIPLA: n = 30).
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Treatment-experienced Subjects: Laboratory abnormalities observed in SAILING
were generally similar compared with observations seen in the treatment-naive trials.
Hepatitis C Virus Co-infection: In SINGLE, the pivotal Phase 3 trial, subjects with
hepatitis C virus co-infection were permitted to enroll provided that baseline liver chemistry tests

did not exceed 5 times the upper limit of normal; subjects with hepatitis B co-infection were
excluded. Overall, the safety profile in subjects with hepatitis C virus co-infection was similar to
that observed in subjects without hepatitis C co-infection, although the rates of AST and ALT
abnormalities were higher in the subgroup with hepatitis C virus co-infection for both treatment
groups. Grades 2 to 4 ALT abnormalities in hepatitis C co-infected compared with HIV mono-
infected subjects receiving TRIUMEQ were observed in 15% and 2% (vs. 24% and 4% of
subjects treated with ATRIPLA), respectively [see Warnings and Precautions (5.3)]. See also
full prescribing information for TIVICAY.

Changes in Serum Creatinine: Dolutegravir has been shown to increase serum
creatinine due to inhibition of tubular secretion of creatinine without affecting renal glomerular
function [see Clinical Pharmacology (12.2)]. Increases in serum creatinine occurred within the
first 4 weeks of treatment and remained stable through 24 to 96 weeks. In SINGLE, a mean
change from baseline of 0.14 mg per dL (range: -0.32 mg per dL to 0.59 mg per dL) was
observed after 96 weeks of treatment. Creatinine increases were similar in treatment-experienced
subjects.

Abacavir Sulfate and Lamivudine: Laboratory abnormalities observed in clinical trials
of ZIAGEN (in combination with other antiretroviral treatment) were anemia, neutropenia, liver
function test abnormalities, and elevations of CPK, blood glucose, and triglycerides. Additional
laboratory abnormalities observed in clinical trials of EPIVIR (in combination with other

antiretroviral treatment) were thrombocytopenia and elevated levels of bilirubin, amylase, and
lipase.
6.2 Postmarketing Experience
In addition to adverse reactions reported from clinical trials, the following adverse
reactions have been identified during postmarketing use. Because these reactions are reported
voluntarily from a population of uncertain size, it is not always possible to reliably estimate their
frequency or establish a causal relationship to drug exposure.
Abacavir and/or Lamivudine:
Digestive: Stomatitis.
Gastrointestinal: Pancreatitis.
General: Weakness.
Blood and Lymphatic Systems: Aplastic anemia, anemia (including pure red cell
aplasia and severe anemias progressing on therapy), lymphadenopathy, splenomegaly.
Hypersensitivity: Sensitization reactions (including anaphylaxis), urticaria.
Metabolism and Nutrition Disorders: Hyperlactemia.
Musculoskeletal: Muscle weakness, CPK elevation, rhabdomyolysis.
Nervous: Paresthesia, peripheral neuropathy, seizures.
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Respiratory: Abnormal breath sounds/wheezing.

Skin: Alopecia, erythema multiforme. Suspected Stevens-Johnson syndrome (SJS)
and toxic epidermal necrolysis (TEN) have been reported in patients receiving abacavir primarily
in combination with medications known to be associated with SJS and TEN, respectively.
Because of the overlap of clinical signs and symptoms between hypersensitivity to abacavir and
SJS and TEN, and the possibility of multiple drug sensitivities in some patients, abacavir should
be discontinued and not restarted in such cases.

7 DRUG INTERACTIONS
7.1  Effect of Dolutegravir on the Pharmacokinetics of Other Agents

In vitro, dolutegravir inhibited the renal organic cation transporters, OCT2 (ICsy =
1.93 uM) and multidrug and toxin extrusion transporter (MATE) 1 (ICsp = 6.34 uM). In vivo,
dolutegravir inhibits tubular secretion of creatinine by inhibiting OCT2 and potentially MATE].
Dolutegravir may increase plasma concentrations of drugs eliminated via OCT2 or MATEI
(dofetilide and metformin) [see Contraindications (4), Drug Interactions (7.3)].

In vitro, dolutegravir inhibited the basolateral renal transporters, organic anion transporter
(OAT) 1 (ICso=2.12 uM) and OAT3 (ICsp = 1.97 uM). However, in vivo, dolutegravir did not
alter the plasma concentrations of tenofovir or para-amino hippurate, substrates of OAT1 and
OAT3.

In vitro, dolutegravir did not inhibit (ICsy greater than 50 pM) the following: cytochrome
P450 (CYP)1A2, CYP2A6, CYP2B6, CYP2CS8, CYP2C9, CYP2C19, CYP2D6, CYP3A,
UGT1A1, UGT2B7, P-glycoprotein (P-gp), breast cancer resistance protein (BCRP), bile salt
export pump (BSEP), organic anion transporter polypeptide (OATP)1B1, OATP1B3, OCT]1, or
multidrug resistance protein (MRP)2, or MRP4. In vitro, dolutegravir did not induce CYP1A2,
CYP2B6, CYP3A4. Based on these data and the results of drug interaction trials, dolutegravir is
not expected to affect the pharmacokinetics of drugs that are substrates of these enzymes or
transporters.

In drug interaction trials, dolutegravir did not have a clinically relevant effect on the
pharmacokinetics of the following drugs: tenofovir, methadone, midazolam, rilpivirine, and oral
contraceptives containing norgestimate and ethinyl estradiol. Using cross-study comparisons to
historical pharmacokinetic data for each interacting drug, dolutegravir did not appear to affect the
pharmacokinetics of the following drugs: atazanavir, darunavir, efavirenz, etravirine,
fosamprenavir, lopinavir, ritonavir, and telaprevir.

7.2  Effect of Other Agents on the Pharmacokinetics of Dolutegravir

Dolutegravir is metabolized by UGT1A1 with some contribution from CYP3A.
Dolutegravir is also a substrate of UGT1A3, UGT1A9, BCRP, and P-gp in vitro. Drugs that
induce those enzymes and transporters may decrease dolutegravir plasma concentrations and
reduce the therapeutic effect of dolutegravir.

Coadministration of dolutegravir and other drugs that inhibit these enzymes may increase
dolutegravir plasma concentrations.
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Etravirine significantly reduced plasma concentrations of dolutegravir, but the effect of
etravirine was mitigated by coadministration of lopinavir/ritonavir or darunavir/ritonavir, and is
expected to be mitigated by atazanavir/ritonavir (Table 5) [see Drug Interactions (7.3), Clinical
Pharmacology (12.3)].

Darunavir/ritonavir, lopinavir/ritonavir, rilpivirine, tenofovir, boceprevir, telaprevir,
prednisone, rifabutin, and omeprazole had no clinically significant effect on the
pharmacokinetics of dolutegravir.

7.3  Established and Other Potentially Significant Drug Interactions

There were no drug-drug interaction trials conducted with the abacavir, dolutegravir, and
lamivudine fixed-dose combination tablets.

Information regarding potential drug interactions with dolutegravir (Table 5) and
abacavir are provided below. These recommendations are based on either drug interaction trials
or predicted interactions due to the expected magnitude of interaction and potential for serious
adverse events or loss of efficacy. [See Clinical Pharmacology (12.3).]

Table 5. Established and Other Potentially Significant Drug Interactions for Dolutegravir:
Alterations in Dose May Be Recommended Based on Drug Interaction Trials or Predicted
Interactions

Concomitant Drug

Class: Effect on
Drug Name Concentration Clinical Comment
HIV-1 Antiviral Agents
Non-nucleoside reverse |Dolutegravir Use of TRIUMEQ with etravirine
transcriptase inhibitor: without coadministration of
Etravirine® atazanavir/ritonavir, darunavir/ritonavir,

or lopinavir/ritonavir is not
recommended.

Non-nucleoside reverse |Dolutegravir Adjust dolutegravir dose to 50 mg twice

daily. An additional 50-mg dose of

transcriptase inhibitor: )
dolutegravir should be taken, separated

Efavirenz” by 12 hours from TRIUMEQ.
Non-nucleoside reverse |Dolutegravir Avoid coadministration with TRIUMEQ
transcriptase inhibitor: because there are insufficient data to

Nevirapine make dosing recommendations.
Protease inhibitor: |Dolutegravir Adjust dolutegravir dose to 50 mg twice

Fosamprenavir/ritonavir® daily. An additional dolutegravir 50-mg

Tipranavir/ritonavir® dose should be taken, separated by

12 hours from TRIUMEQ.
Other Agents
Oxcarbazepine | |Dolutegravir Avoid coadministration with TRIUMEQ

13
13



Concomitant Drug

Class: Effect on
Drug Name Concentration Clinical Comment
Phenytoin because there are insufficient data to
Phenobarbital make dosing recommendations.
Carbamazepine

St. John’s wort
(Hypericum perforatum)

Medications containing |Dolutegravir Administer TRIUMEQ 2 hours before or
polyvalent cations 6 hours after taking medications
(e.g., Mg or Al): containing polyvalent cations.

Cation-containing
antacids® or laxatives
Sucralfate

Buffered medications

Oral calcium and iron |Dolutegravir Administer TRIUMEQ 2 hours before or
supplements, including 6 hours after taking supplements
multivitamins containing calcium or iron. Alternatively,
containing calcium or TRIUMEQ and supplements containing
iron” calcium or iron can be taken together
with food.
Metformin TMetformin Consider metformin dose reductions
when coadministered with TRIUMEQ.
Rifampin® |Dolutegravir Adjust dolutegravir dose to 50 mg twice

daily. An additional 50-mg dose of
dolutegravir should be taken, separated
by 12 hours from TRIUMEQ.

* See Clinical Pharmacology (12.3) Table 9 for magnitude of interaction.

Ethanol: Abacavir: Abacavir has no effect on the pharmacokinetic properties of ethanol.
Ethanol decreases the elimination of abacavir causing an increase in overall exposure [see
Clinical Pharmacology (12.3)].

Methadone: Abacavir: The addition of methadone has no clinically significant effect on
the pharmacokinetic properties of abacavir. In a trial of 11 HIV-1—-infected subjects receiving
methadone-maintenance therapy with 600 mg of abacavir twice daily (twice the currently
recommended dose), oral methadone clearance increased [see Clinical Pharmacology (12.3)].
This alteration will not result in a methadone dose modification in the majority of patients;
however, an increased methadone dose may be required in a small number of patients. The
addition of methadone had no clinically significant effect on the pharmacokinetic properties of
abacavir.
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8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category C. There are no adequate and well-controlled trials in pregnant
women. Reproduction studies with the components of TRIUMEQ have been performed in
animals (see Dolutegravir, Abacavir, and Lamivudine sections below). Animal reproduction
studies are not always predictive of human response. TRIUMEQ should be used during
pregnancy only if the potential benefit outweigh the risks.

Antiretroviral Pregnancy Registry: To monitor maternal-fetal outcomes of pregnant
women exposed to TRIUMEQ or other antiretroviral agents, an Antiretroviral Pregnancy
Registry has been established. Physicians are encouraged to register patients by calling
1-800-258-4263.

Animal Data: Dolutegravir: Reproduction studies performed in rats and rabbits at doses
up to 50 times the human dose of 50 mg once daily have revealed no evidence of impaired

fertility or harm to the fetus due to dolutegravir.

Oral administration of dolutegravir to pregnant rats at doses up to 1,000 mg per kg daily,
approximately 50 times the 50-mg once-daily human clinical exposure based on AUC, from days
6 to 17 of gestation did not elicit maternal toxicity, developmental toxicity, or teratogenicity.

Oral administration of dolutegravir to pregnant rabbits at doses up to 1,000 mg per kg
daily, approximately 0.74 times the 50-mg once-daily human clinical exposure based on AUC,
from days 6 to 18 of gestation did not elicit developmental toxicity or teratogenicity. In rabbits,
maternal toxicity (decreased food consumption, scant/no feces/urine, suppressed body weight
gain) was observed at 1,000 mg per kg.

Abacavir: Studies in pregnant rats showed that abacavir is transferred to the fetus
through the placenta. Fetal malformations (increased incidences of fetal anasarca and skeletal
malformations) and developmental toxicity (depressed fetal body weight and reduced
crown-rump length) were observed in rats at a dose which produced 28 times the human
exposure for a dose of 600 mg based on AUC. Embryonic and fetal toxicities (increased
resorptions, decreased fetal body weights) and toxicities to the offspring (increased incidence of
stillbirth and lower body weights) occurred at half of the above-mentioned dose in separate
fertility studies conducted in rats. In the rabbit, no developmental toxicity and no increases in
fetal malformations occurred at doses that produced 7 times the human exposure at the
recommended dose based on AUC.

Lamivudine: Studies in pregnant rats showed that lamivudine is transferred to the
fetus through the placenta. Reproduction studies with orally administered lamivudine have been
performed in rats and rabbits at doses producing plasma levels up to approximately 32 times the
human exposure for a dose of 300 mg. No evidence of teratogenicity due to lamivudine was
observed. Evidence of early embryolethality was seen in the rabbit at exposure levels similar to
those observed in humans, but there was no indication of this effect in the rat at plasma levels up
to 32 times those in humans.

8.3  Nursing Mothers
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The Centers for Disease Control and Prevention recommend that HIV-1-infected mothers
in the United States not breastfeed their infants to avoid risking postnatal transmission of HIV-1
infection.

Because of both the potential for HIV-1 transmission and the potential for serious adverse
reactions in nursing infants, instruct mothers not to breastfeed.

Dolutegravir: Studies in lactating rats and their offspring indicate that dolutegravir was
present in rat milk. It is not known whether dolutegravir is excreted in human breast milk.

Abacavir: Abacavir is excreted in the milk of lactating rats.

Lamivudine: Lamivudine is excreted in human breast milk.

8.4  Pediatric Use

Safety and effectiveness of TRIUMEQ in pediatric patients have not been established
[see Clinical Pharmacology (12.3)].

8.5 Geriatric Use

Clinical trials of abacavir, dolutegravir, or lamivudine did not include sufficient numbers
of subjects aged 65 and over to determine whether they respond differently from younger
subjects. In general, caution should be exercised in the administration of TRIUMEQ in elderly
patients reflecting the greater frequency of decreased hepatic, renal, or cardiac function, and of
concomitant disease or other drug therapy [see Clinical Pharmacology (12.3)].

8.6 Patients with Impaired Renal Function

TRIUMEQ is not recommended for patients with impaired renal function (creatinine
clearance less than 50 mL per min) because TRIUMEQ is a fixed-dose combination and the
dosage of the individual components cannot be adjusted. If a dose reduction of lamivudine, a
component of TRIUMEQ), is required for patients with creatinine clearance less than 50 mL per
min, then the individual components should be used [see Clinical Pharmacology (12.3)].

8.7 Patients with Impaired Hepatic Function

TRIUMEQ is a fixed-dose combination and the dosage of the individual components
cannot be adjusted. If a dose reduction of abacavir, a component of TRIUMEQ), is required for
patients with mild hepatic impairment (Child-Pugh Score A), then the individual components
should be used [see Clinical Pharmacology (12.3)].

The safety, efficacy, and pharmacokinetic properties of abacavir have not been
established in patients with moderate (Child-Pugh Score B) or severe (Child-Pugh Score C)
hepatic impairment; therefore, TRIUMEQ is contraindicated in these patients.

10 OVERDOSAGE

There is no known specific treatment for overdose with TRIUMEQ. If overdose occurs,
the patient should be monitored and standard supportive treatment applied as required.

Dolutegravir: As dolutegravir is highly bound to plasma proteins, it is unlikely that it
will be significantly removed by dialysis.

Abacavir: It is not known whether abacavir can be removed by peritoneal dialysis or
hemodialysis.
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Lamivudine: Because a negligible amount of lamivudine was removed via (4-hour)
hemodialysis, continuous ambulatory peritoneal dialysis, and automated peritoneal dialysis, it is
not known if continuous hemodialysis would provide clinical benefit in a lamivudine overdose
event. If overdose occurs, the patient should be monitored, and standard supportive treatment
applied as required.

11 DESCRIPTION

TRIUMEQ: TRIUMEQ contains an INSTI (dolutegravir) and 2 nucleoside analogues
(abacavir and lamivudine) with inhibitory activity against HIV.

Each film-coated tablet contains abacavir sulfate equivalent to 600 mg of abacavir,
dolutegravir sodium equivalent to 50 mg of dolutegravir, and 300 mg of lamivudine. TRIUMEQ
tablets are purple, biconvex, oval, debossed with “572 Tr1” on one side and contain the inactive
ingredients D-mannitol, magnesium stearate, microcrystalline cellulose, povidone, and sodium
starch glycolate. The tablet film-coating (OPADRY® II Purple 85F90057) contains the inactive
ingredients iron oxide black, iron oxide red, macrogol/PEG, polyvinyl alcohol—part hydrolyzed,
talc, and titanium oxide.

Abacavir: The chemical name of abacavir sulfate is (1S,cis)-4-[2-amino-6-
(cyclopropylamino)-9H-purin-9-yl]-2-cyclopentene-1-methanol sulfate (salt) (2:1). It has a
molecular formula of (C14H;sNsO),*H,SO4 and a molecular weight of 670.76 g per mol. It has
the following structural formula:
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Abacavir sulfate is a white to off-white solid and is soluble in water.

Dolutegravir: The chemical name of dolutegravir sodium is sodium (4R,12aS)-9-{[(2,4-
difluorophenyl)methyl]carbamoyl}-4-methyl-6,8-dioxo-3,4,6,8,12,12a-hexahydro-2H-
pyrido[1',2":4,5]pyrazino[2,1-b][ 1,3]oxazin-7-olate. The empirical formula is C,0H;sF,N3NaOs
and the molecular weight is 441.36 g per mol. It has the following structural formula:
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Dolutegravir sodium is a white to light yellow powder and is slightly soluble in water.

Lamivudine: The chemical name of lamivudine is (2R,cis)-4-amino-1-(2-
hydroxymethyl-1,3-oxathiolan-5-yl)-(1H)-pyrimidin-2-one. Lamivudine is the (-)enantiomer of a
dideoxy analogue of cytidine. Lamivudine has also been referred to as (-)2',3'-dideoxy, 3'-
thiacytidine. It has a molecular formula of CgH;;N303S and a molecular weight of 229.3 g per
mol. It has the following structural formula:
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Lamivudine is a white to off-white crystalline solid and is soluble in water.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

TRIUMEQ is an HIV-1 antiviral agent [see Microbiology (12.4)].
12.2 Pharmacodynamics

Effects on Electrocardiogram: A thorough QT trial has been conducted for
dolutegravir. Neither the effects of abacavir nor lamivudine as single entities or the combination
of abacavir, dolutegravir, and lamivudine on the QT interval have been evaluated.

In a randomized, placebo-controlled, cross-over trial, 42 healthy subjects received single-
dose oral administrations of placebo, dolutegravir 250-mg suspension (exposures approximately
3—fold of the 50-mg once-daily dose at steady state), and moxifloxacin 400 mg (active control) in
random sequence. After baseline and placebo adjustment, the maximum mean QTc change based
on Fridericia correction method (QTcF) for dolutegravir was 2.4 msec (1-sided 95% upper CI:
4.9 msec). Dolutegravir did not prolong the QTc interval over 24 hours postdose.

Effects on Renal Function: The effect of dolutegravir on renal function was evaluated
in an open-label, randomized, 3-arm, parallel, placebo-controlled trial in healthy subjects
(n =37) who received dolutegravir 50 mg once daily (n = 12), dolutegravir 50 mg twice daily
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(n=13), or placebo once daily (n = 12) for 14 days. A decrease in creatinine clearance, as
determined by 24-hour urine collection, was observed with both doses of dolutegravir after 14
days of treatment in subjects who received 50 mg once daily (9% decrease) and 50 mg twice
daily (13% decrease). Neither dose of dolutegravir had a significant effect on the actual
glomerular filtration rate (determined by the clearance of probe drug, iohexol) or effective renal
plasma flow (determined by the clearance of probe drug, para-amino hippurate) compared with
the placebo.
12.3 Pharmacokinetics

Pharmacokinetics in Adults: One TRIUMEQ tablet was bioequivalent to one
dolutegravir (TIVICAY) tablet (50 mg) plus one abacavir and lamivudine fixed-dose
combination tablet (EPZICOM) under fasted conditions in healthy subjects (n = 62).

Abacavir: Following oral administration, abacavir is rapidly absorbed and extensively
distributed. After oral administration of a single dose of 600 mg of abacavir in 20 subjects, Cyax
was 4.26 + 1.19 mcg per mL (mean = SD) and AUC,, was 11.95 £2.51 mcgehour per mL.
Binding of abacavir to human plasma proteins is approximately 50% and was independent of
concentration. Total blood and plasma drug-related radioactivity concentrations are identical,
demonstrating that abacavir readily distributes into erythrocytes. The primary routes of

elimination of abacavir are metabolism by alcohol dehydrogenase to form the 5'-carboxylic acid
and glucuronyl transferase to form the 5'-glucuronide. In single-dose trials, the observed
elimination half-life (t,,) was 1.54 £ 0.63 hours. After intravenous administration, total clearance
was 0.80 + 0.24 L per hour per kg (mean + SD).

Dolutegravir: Following oral administration of dolutegravir, peak plasma
concentrations were observed 2 to 3 hours postdose. With once-daily dosing, pharmacokinetic
steady state is achieved within approximately 5 days with average accumulation ratios for AUC,
Cinax, and Cyq , ranging from 1.2 to 1.5. Dolutegravir is a P-glycoprotein substrate in vitro. The
absolute bioavailability of dolutegravir has not been established. Dolutegravir is highly bound
(greater than or equal to 98.9%) to human plasma proteins based on in vivo data and binding is
independent of plasma concentration of dolutegravir. The apparent volume of distribution (Vd/F)
following 50-mg once-daily administration is estimated at 17.4 L based on a population
pharmacokinetic analysis.

Dolutegravir is primarily metabolized via UGT1A1 with some contribution from CYP3A.
After a single oral dose of ['*C] dolutegravir, 53% of the total oral dose is excreted unchanged in
the feces. Thirty-one percent of the total oral dose is excreted in the urine, represented by an
ether glucuronide of dolutegravir (18.9% of total dose), a metabolite formed by oxidation at the
benzylic carbon (3.0% of total dose), and its hydrolytic N-dealkylation product (3.6% of total
dose). Renal elimination of unchanged drug was less than 1% of the dose. Dolutegravir has a
terminal half-life of approximately 14 hours and an apparent clearance (CL/F) of 1.0 L per hour
based on population pharmacokinetic analyses.
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The pharmacokinetic properties of dolutegravir have been evaluated in healthy adult
subjects and HIV-1-infected adult subjects. Exposure to dolutegravir was generally similar
between healthy subjects and HIV-1—-infected subjects.

Table 6. Dolutegravir Steady-state Pharmacokinetic Parameter Estimates in HIV-1-
Infected Adults

50 mg Once Daily
Parameter Geometric Mean (% CV)
AUC(0_24) (mcg°h/mL) 53.6 (27)
Cinax (mcg/mL) 3.67 (20)
Chin (mcg/mL) 1.11 (46)

Cerebrospinal Fluid (CSF): In 11 treatment-naive subjects on dolutegravir
50 mg daily plus abacavir/lamivudine, the median dolutegravir concentration in CSF was 18 ng
per mL (range: 4 ng per mL to 23.2 ng per mL) 2 to 6 hours postdose after 2 weeks of treatment.
The clinical relevance of this finding has not been established.

Lamivudine: Following oral administration, lamivudine is rapidly absorbed and
extensively distributed. After multiple-dose oral administration of lamivudine 300 mg once daily
for 7 days to 60 healthy subjects, steady-state Cpmax (Cmax.ss) Was 2.04 = 0.54 mcg per mL
(mean + SD) and the 24-hour steady-state AUC (AUCa4 ) was 8.87 £ 1.83 mcgehour per mL.
Binding to plasma protein is low. Approximately 70% of an intravenous dose of lamivudine is
recovered as unchanged drug in the urine. Metabolism of lamivudine is a minor route of
elimination. In humans, the only known metabolite is the trans-sulfoxide metabolite
(approximately 5% of an oral dose after 12 hours). In most single-dose trials in HIV-1—infected
subjects, HBV-infected subjects, or healthy subjects with serum sampling for 24 hours after
dosing, the observed mean elimination half-life (t,,) ranged from 5 to 7 hours. In HIV-1-infected
subjects, total clearance was 398.5 + 69.1 mL per min (mean + SD).

Effect of Food on Oral Absorption: TRIUMEQ may be taken with or without food.
Overall, when compared with fasted conditions, administration of TRIUMEQ to healthy adult
subjects with a high-fat meal (53% fat, 869 calories) resulted in decreased Cpx for abacavir and
increased Cp,x and AUC for dolutegravir. Lamivudine exposures were not affected by food. With
a high-fat meal, the C,,x of abacavir decreased 23% and the C,,x and AUC of dolutegravir
increased 37% and 48%, respectively.

Special Populations: Renal Impairment: The effect of renal impairment on the
combination of abacavir, dolutegravir, and lamivudine has not been evaluated.

Abacavir: The pharmacokinetic properties of abacavir have not been determined in
patients with impaired renal function.

Dolutegravir: In a trial comparing 8 subjects with severe renal impairment (CrCl less
than 30 mL per min) with 8 matched healthy controls, AUC, Cyax, and Cy4 of dolutegravir were
decreased by 40%, 23%, and 43%, respectively, compared with those in matched healthy
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subjects. The cause of this decrease is unknown. Population pharmacokinetic analysis indicated
that mild and moderate renal impairment had no clinically relevant effect on the exposure of

dolutegravir.

Lamivudine: The pharmacokinetic properties of lamivudine have been determined in
a small group of HIV-1—-infected adults with impaired renal function (Table 7).

Table 7. Pharmacokinetic Parameters (Mean = SD) After a Single 300-mg Oral Dose of
Lamivudine in 3 Groups of Adults with Varying Degrees of Renal Function

Creatinine Clearance Criterion
(Number of Subjects)
>60 mL/min 10-30 mL/min <10 mL/min

Parameter (n =6) (n=4) (n =6)
Creatinine clearance 111+ 14 28 + 8 6+2
(mL/min)
Crnax (meg/mL) 2.6+0.5 3.6+0.8 58+1.2
AUCeo (meg=h/mL) 11.0+1.7 48.0 £ 19 157 + 74
CVF (mL/min) 464 + 76 114 + 34 36+ 11

Hepatic Impairment: The effect of hepatic impairment on the combination of
abacavir, dolutegravir, and lamivudine has not been evaluated.

Abacavir: The pharmacokinetics of abacavir have been studied in subjects with mild
hepatic impairment (Child-Pugh score 5 to 6). Results showed that there was a mean increase of
89% in the abacavir AUC and an increase of 58% in the half-life of abacavir after a single dose
of 600 mg of abacavir. The AUCs of the metabolites were not modified by mild liver disease;
however, the rates of formation and elimination of the metabolites were decreased. The safety,
efficacy, and pharmacokinetics of abacavir have not been studied in patients with moderate or
severe hepatic impairment.

Dolutegravir: In a trial comparing 8 subjects with moderate hepatic impairment
(Child- Pugh Score B) with 8 matched healthy controls, exposure of dolutegravir from a single
50-mg dose was similar between the 2 groups. The effect of severe hepatic impairment (Child-
Pugh Score C) on the pharmacokinetics of dolutegravir has not been studied.

Lamivudine: The pharmacokinetic properties of lamivudine have been determined in
adults with impaired hepatic function. Pharmacokinetic parameters were not altered by
diminishing hepatic function. Safety and efficacy of lamivudine have not been established in the
presence of decompensated liver disease.

Pediatric Patients: The pharmacokinetics of the combination of abacavir,
dolutegravir, and lamivudine in pediatric subjects have not been established.
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Geriatric Patients: Population analyses using pooled pharmacokinetic data from adult
trials indicated age had no clinically relevant effect on the pharmacokinetics of dolutegravir. The
pharmacokinetics of abacavir or lamivudine have not been studied in subjects older than 65 years.

Gender: There are no significant or clinically relevant gender differences in the
pharmacokinetics of the individual components (dolutegravir, abacavir, or lamivudine) based on
the available information that was analyzed for each of the individual components.

Race: There are no significant or clinically relevant racial differences in
pharmacokinetics of the individual components (dolutegravir, abacavir, or lamivudine) based on
the available information that was analyzed for each of the individual components.

Drug Interactions: The drug interaction trials described were conducted with
dolutegravir, abacavir, and/or lamivudine as single entities; no drug interaction trials have been

conducted using the combination of abacavir, dolutegravir, and lamivudine. No clinically
significant drug interactions are expected between dolutegravir, abacavir, and lamivudine.

Dosing recommendations as a result of established and other potentially significant drug-
drug interactions with dolutegravir or abacavir are provided in Section 7.3 [see Drug

Interactions (7)].

Table 8. Summary of Effect of Dolutegravir on the Pharmacokinetics of Coadministered

Drugs
Geometric Mean Ratio (90% CI)
of Pharmacokinetic Parameters of
Coadministered Drug
with/without Dolutegravir
Coadministered Dose of No Effect = 1.00
Drug(s) and Dose(s) Dolutegravir | n Cnax AUC C.or Cyy
Ethinyl estradiol 50 mg 15 0.99 1.03 1.02
0.035 mg twice daily (091t0 1.08) | (0.96to 1.11) | (0.93to 1.11)
Methadone 50 mg 1 1.00 0.98 0.99
16 to 150 mg twice daily (0.94t0 1.06) | (0.911t0 1.06) | (0.91 to 1.07)
Midazolam 25 mg 10 _ 0.95 B
3 mg once daily (0.79 to 1.15)
INorelgestromin 50 mg 15 0.89 0.98 0.93
0.25 mg twice daily (0.82t00.97) | (0.91t01.04) | (0.85to 1.03)
Rilpivirine 50 mg 16 1.10 1.06 1.21
25 mg once daily once daily (0.99to 1.22) | (0.98to 1.16) | (1.07 to 1.38)
Tenofovir disoproxil 50 mg 1.09 1.12 1.19
fumarate once daily 15] (0.97to01.23) | (1.01to 1.24) | (1.04to 1.35)
300 mg once daily
22
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Table 9. Summary of Effect of Coadministered Drugs on the Pharmacokinetics of

Dolutegravir
Geometric Mean Ratio (90% CI) of
Dolutegravir Pharmacokinetic Parameters
with/without Coadministered Drugs
Coadministered Drug(s) Dose of No Effect = 1.00
and Dose(s) Dolutegravir | n Crnax AUC C,or Cyy

Atazanavir 30 mg 12 1.50 1.91 2.80
400 mg once daily once daily (1.40t0 1.59) | (1.80t0 2.03) | (2.52t0 3.11)

Atazanavir/ritonavir 30 mg 12 1.34 1.62 2.21
300/100 mg once daily once daily (1.25t0 1.42) | (1.50to 1.74) | (1.97 to 2.47)

Tenofovir 50 mg 15 0.97 1.01 0.92
300 mg once daily once daily (0.87t0 1.08) | (0.91to 1.11) | (0.82 to 1.04)

Darunavir/ritonavir 30 mg 15 0.89 0.78 0.62
600/100 mg twice daily once daily (0.83t00.97) | (0.72 to 0.85) | (0.56 to 0.69)

Efavirenz 50 mg 12 0.61 0.43 0.25
600 mg once daily once daily (0.51t00.73) | (0.35t00.54) | (0.18 to 0.34)

Etravirine 50 mg 16 0.48 0.29 0.12
200 mg twice daily once daily (0.43t00.54) | (0.26t0 0.34) | (0.09 to 0.16)

Etravirine + 50 mg 9 0.88 0.75 0.63

darunavir/ritonavir once daily (0.78 to 1.00) | (0.69 to 0.81) | (0.52 to0 0.76)
200 mg + 600/100 mg
twice daily

Etravirine + 50 mg 8 1.07 1.11 1.28

lopinavir/ritonavir once daily (1.02to 1.13) | (1.02to 1.20) | (1.13 to 1.45)
200 mg + 400/100 mg
twice daily

Fosamprenavir/ritonavir 50 mg 12 0.76 0.65 0.51
700 mg /100 mg twice once daily (0.63t00.92) | (0.54100.78) | (0.41 t0 0.63)
daily

Lopinavir/ritonavir 30 mg 15 1.00 0.97 0.94
400/100 mg twice daily once daily (0.94t0 1.07) | (0.91to 1.04) | (0.85to 1.05)

Antacid (Maalox™) 50 mg 16 0.28 0.26 0.26
simultaneous single dose (0.23t00.33) | (0.22t00.32) | (0.21 t0 0.31)

administration

Antacid (Maalox™) 50 mg 16 0.82 0.74 0.70
2 h after dolutegravir single dose (0.69 t0 0.98) | (0.62t0 0.90) | (0.58 to 0.85)

Calcium carbonate 1,200 mg 50 mg 12 0.63 0.61 0.61
simultaneous single dose (0.50t0 0.81) | (0.47 to 0.80) | (0.47 to 0.80)
administration (fasted)

Calcium carbonate 1,200 mg 50 mg 11 1.07 1.09 1.08
simultaneous single dose (0.83t0 1.38) | (0.84to0 1.43) | (0.81to 1.42)
administration (fed)

Calcium carbonate 1,200 mg 50 mg 11 1.00 0.94 0.90
2 h after dolutegravir single dose (0.78to 1.29) | (0.72to 1.23) | (0.68 to 1.19)
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Geometric Mean Ratio (90% CI) of
Dolutegravir Pharmacokinetic Parameters
with/without Coadministered Drugs

Coadministered Drug(s) Dose of No Effect = 1.00
and Dose(s) Dolutegravir | n Cnax AUC C.or Cy

Ferrous fuarate 324 mg 50 mg 11 0.43 0.46 0.44
simultaneous single dose (0.35t00.52) | (0.38t00.56) | (0.36 to 0.54)
administration (fasted)

Ferrous fuarate 324 mg 50 mg 11 1.03 0.98 1.00
simultaneous single dose (0.84t0 1.26) | (0.81to 1.20) | (0.81 to 1.23)
administration (fed)

Ferrous fuarate 324 mg 50 mg 10 0.99 0.95 0.92
2 h after dolutegravir single dose (0.81to 1.21) | (0.77to 1.15) | (0.74 to 1.13)

Multivitamin (One-A-Day"™) 50 mg 16 0.65 0.67 0.68
simultaneous single dose (0.54t00.77) | (0.55t00.81) | (0.56 to0 0.82)
administration

Omeprazole 50 mg 12 0.92 0.97 0.95
40 mg once daily single dose (0.75to 1.11) | (0.78 to 1.20) | (0.75to 1.21)

Prednisone 50 mg 12 1.06 1.11 1.17
60 mg once daily with once daily (0.99to 1.14) | (1.03to 1.20) | (1.06 to 1.28)
taper

Rifampin® 50 mg 11 0.57 0.46 0.28
600 mg once daily twice daily (0.49 t0 0.65) | (0.38to 0.55) | (0.23 to 0.34)

Rifampin” 50 mg 11 1.18 1.33 1.22
600 mg once daily twice daily (1.03to 1.37) | (1.15t0 1.53) | (1.01 to 1.48)

Rifabutin 50 mg 9 1.16 0.95 0.70
300 mg once daily once daily (0.98to 1.37) | (0.82to 1.10) | (0.57 to 0.87)

Rilpivirine 50 mg 16 1.13 1.12 1.22
25 mg once daily once daily (1.06 to 1.21) | (1.05t0 1.19) | (1.15 to 1.30)

Tipranavir/ritonavir 50 mg 14 0.54 0.41 0.24
500/200 mg twice daily once daily (0.50t0 0.57) | (0.38t00.44) | (0.21 t0 0.27)

Telaprevir 50 mg 15 1.18 1.25 1.40
750 mg every 8 hours once daily (1.11t0 1.26) | (1.19to 1.31) | (1.29to 1.51)
Boceprevir 50 mg 13 1.05 1.07 1.08
800 mg every 8 hours once daily (0.96to 1.15) | (0.95t0 1.20) | (0.91 to 1.28)

* Comparison is rifampin taken with dolutegravir 50 mg twice daily compared with dolutegravir

50 mg twice daily.

® Comparison is rifampin taken with dolutegravir 50 mg twice daily compared with dolutegravir

50 mg once daily.

Abacavir or Lamivudine: The drug interactions described are based on trials
conducted with abacavir or lamivudine as single entities.
Interferon Alfa: There was no significant pharmacokinetic interaction between

lamivudine and interferon alfa in a trial of 19 healthy male subjects.
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Methadone: In a trial of 11 HIV-1-infected subjects receiving
methadone-maintenance therapy (40 mg and 90 mg daily), with 600 mg of abacavir twice daily
(twice the currently recommended dose), oral methadone clearance increased 22% (90% CI: 6%
to 42%) [see Drug Interactions (7.3)].

Ribavirin: In vitro data indicate ribavirin reduces phosphorylation of lamivudine,
stavudine, and zidovudine. However, no pharmacokinetic (e.g., plasma concentrations or
intracellular triphosphorylated active metabolite concentrations) or pharmacodynamic (e.g., loss

of HIV-1/HCYV virologic suppression) interaction was observed when ribavirin and lamivudine

(n = 18), stavudine (n = 10), or zidovudine (n = 6) were coadministered as part of a multi-drug
regimen to HIV-1/HCV co-infected subjects [see Warnings and Precautions (5.4)].

Abacavir, Lamivudine, Zidovudine: Fifteen HIV-1-infected subjects were enrolled
in a crossover-designed drug interaction trial evaluating single doses of abacavir (600 mg),
lamivudine (150 mg), and zidovudine (300 mg) alone or in combination. Analysis showed no

clinically relevant changes in the pharmacokinetics of abacavir with the addition of lamivudine

or zidovudine or the combination of lamivudine and zidovudine. Lamivudine exposure (AUC
decreased 15%) and zidovudine exposure (AUC increased 10%) did not show clinically relevant

changes with concurrent abacavir.
Lamivudine and Zidovudine: No clinically significant alterations in lamivudine or
zidovudine pharmacokinetics were observed in 12 asymptomatic HIV-1-infected adult patients

given a single dose of zidovudine (200 mg) in combination with multiple doses of lamivudine

(300 mg every 12 h).

The effects of other coadministered drugs on abacavir or lamivudine are provided in

Table 10.

Table 10. Effect of Coadministered Drugs on Abacavir or Lamivudine

Concentrations of Concentration of
Coadministered Abacavir or Lamivudine | Coadministered
Drug and Dose Drug and Dose | n AUC Variability Drug
Ethanol Abacavir 24 141% 90% CI: RS
0.7 g/kg Single 600 mg 35% to 48%
Nelfinavir Lamivudine 11 110% 95% CI: VAN
750 mgevery 8 hx 7 | Single 150 mg 1% to 20%
to 10 days
Trimethoprim 160 mg/ Lamivudine 14 143% 90% CI: Y
Sulfamethoxazole Single 300 mg 32% to 55%
800 mg daily x
5 days

1 = Increase; <> = no significant change; AUC = area under the concentration versus time curve;

CI = confidence interval.

* The drug-drug interaction was only evaluated in males.
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12.4 Microbiology

Mechanism of Action: Dolutegravir: Dolutegravir inhibits HIV integrase by binding to
the integrase active site and blocking the strand transfer step of retroviral DNA integration which
is essential for the HIV replication cycle. Strand transfer biochemical assays using purified
recombinant HIV-1 integrase and pre-processed substrate DNA resulted in ICsg values of 2.7 nM
and 12.6 nM.

Abacavir: Abacavir is a carbocyclic synthetic nucleoside analogue. Abacavir is
converted by cellular enzymes to the active metabolite, carbovir triphosphate (CBV-TP), an
analogue of deoxyguanosine-5'-triphosphate (dGTP). CBV-TP inhibits the activity of HIV-1
reverse transcriptase (RT) both by competing with the natural substrate dGTP and by its
incorporation into viral DNA.

Lamivudine: Lamivudine is a synthetic nucleoside analogue. Intracellularly
lamivudine is phosphorylated to its active 5'-triphosphate metabolite, lamivudine triphosphate
(3TC-TP). The principal mode of action of 3TC-TP is inhibition of RT via DNA chain
termination after incorporation of the nucleotide analogue.

Antiviral Activity in Cell Culture: Dolutegravir: Dolutegravir exhibited antiviral activity
against laboratory strains of wild-type HIV-1 with mean concentration of drug necessary to

effect viral replication by 50 percent (ECsp) values of 0.5 nM (0.21 ng per mL) to 2.1 nM

(0.85 ng per mL) in peripheral blood mononuclear cells (PBMCs) and MT-4 cells. Dolutegravir
exhibited antiviral activity against 13 clinically diverse clade B isolates with a median ECs
value of 0.54 nM (range: 0.41 to 0.60 nM) in a viral susceptibility assay using the integrase
coding region from clinical isolates. Dolutegravir demonstrated antiviral activity in cell culture
against a panel of HIV-1 clinical isolates with median ECs values of 0.18 nM (n = 3, range: 0.09
to 0.5 nM), 0.08 nM (n = 5, range: 0.05 to 2.14 nM) 0.12 nM (n = 4, range: 0.05 to 0.51 nM),
0.17 nM (n = 3, range: 0.16 to 0.35 nM), 0.24 nM (n = 3, range: 0.09 to 0.32 nM), 0.17 nM
(range: 0.07 to 0.44 nM), 0.2 nM (n = 3, range: 0.02 to 0.87 nM), and 0.42 nM (n = 3, range:
0.41 to 1.79 nM) for clades A, B, C, D, E, F, and G, and group O viruses, respectively.
Dolutegravir ECs values against three HIV-2 clinical isolates in PBMC assays ranged from
0.09 nM to 0.61 nM.

Abacavir: The antiviral activity of abacavir against HIV-1 was assessed in a number
of cell lines including in primary monocytes/macrophages and PBMCs. ECs, values ranged from
3.7t0 5.8 uM (1 uM = 0.28 mcg per mL) and 0.07 to 1.0 uM against HIV-15 and HIV-1g,,
respectively, and was 0.26 + 0.18 uM against 8 clinical isolates. The median ECs, values of
abacavir were 344 nM (range: 14.8 to 676 nM), 16.9 nM (range: 5.9 to 27.9 nM), 8.1 nM (range:
1.5 to 16.7 nM), 356 nM (range: 35.7 to 396 nM), 105 nM (range: 28.1 to 168 nM), 47.6 nM
(range: 5.2 to 200 nM), 51.4 nM (range: 7.1 to 177 nM), and 282 nM (range: 22.4 to 598 nM)
against HIV-1 clades A-G and group O viruses (n = 3 except n = 2 for clade B), respectively.
The ECs values against HIV-2 isolates (n = 4), ranged from 0.024 to 0.49 uM.

Lamivudine: The antiviral activity of lamivudine against HIV-1 was assessed in a
number of cell lines including monocytes and PBMCs using standard susceptibility assays. ECs
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values were in the range of 0.003 to 15 uM (1 uM = 0.23 mcg per mL). The median ECs, values
of lamivudine were 60 nM (range: 20 to 70 nM), 35 nM (range: 30 to 40 nM), 30 nM (range: 20
to 90 nM), 20 nM (range: 3 to 40 nM), 30 nM (range: 1 to 60 nM), 30 nM (range: 20 to 70 nM),
30 nM (range: 3 to 70 nM), and 30 nM (range: 20 to 90 nM) against HIV-1 clades A-G and
group O viruses (n = 3 except n = 2 for clade B) respectively. The ECs, values against HIV-2
isolates (n = 4) from 0.003 to 0.120 uM in PBMC:s.

Antiviral Activity in Combination with Other Antiviral Agents: Neither dolutegravir,
abacavir, nor lamivudine were antagonistic to all tested anti-HIV agents. See full prescribing
information for ZIAGEN (abacavir), TIVICAY (dolutegravir), and EPIVIR (lamivudine).

Resistance in Cell Culture: Dolutegravir: Dolutegravir-resistant viruses were selected
in cell culture starting from different wild-type HIV-1 strains and clades. Amino acid
substitutions E92Q, G118R, S153F or Y, G193E or R263K emerged in different passages and
conferred decreased susceptibility to dolutegravir of up to 4-fold.

Abacavir and Lamivudine: HIV-1 isolates with reduced susceptibility to the
combination of abacavir and lamivudine have been selected in cell culture with amino acid
substitutions M184V/I, K65R, L74V, and Y115F in HIV-1 RT. Substitution at M1841 or V
causes high-level resistance to lamivudine and approximately 2-fold decreased susceptibility to
abacavir. Substitutions K65R, L74M, or Y115F with M184I or V conferred a 7-fold to 8-fold
reduction in abacavir susceptibility, and combinations of three substitutions were required to
confer more than an 8-fold reduction in susceptibility.

Resistance in Clinical Subjects: Dolutegravir: No subjects in the treatment arm
receiving dolutegravir + EPZICOM of SINGLE (treatment-naive trial) had a detectable decrease
in susceptibility to dolutegravir or background NRTIs in the resistance analysis subset (n =9
with HIV-1 RNA greater than 400 copies per mL at failure or last visit through Week 96 and
having resistance data). One subject in SINGLE with 275 copies per mL HIV-1 RNA had a
treatment-emergent integrase substitution (E157Q/P) detected at Week 24, but no corresponding

decrease in dolutegravir susceptibility. No treatment-emergent genotypic resistance to abacavir
and lamivudine, components of TRIUMEQ, was observed in the arm receiving dolutegravir +
EPZICOM in the SINGLE trial.

Cross Resistance: Dolutegravir: The single INSTI-resistance substitutions T66K,
I151L, and S153Y conferred a greater than 2-fold decrease in dolutegravir susceptibility (range:
2.3-fold to 3.6-fold from reference). Combinations of multiple substitutions T66K/L74M,
E92Q/N155H, G140C/Q148R, G140S/Q148H, R or K, Q148R/N155H, T97A/G140S/Q148, and
substitutions at E138/G140/Q148 showed a greater than 2-fold decrease in dolutegravir
susceptibility (range: 2.5-fold to 21-fold from reference). In HIV-2 mutants, combinations of
substitutions A153G/N155H/S163G and E92Q/T97A/N155H/S163D conferred 4-fold decreases
in dolutegravir susceptibility, and E92Q/N155H and G140S/Q148R showed 8.5-fold and 17-fold
decreases in dolutegravir susceptibility, respectively.

Abacavir and Lamivudine: Cross-resistance has been observed among NRTIs. The

combination of abacavir/lamivudine has demonstrated decreased susceptibility to viruses with
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the substitutions K65R with or without the M184V/I substitution, viruses with L74V plus the
M184V/I substitution, and viruses with thymidine analog mutations (TAMs: M41L, D67N,
K70R, L210W, T215Y/F, K219 E/R/H/Q/N) plus M184V. An increasing number of TAMs is
associated with a progressive reduction in abacavir susceptibility.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity: Dolutegravir: Two-year carcinogenicity studies in mice and rats were
conducted with dolutegravir. Mice were administered doses of up to 500 mg per kg, and rats

were administered doses of up to 50 mg per kg. In mice, no significant increases in the incidence
of drug-related neoplasms were observed at the highest doses tested, resulting in dolutegravir
AUC exposures approximately 26-fold higher than those in humans at the recommended dose of
50 mg once daily. In rats, no increases in the incidence of drug-related neoplasms were observed
at the highest dose tested, resulting in dolutegravir AUC exposures 17-fold and 30-fold higher in
males and females, respectively, than those in humans at the recommended dose of 50 mg once
daily.

Abacavir: Abacavir was administered orally at 3 dosage levels to separate groups of
mice and rats in 2-year carcinogenicity studies. Results showed an increase in the incidence of
malignant and non-malignant tumors. Malignant tumors occurred in the preputial gland of males
and the clitoral gland of females of both species, and in the liver of female rats. In addition,
non-malignant tumors also occurred in the liver and thyroid gland of female rats. These
observations were made at systemic exposures in the range of 7 to 28 times the human exposure
at the recommended dose of 600 mg.

Lamivudine: Long-term carcinogenicity studies with lamivudine in mice and rats
showed no evidence of carcinogenic potential at exposures up to 12 times (mice) and 57 times
(rats) the human exposures at the recommended dose of 300 mg.

Mutagenicity: Dolutegravir: Dolutegravir was not genotoxic in the bacterial reverse
mutation assay, mouse lymphoma assay, or in the in vivo rodent micronucleus assay.

Abacavir: Abacavir induced chromosomal aberrations both in the presence and
absence of metabolic activation in an in vitro cytogenetic study in human lymphocytes. Abacavir
was mutagenic in the absence of metabolic activation, although it was not mutagenic in the
presence of metabolic activation in an L5178Y mouse lymphoma assay. Abacavir was
clastogenic in males and not clastogenic in females in an in vivo mouse bone marrow
micronucleus assay. Abacavir was not mutagenic in bacterial mutagenicity assays in the presence
and absence of metabolic activation.

Lamivudine: Lamivudine was mutagenic in an L5178Y mouse lymphoma assay and
clastogenic in a cytogenetic assay using cultured human lymphocytes. Lamivudine was not
mutagenic in a microbial mutagenicity assay, in an in vitro cell transformation assay, in a rat
micronucleus test, in a rat bone marrow cytogenetic assay, and in an assay for unscheduled DNA
synthesis in rat liver.
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Impairment of Fertility: Dolutegravir, abacavir, or lamivudine did not affect male or
female fertility in rats at doses associated with exposures approximately 44, 9, or 112 times

(respectively) higher than the exposures in humans at the doses of 50 mg, 600 mg, and 300 mg
(respectively).
13.2 Animal Toxicology and/or Pharmacology

Myocardial degeneration was found in mice and rats following administration of abacavir
for 2 years. The systemic exposures were equivalent to 7 to 21 times the expected systemic
exposure in humans at a dose of 600 mg. The clinical relevance of this finding has not been
determined.

14 CLINICAL STUDIES
14.1 Adult Subjects

The efficacy of TRIUMEQ is supported by data from a randomized, controlled trial in
antiretroviral treatment-naive subjects, SINGLE (ING114467) and other trials in treatment-naive
subjects. See full prescribing information for TIVICAY. The efficacy of dolutegravir, in
combination with at least two active background regimens in treatment-experienced, INSTI-
naive subjects is supported by data from SAILING (ING111762) (refer to the prescribing
information for TIVICAY).

Treatment-naive Subjects: In SINGLE, 833 subjects were randomized and received at
least 1 dose of either TIVICAY 50 mg once daily with fixed-dose abacavir and lamivudine
(EPZICOM) or fixed-dose efavirenz/emtricitabine/tenofovir disoproxil fumarate (ATRIPLA). At
baseline, the median age of subjects was 35 years, 16% female, 32% non-white, 7% had hepatitis
C co-infection (hepatitis B virus co-infection was excluded), 4% were CDC Class C (AIDS),
32% had HIV-1 RNA greater than 100,000 copies per mL, and 53% had CD4+ cell count less
than 350 cells per mm’; these characteristics were similar between treatment groups. Week 96
outcomes for SINGLE are provided in Table 11.

Table 11. Virologic Outcomes of Randomized Treatment in SINGLE at 96 Weeks
(Snapshot Algorithm)

TIVICAY + ATRIPLA
EPZICOM Once Daily Once Daily
(N=414) (N=419)
HIV-1 RNA <50 copies/mL 80% 72%
Treatment difference” 8.0% (95% CI: 2.3%, 13.8%)
Virologic nonresponse’ 7% 8%
No virologic data 12% 20%
Reasons
Discontinued itudy/study drug due to adverse 39 1%
event or death
Discontdinued study/study drug for other 9% 29
reasons
Missing data during window but on study <1% 0

29
29




TIVICAY + ATRIPLA
EPZICOM Once Daily Once Daily
(N =414) (N =419)

Proportion (%) of Subjects with HIV-1 RNA <50 copies/mL by Baseline Category

Plasma viral load (copies/mL)°

<100,000 85% 73%

>100,000 71% 72%
Gender

Male 81% 75%

Female 76% 56%
Race

White 79% 77%

African-American/African Heritage/Other 83% 62%

* Adjusted for pre-specified stratification factors.

® Includes subjects who discontinued prior to Week 96 for lack or loss of efficacy, and subjects
who were HIV-1 RNA greater than or equal to 50 copies per mL in the Week 96 window.

¢ Includes subjects who discontinued due to an adverse event or death at any time point from
Day 1 through the Week 96 window if this resulted in no virologic data on treatment during the
Week 96 window.

4 Other includes reasons such as withdrew consent, loss to follow-up, moved, and
protocol deviation.

¢ The proportion of subjects who had no virologic data due to reasons such as withdrew
consent, lost to follow-up, moved, and protocol deviation was 10% (TIVICAY +
EPZICOM) and 6% (ATRIPLA) in the greater than 100,000—copies-per-mL-group
and 8% and 9% (respectively) in the less than or equal to 100,000—copies-per-mL-

group.

Treatment differences were maintained across baseline characteristics including
CD4+ cell count, age, gender, and race. The adjusted mean changes in CD4+ cell counts from
baseline were 325 cells per mm” in the group receiving TIVICAY + EPZICOM and 281 cells per
mm?® for the ATRIPLA group at 96 weeks. The adjusted difference between treatment arms and
95% CI was 44.0 cells per mm’ (14.3 cells per mm?, 73.6 cells per mm”) (adjusted for pre-
specified stratification factors: baseline HIV-1 RNA, baseline CD4+ cell count, and multiplicity).

Treatment-experienced: In SAILING, there were 715 subjects included in the efficacy
and safety analyses (see full prescribing information for TIVICAY). At Week 48, 71% of
subjects randomized to TIVICAY plus background regimen versus 64% of subjects randomized
to raltegravir plus background regimen had HIV-1 RNA less than 50 copies per mL [treatment
difference and 95% CI: 7.4% (0.7%, 14.2%)].
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16 HOW SUPPLIED/STORAGE AND HANDLING

TRIUMEQ tablets, 600 mg of abacavir as abacavir sulfate, 50 mg of dolutegravir as
dolutegravir sodium, and 300 mg lamivudine, are purple, oval, film-coated, biconvex tablets
debossed with “572 Tr1” on one side.

Bottle of 30 with child-resistant closure NDC 49702-231-13.

Store and dispense in the original package, protect from moisture, and keep the bottle
tightly closed. Do not remove desiccant.

Store at 25°C (77°F); excursions permitted 15° to 30°C (59° to 86°F). [See USP
Controlled Room Temperature].

17 PATIENT COUNSELING INFORMATION

Adpvise the patient to read the FDA-approved patient labeling (Medication Guide).

Drug Interactions: Do not coadminister TRIUMEQ with dofetilide (TIKOSYN®)
because the interaction between dofetilide and dolutegravir can result in potentially life-
threatening adverse events [see Contraindications (4)]. Patients should be advised to report to
their healthcare provider the use of any other prescription or nonprescription medication or
herbal products.

Hypersensitivity Reaction: Inform patients:

e that a Medication Guide and Warning Card summarizing the symptoms of the abacavir
hypersensitivity reaction and other product information will be dispensed by the pharmacist
with each new prescription and refill of TRIUMEQ), and instruct the patient to read the
Medication Guide and Warning Card every time to obtain any new information that may be
present about TRIUMEQ. (The complete text of the Medication Guide is reprinted at the end
of this document.)

e to carry the Warning Card with them.

e how to identify a hypersensitivity reaction [see Warnings and Precautions (5.1), Medication
Guide].

o that if they develop symptoms consistent with a hypersensitivity reaction they should call
their doctor right away to determine if they should stop taking TRIUMEQ.

e that a hypersensitivity reaction can worsen and lead to hospitalization or death if TRIUMEQ
is not immediately discontinued.

¢ to not restart TRIUMEQ or any other abacavir-containing product following a
hypersensitivity reaction because more severe symptoms can occur within hours and may
include life-threatening hypotension and death.

e that a hypersensitivity reaction is usually reversible if it is detected promptly and TRIUMEQ
is stopped right away.

e that if they have interrupted TRIUMEQ for reasons other than symptoms of hypersensitivity
(for example, those who have an interruption in drug supply), a serious or fatal
hypersensitivity reaction may occur with reintroduction of abacavir.
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e to not restart TRIUMEQ or any other abacavir-containing product without medical
consultation and only if medical care can be readily accessed by the patient or others.

e to not restart TRIUMEQ or any other dolutegravir-containing product following a
hypersensitivity reaction to TRIUMEQ.

Inform patients that they should not take TRIUMEQ with ATRIPLA, COMBIVIR®,
COMPLERA®, EMTRIVA®, EPIVIR, EPIVIR-HBV®, EPZICOM, STRIBILD®, TRIZIVIR,
TRUVADA®, or ZIAGEN.

Lactic Acidosis/Hepatomegaly: Inform patients that some HIV medicines, including
TRIUMEQ, can cause a rare, but serious condition called lactic acidosis with liver enlargement
(hepatomegaly) [see Warnings and Precautions (5.2)].

Patients with Hepatitis B or C Co-infection: Patients with underlying hepatitis B or C
may be at increased risk for worsening or development of transaminase elevations with use of
TRIUMEQ and advise patients to have laboratory testing before and during therapy [see
Warnings and Precautions (5.3)].

Adpvise patients co-infected with HIV-1 and HBV that worsening of liver disease has

occurred in some cases when treatment with lamivudine was discontinued. Advise patients to
discuss any changes in regimen with their physician [see Warnings and Precautions (5.3)].
Inform patients with HIV-1/HCV co-infection that hepatic decompensation (some fatal)
has occurred in HIV-1/HCV co-infected patients receiving combination antiretroviral therapy for
HIV-1 and interferon alfa with or without ribavirin [see Warnings and Precautions (5.4)].
Immune Reconstitution Syndrome: In some patients with advanced HIV infection,
signs and symptoms of inflammation from previous infections may occur soon after anti-HIV
treatment is started. It is believed that these symptoms are due to an improvement in the body's

immune response, enabling the body to fight infections that may have been present with no
obvious symptoms. Advise patients to inform their healthcare provider immediately of any
symptoms of infection [see Warnings and Precautions (5.5)].

Redistribution/Accumulation of Body Fat: Inform patients that redistribution or
accumulation of body fat may occur in patients receiving antiretroviral therapy and that the cause
and long-term health effects of these conditions are not known at this time [see Warnings and
Precautions (5.6)].

Information About HIV-1 Infection: TRIUMEQ is not a cure for HIV-1 infection and
patients may continue to experience illnesses associated with HIV-1 infection, including

opportunistic infections. Patients must remain on continuous HIV therapy to control
HIV-linfection and decrease HIV-related illness. Inform patients that sustained decreases in
plasma HIV RNA have been associated with a reduced risk of progression to AIDS and death.
Advise patients to remain under the care of a physician when using TRIUMEQ.
Advise patients to take all HIV medications exactly as prescribed.
Adpvise patients to avoid doing things that can spread HIV-1 infection to others.
Advise patients not to re-use or share needles or other injection equipment.
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Advise patients not to share personal items that can have blood or body fluids on
them, like toothbrushes and razor blades.

Always practice safer sex by using a latex or polyurethane condom to lower the chance of
sexual contact with semen, vaginal secretions, or blood.

Female patients should be advised not to breastfeed because it is not known if TRIUMEQ
can be passed to your baby in your breast milk and whether it could harm your baby. Mothers
with HIV-1 should not breastfeed because HIV-1 can be passed to the baby in the breast milk.

Instruct patients to read the Medication Guide before starting TRIUMEQ and to reread it
each time the prescription is renewed. Instruct patients to inform their physician or pharmacist if
they develop any unusual symptom, or if any known symptom persists or worsens.

Instruct patients that if they miss a dose, they should take it as soon as they remember. If
they do not remember until it is within 4 hours of the time for the next dose, they should be
instructed to skip the missed dose and go back to the regular schedule. Patients should not double
their next dose or take more than the prescribed dose.

Instruct patients to store TRIUMEQ in the original package, protect from moisture, and
keep the bottle tightly closed. Do not remove desiccant.

COMBIVIR, EPIVIR, EPZICOM, TIVICAY, TRIUMEQ, TRIZIVIR, and ZIAGEN are
registered trademarks of the ViiV Healthcare group of companies.

EPIVIR-HBYV is a registered trademark of the GSK group of companies.

The other brands listed are trademarks of their respective owners and are not trademarks of the
ViiV Healthcare group of companies. The makers of these brands are not affiliated with and do
not endorse the ViiV Healthcare group of companies or its products.

Manufactured for

Healthcare
ViiV Healthcare
Research Triangle Park, NC 27709

by:
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@Glaxuimith Kline

GlaxoSmithKline
Research Triangle Park, NC 27709

Lamivudine is manufactured under agreement from
Shire Pharmaceuticals Group plc
Basingstoke, UK

©2014, the Vi1V Healthcare group of companies. All rights reserved.
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77 OFHE5Z 1T TWDH HIV-I/HCV EAERYGLEE 2B W T, RRIBSEM e UE R 203 &

CTW5, EFLNICHEY THLI2HEE N — A7 0852 F1L1L, f X —T7 =0T )b

Ty, UANEY Y b LIREOW G OME TG R IEERTT o L, (5.4)

o HiL huEUANARIEDOHHEELZIT TWAHEBEFICTH T, 5 SRR L ORISR
DO/ BRI E SN TS, (55, 5.6)

o TARAAMENNETITVUEEGEATLHMOBAINES ST EFICHLTE, MU —
A7 OFEHIFHERER I LRV, (5.8)

BERA
WAL DL EOBEAEE T, REBEEN 2% EOK b I ALNZEWER (R —X 70353
TRFICBWVWO) X, AR, ERAVES THo7=,  (6.1)

BlERLEFEDHONB;AEIL, Viiv Healthcare #t (1-877-844-8872) NI FDA (1-800-FDA-1088.
3 L <[ www.fda.govimedwatch) [ZERT D&,

EWMHEEERA

FU =X 7 LOIEA & DGR K> THOIEAIORENZEDLZ ERH V| £, toIEH
LT R — A7 DRBENEDLBENND D, IRREMGHT R ORE I, Y — KA
TEFHOFREEEZBETH 2 L, 4, 7, 12.3)

ﬁm&%%%n«w&%
R - ATEET IR, EERE WSMENIBTERERME 2 EX L TE D GAICRY Y — X 7 &ff
sz &, (8.1)

o BRI HIV RYDOFTREMENR H D720, BILIFTHEE S AV, (8.3)

o JVTF =0T VT T AN S0 mL/min RO BEITH LT, MU — A7 OffF I HERE S
s, (8@

o HEDONFREREZFITHREIIXH LT, N =X 7 OWRKRSTHD T /N0 ENLDEE
ﬁﬁ%&ﬁA WX, BRI OAIZEHST 2 &, (8.7)

BEADHERREHRVEER S A FITDOWVW Tk, 17EZBBI B &,
RET : 201448 A



BEAXE (230  Br

2L BEE, ABT7VF—SARUVEERELGHEKXR, T B BFXOEE

1 ZheE - R

2 Bix-RE

2.1 bV —RX 7 OF5BIMEENZEIT D HLA-B*5701 3@ DA 7 J—=27

2.2 HELEH &

23 BREOPHEN S 256 ORELEH &
3 HIRUSE
4 EE
5 BEERUHEALDIE

5.1 JEBEUE

52 AT v R— AR ORI 24 9 EE e HER
53 BRIXIX CHIFR D A )V A BB
54 A F =Tz KRR EY UEAWZLY X EOHEA
5.5 SO P SUE AL
5.6 RIENE D FES3AR
5.7 DMpiESE
5.8 HELE S U 7pu R FRALA
6 ElYEA
6.1 MR RER DRk
6.2 BLEIRFEE O B
7 EVMEEER
7.1 LD KN DI ERE I M TS KT 7T EIL D
72 RAT 7T ELOIEMENREIC KT T O FEH| D 2L
7.3 WESE S U7 SR HAE R O fth oD T B2 7 S AR AR o Wl RErE
8 KAl BERA~DEE
8.1 =
8.3 Filhim
8.4 /NE~DEE
8.5 mE ~DkE
8.6 ek E R
8.7 Hineks s
10 BERE
11 AR - tER
12 BERERIE
12.1 TERT
12.2 N+
12.3 $Kpydhhe
124 7 A VA
13 JEfRER=EM
13.1 WA, ZERJEVE, ASETEN:
13.2 BT 2R O SR E
14 BREREAER
14.1 B AHEBRE
16 gt RERUIKRLAE
17 BE~DERIZH

FEASCE (230 WTHEIESZHA U FLE B L Th RN,



RAXE (&0

BGBRUE, BTV F—CARUVERLIFEKXR, 1B BIFLDEE

B EE

BEETHICHENLG, SRBEEEESBREIX., P — AV OBBERELSTHIF/AHEL
EEEL TS, BEIEIX HLA-B*5701 MILREFEE LEVWEBICEWLWTHRE L TLSH,
HLA-B*5701 SILBEFEE T ABE X T/ AHELICHT 2BHEED Y Ao LYEL [EE
RUBHLDEE (.1) BE] .

HLA-B*5701 MBI FORERRLHIBELXRE. PV —A DIk DARERMKT HHI
RIFF)—=ADICKBHABEBT LN, TRTOEEFITH L T HLA-B*5701 HILBEEFD
RONV—=ZVJ%RET S &, BBRENEDLNIBEEICIE. FU—AHDHBEHEFLETSH
& o HLA-B*5701 B FE2 AT ABEXIT D ENLICHT 2 EBHEDRENH D HEIC
WLTIE, P)—ADBEESTHD (S 4) , ELERUBHLDEE (.1) BFE] . 7N
HEIABEICHT 2BBEOBEENLTNEETH->TH, F)—AIRIBDLNEZT/NH
ELSARAOHFREX. £HFBHNTXXIIBENTBBEZL0TEETNARHS, TDX
STHRIGIE, BEEMLURIZRET I ENHD [(BFERURBFLDIE .1) BE] .

BT Y F—L ARVERLEFEX

FNRAEL, 2T, RUHMORL FAODAMLRAEEZETRX I LAY FESE OB
EXXHRAKIC, BRAESTIRT Y F—RARUVEBEIRZH# 5 ERGHEXSRESAT
W3, 3LE7 ¥ F—YARBBEELGHSHEETRY SREKMA R TREREANBEN=HEIC
X, FU—AODBEZPILTHE [(BFERUEFLDIE (5.2) HHF] .

B £ DIEE

BEMF#V/4ILR (HBV) RUE FREFLIAIILALE (HIV-1) ICEERELTSY, +
)—A D DEEBRSD 1 D2THHSI TP UoNHEEHERILELEEHICENT, BEFXADER
HEMBENTREIATINS, HV-1 R HBV IZEERELTEY., P —AHDBE£EdIE
THREFICHLTIE, FREZIERCEHEL., 24 38 ABBEERRVREED
BRBRAERT I L, BYUILGIEAIICIE. B RFRICHT 2RBOEBADE L D AIEEMY
NHd [BEERUEHALDIE (5.3) 8] .

1 $hee - R
FU—RAZ71%, & MERETA VA 1T (HIV-1) FYSEDOTEEICR L THEIGHH B,

fi AR -

o  HIENITEEIZ N Y —RA T OWT OO IS DM OB EN H 5 BEITR L
Tix, MU —RXZBMTOFIHER SR [ X5 124) 2T,

o MEICEEETHAS T VTV ERFIA TV T—EBRARNT U RINT VAT 7—[lE
BN A MPER RIS DN A EFIZRH LTI, NI —RA7HDO RKLVTF T T LD
RAENRTSTHDI2D, MY —A 7 B TofidfERsnRy, RAT 7L
WASCE (230 22352 L,

2 i - AR
2.1 FY—AHDOBEBAARIIZH TS HLA-B*S701 RILBEEFDRAY Y —=24

rY— X 71 XA IBEZ BT AR, HLA-B*5701 XINBIGFICKTH A7 ) —= 0 T k3
Wi D Z & [FRADEER, B O oS 61) 2],




2.2 #ERAE

MU —=AZ1F, 7B ENL600mg, RATZ7F7E/NLS0mg, KOVTI 7T 300mg #E5HT
LELEHITH D, MAIZBITD MY —A 7 ORI &EIT, BFOFEIC)HPDOLTHRATIA L
B 152 CTH 5,

23 REDOHAENH I HEDOHRERAE

KVT 7 ENVIREZIRT SELAEEMEOHHFR 1 ICHH L-EEL EFHT 2546, MY
—AZHORNLT 7T ENLOHE (50mg) FAR+5ThHd, N7 7T e/OHEEAEITLT
DEBYTHD,

K1 GHAELSHIBED ) — AV DHEERE

Cidii HEAR
T FELLY KT 7 VO EIT S0mg 1 H 2 FITH
RAT T LFENS U R e, B, BMORKALTZ7Z7EL50mgE, hU—RA7D
tipranavir,/ U N EL . XV 77 o | BELD REFFHBWTRATHZ &,

3 FBRUVER

MU —X 7 gEXsEA, Wi, FABCTHY ., FmEIC 1572 Tri) SIS TWD, 74 /bh=
— MEE1BERIT, T3H EIL 600 mg ([CHHY 5 7 I BRI, NV 77 EUL 50 mg (CHH
Y BRLTZTENFT R TA, KT I 700 300mg NEENTWD [ - MK A1)
2

4 B3
M) —X 2713, UTOBREFIZH L TEETHS,

e HLA-B*5701 X3\ a2 H T 2 HBE [BAROEH FoEE 6.1) =/,

o TARAENARTHBBUEDOREENHLHBE, M) —RA 7 OFRLEEBBT DRI, HHWDHT
R EVEFRIAI~OREORBRE AR T 5 2 L, HLA-B*5701 XI3&m T DA EIZH )
DT TN BT DIRBUEDRIERIT, TRLThU —X 7 XTI DT 3 H
ENAEERAGLERG LW & [BERORT EoEE 6.1) 24,

o RITUIUEIN [EEERNNEH LEo/EE 6.1) BH] XNLT 2 7202560 2 8 HUE O BEA:
N b EE,

e Dofetilide & 5HDEE, FLT 7T ELOHIC L » THEF dofetilide R % EH X8
HAREMENRH VY . EERD/ XUIEME BT HBOERMEN G D120,  [CEYH L EH
T) =/

o W IIEEDOIEENRE 20 T 0 BE [ EEEM~DORY 8.1) /],

5 BERUERLDEE
5.1 BEE

R — X7 ORERRS THAT AT EARILRLT 7 I EADOFERICENT, BHIESHRE
é*l//cl/\éo

T 3H BV - B CRICBIER RBBUEIL, T A EALSAERAILEE L TWD, ATV
=Y (TABENL) OFRME (&2 28452 L, HLA-B*5701 LG 2H T 5%
FIXT S BT DIBBUEEZ IS5 U A7 8E, HLA-B*5701 DIERMNAFTE D854
FRE. T D ENMI L DIEREEZBETHRIUIT S0 R E HIT 2812, X TR
F1Z% L C HLA-B*5701 X5 & T+ D A7 V—=0 7 %2 Ehi+ 25 Z &, HLA-B*5701 [t B 1
LT, TADENLVGEERBNC L DEREF LW & [2E @) 2/,

HLA-B*5701 [&EBF 1B W T, 7750 BV B mBUE 2 B B9 2 Aiettidd 508, £
DOHEFEIT HLA-B*5701 e L 0 & A E IRV, HLA-B*5701 %I 7@ OFEIZ) Db 51,
MOEENEZONDIHEATH-TH, WHIEZSTETERWESIT N — A7 2F&EE L
WZ &,




BRFPIIVOTHRBUENE Z V1525205, W@H ., ZIEasZHBT 2 AR EGRE 4 = 318X,
TR E M LD IRIEBLAE 6 HBUKN (B E CoOMBOFRMIZo H) 128 b, —&x
2. WBIEIZLA T O —F 05 b 2 DLl EOFHERFER IO R L - THHES T 5
nn o (1) B Q) % 3) HBEE (B, wWmH, TFH, XTERS ; @) &2
JER (BEHEEEE, 97, UIERE) ; (5) MekasbEs (PRI REE, ek, OIXHIERE %)

Z DM OIBEE DR Je Ol I1X, EIR, SR, Fhmlig, TR, Bl X far s (FiC
RMEEE2EL, BRET2H56bH2) . YR, ROSEERENZEND, @HEUEICEE LT,
TF7 4 T7x—, AR, BAA, RiE, SRS BEGERE, PRARAE, ROFET DI
LTV, —HOWERE TH LT /NH BT 2 I8BUEIC BE U= SR ik, U
VORERE, RN (REIRER K VO ENIEEIERR) « RUENEG Ehb, BEOLZLITRE
SF=ERRIZ & L CEN DS, BRI T D AREMEN H D, SIABENHE SN TV 5D, ik
JEIZIRZ 2 b TICRET 5,

—EROYEERE T O T 3 H BV 2 IBEUE (2 B U 7o BRI, PR
BEH., 7L 7FoARARIFF—F LR, 2L T7F=v EH. RO U ERBMENR S EN 5,

TN BV DK E P BEIEN DN DS EIITEBIC N — A 7 OB 5 AT kT
D&, EMmEEDTIRBIED Y 27 ZH/NRICT 5720, MOFBRE (F : flik, [EXR.,
MHEEZS, XidA v 7NV U WEOMREREEBOZMERIE, BHE, b L I3MLoIEANTT 5
WEUE) NEZOLNDEATH-ThH, BBUEZSTECER2WVWEAIL N — A7 2 FH&E5 L
WZ &,

T 8T €T D IEBUE OFRIER T, A 2 I IRIIE L OB O L 0 EE e ER S
BEEEILINICRET 2820 R3H 5720, IRLTHRU =X 7 IO W72 B T 3N EVER
AL G Lz &y

WHEIE DR OB TR — A7 IZXAREZFIELTEY, M) —X 7 I 7 N
B ENLVERRAIOHER G 2R L T AEAIIE, MU —A 7 OB R 23R FHE L,
BEDBEUEDIER AR L T\ Tm 2 & 2Rt 5 L,

BBUE A G E TEX2WEAIE, B — A7 oW 5 7 30 eV EA AL Bk
L7z &,

TR0 EVVRBUEICAET DIERNRO SN WA, BEUEDERICHTEE=F Y
> T O CHBR G N ARETH D, b U —RA 7 IO T 30 © GG R O FE G-
TIBBUENFELT A REMEN B 5 2 & . WONT R B8 T HEE DA DEGE|C EREALE &
ZFHZENFRETH HLEAITIR - T MY — A 7 OFEE IO 7 30 €5 H R o5
R CEH L a, BEICHMIELZ L,

TRAEMZ L BIEEEZ T TND N5 BEICH LTH, I@BUEORZ B2 R 72
EEREORILTH 0 FelF 72z e, EE, S OIS 7BEUE D RIREE N H 5
72, HLA-B*5701 X S8l 72 B LR WA TH-Th, TN ENLEZHRE LW ENE
ETHY ., BRI RICESWTT AN E/VIBBIEZ T E T RWESIIT A ez FHkE
L7gnzZ &,

AT 7T e 385, EEER, B U CHERERE 2 5 Dila S E N 22 Fs L 3 518
BUENREENTWD, ZOFERIT, F HAHRRICEBNTT B/ 4 "N E S HRE D 1%
A T SNz, BEUE ORI U ME (EEORS 138 AL 5, EE B EIK,
PE 7RG, APIR SO BIER . AE SU IR BRI, A SR DR A, AEIRE . IR,
fFde. AFERERIEZIE, IMAETRIE, PPN, 7272 L 2 OICRESHARWY) BRI LSS
Wik, BEHBIZ M) — A7 RIS LWERIOR G2 ik+252 8, W7/ T A7 <
T—BEECHRRREZBIZE L, @URIRREHGET 2 &, BBUEORIKRIZ N —A T X
XM DEED LWEERIOFEH O F k@56, EfMadErdiERERDIBZENLRH D,

BRIREGIZ, B U= AWK BBBIENT NI ENLXIEI RAT T ITELDEL BIZL - T &
EBZEINTZbDOTHAINHKTA2Z LIIREETHD, Lo T, WBUENRKRTRY —X 7
R BIEEEZPIE L2 EBHLBEICRH L TUL, FU—X 7 oWz 57 3 BV X
ERALT 77 ENVERMAILFERG LN &,




52 AB7 S F—LRABRUVIBHF &5 EELGEX
X7 LAY RiEEK LMo L b a oA L RO, BEEM R 2Eate, BT R
— VAR OIEIF &2 2 EERIFERSHES N TS, ATV (TATENL) RO=
EEAY (FI7VV) ORMTE (&%) 2BRT52 8, BT ¥ F—3 2 UIH S T
F (F T AT I T —YOHHER LR A2 DR WITIER K DI IT2 & te) 235D 5 K
TR EFT RSB 5 -BEF I LT, P — A7 Ik BEEEZRIETHZ L,

sssﬂxucﬂﬁﬁﬁ4»xzﬁﬁ%ﬁﬁ

JTREBERR A ~D S« B AT C BT 2 BRI b B IL, b U — 2 7 O I
VN, SR ﬁ¢5)27m%m76 XiFhFoA7 3 % Y ERERIATLIEBZNNH 5

[EIEH 6.1) 2], 754 (RAT7IEL) OFAMTE (&) 22WT52 L, iE
il iofﬁ N7 AT ISR ERIT, REEAESEGER, U R OGEE Ik
L7=% B2 OFR & —F L T2, BAEIXE C BT R & iR R4 SR BIC L D
BEI kwfi\%ﬁ%%% SRR A A L, Y — X 7 X DIRER TR E
BlET 52 LRI,

R OIGHREIEE © T X 72 > ORGP IERICAT R O E 2 7~ BRRPT L ORGR B g o
BAERRBO NI, TEENL (FIT7V0) ORMNIE (BX) 228552 L, BRTIEE,
D7 < E B ATITEE OBRAER L OMARORBBIZ 2 L, EERBIET D &,

7 2 7V U0E HBV O L - HIV-1 KX ONHBV (BRI U 7= 48R 16 L C., 1840 B AT
KOWRIFIIRT DT I TV OFMERONLEMEITMESL LTV, T X7 2 Otz B
LTWb BRIFR DY A NV AEREOHBIL, BRFR YA NV AICFRREEL TRBY, 717
CEEGLHIL br UA VAR K DIEEE T TS HIV-1 DG LR E 1B\ O T b s
INTW5, TEENL (TIT7V0) OFMLE (830 22R452 L,

54 AV —2xzOVRUYNREYVERANELIS AV EDHR

MU —=AT7 KRN COFRIIPPDOLTA U H—T =0 TNV T 7 DG Z25T T
HERFIZH LT, FRCFRER2D X9 RIBRICEET 2 F 2 R BT L, =
EENL (FIT7VY) ORME (&30 28KBT52L, N —2x7ofEHIEIzonTiE,
E%m&ﬁ@ruWUT@ﬁ?é & HFER2E DK FIEOBEE (B @ Child-Pugh 227
MWTLLE) BDASNEEASICE. A X —Tzar T 77, UAEY . XEZFO O
EXi&5¢m%@ﬁ¢é A F—=T7=2ar BRI ARE Y CORME (230 251
THZE],

55 REBEEERE

M) —=A 7 @il b v A VRO REREE 2T TO L EEICRB W T, SR B ELER
BHEPRHRESNTHD, P e UL V2O ARIEOMPIC, R REENEIE LB H TR0y
THSEGMSUIFRANED AR RIEYYE [~ A anI TV U LT BT MRYYE, YA AT T A
WA Za—FVAF A - vurx Uik (PCP) | U] (T4 2 RIERIEFHHT S
%%hﬂ%@\%ﬂ%ﬁﬁﬁéﬂﬁ%ﬁ%%%%&?éT EMEDNND D,

HORERE (7 L—7 2, ZRUEBR. KOXT 2« NU—EBRRFE) b Fa g
FBETLHZENMESNTVD, LnLadb, BIETORMITIEL DS NRE <, RRKBL%
MoK ARICEIT D LN DD,

56whﬁwﬁﬁﬁ

HLOPEIRE, AAMARERSIEIE (B2FE) . REo0®, Eoow, EER, KO 17
VU TREANMBL B E TARIRIE O RSy ﬁ/*ﬁ# PiL b oA NV ARIZ L DIREEZIT VWD
BEIZBWTRDLNL TS, ZHODHELOMFEROERTHRIZ, BED L ZARHTH
5o REBHRIIMESL L TV,



5.7 HERIEE

By b A VAEOPRIRIEE T TS BE LIS, DGR (MD) ORBUHEE %
T D 72 OIZEHE S NIZBEIZ AR STV DRI & OBIEEFERTEICBWN T, k6 » LW
DT RHBELDHEAIMI DY 27 L7 LB D - T, LN O BERRER O H A& WA Ol R
TU, SRR L LB LT, TN BV SRR IS MI ORI ) X 7 1345 B
nolo, ERE LT, ad— MIURENER OB R LN IZRIA a2 7 — 2 b,
a3 AT RN,

FHIRE LT, 7B EAEZGRH Y b U A NV AREEPLTT STV S 5EITIE, wik
RV IR O Y 27 NEAET D Z L2 BB L, WFHFRER T~ ToERAT i : miffE,
FMlEIAE, BERIR. W) &R/ NRICT D720 DEZH LD Z &

5.8 R I L\EERAF

FU—2%271%, BEME®D INSTI (KT 27FEL) K2 KOS EEEERER (7
NRAENLKRORTITVOV) 258 LTEY, TABEALUIT I TV 258 T Do flg &
rU—2 7 OPFRIZHESE S u7auy,

6 Bl{EF
LUFIOR LIZRBITERIE, fLOTE TR~ TN S,
o EET. WHIBSERRIBHUE (B, BER O LotE 6.1) 2 .
o BTV R AROEBRINITER [BEM BEEZROEH EOEE 62) 2] .
o BADT C TR BEGRIEGER (2B DITHREEREME~ DR [BER O LOTEE
6.3) =] .
o BARUTROME [BHM, BARNMEN LOTE 63) 2] .
*  HIV-1 X O C AT REBRIEEH BT DAIHRER S [BEER O Lo/tE 64) =
.
o SEFHSSUEWRE [EER O Lo 65) ZH]
o KIEMIOFSAN [BEER O LOEE 66) 2] .
o LWREZE [BEROMENH LOEE 6.1) M

6.1 ERERELERD AR

BRIRARBR I I SRR R T TEM SN TWD 2D, &2 FAIDHRKRRIZ BN THR LT
BRI FE A | 3 Ath D FEF D R IRAURIZ B 1 2 BIME I RS & BRI 5 Z & 8 T& T,
KEROERZHR TH LD BIVEMIEBEL &2 B L2 W ATREVED & B,

ARG DI HI LZRIE] _(ADRs) @ MU —* 7 O%EMMIL, EIEA., EHEE. S
FALE, CEEH, EESHERBR TH S SINGLE (ING114467) #RERIZIS1T 55— Z fiffric Ei
HDOWTEY, SAILING (INGI111762) SERTHEOGILHHIV IRIZ L HTRFERBRIH Y . 22D
INSTI D GHREBR DI UWMEBRE 2kt 5 & LT=TF — & L OWT HIV 3RIZ X 2 1RIERER D 7\ W B
gl LI-oRBR CEONTETF—ZICL o TEMTONTWS, TE Y A DRI CE (&
) BT LHZ L,

PEHIV (2 57557 D 200 #lk# + SINGLE 3RBR Tld. 833 Bl DR AR E 2T 3 h 2L
Wit & 7 X 7V OfAEH] (=7 Vas®) Z0HHLTRATZIEL (FEZA) 5S0mgl
AllE @14f6) . XE=7 7Ly /A NI U2 ey /T 7 REAESHK (ATRIPLA®) 1
H1E 419 #) OWThr—HICEELICEIFiToi, D b 1 BoEsE =T, 96
BIZHNT, BRI L R oA EHFRORBFEIL, 787 A+ 7V a apigh snimk
BRH TIL 3%, ATRIPLA 78 1 H 1 B G S N7 4RE TIL 12% Th -7,

SINGLE #BRIZ 5T, BRI TS W T OB GREOBRE D 2%LL ETH S iz LA
PO HEEORIEMNZ£ 210577,



F2 PHVEICLZABREBROLWVIEREEZRNEE L= SINGLE REBRIZE VT 2%LLET
HEGARDICREL-DEELE (FL— K 2~4) OEIER (96 BTORH)

FEHSA+T TPl ATRIPLA
18 1ME 18 1ME
El{ER (414 1) (419 1)
fEEE
ANER 3% 2%
OReY 1% 2%
LG 2 <1% 2%
HRERER
EEMED F <1% 5%
[FIEp ) 2% 2%
EGESE
LD <1% 3%
T <1% 2%
—fig - e EEER VRSO KE
1% 2% 2%
BEERUR THERES
E N <1% 6%
ERURBES
[Elfist b F U 0 2%

COUTORGEEET BB, @FMRE, BIREDE, BERIDIZIRAE., £ SHENEE, RUEE

FLHIV (2 B 765E5-R R D B 5 #5Z - SAILING BRI, HTHIV 32 L 21RIERBRAH 0 |
2> INSTI O HARRER D 72 DR BB 2 k5 & LI ERE, —EEMRABRTH D, #HREIT.
TEZA50mgl B 1ELIT AT 7 ZE/L400mg 1 B 2 BICEEMEZEIZED L1 B, 507
LU A N ATEMEDR o H3EAN 2 D72 < &b 1 FIE T YRR BN U 72K 2 Fl O s iE3En
OFH &7z, 48 BT, BB IE & 72 > 7o B EFRORBBBE L, P HIV FEIZ X D158
RO NVT R COBEELATHALNIZLDE L T\, TEZ A DIRME (230 2%
W42z &,

TETA+ TV a AR SNHBRE OO ER THALNREIERIX, SLHIVEIZLD
TRIERRBR O 72 T R TCOBEELEMATAHA LN R & BB h—H L T\,

ERRRR T b ENRENER : LFORIERIZ, WThaoiBRizsv T, Ht HIV i
K DIBHERRER DN 72 MR XUTTERARER D & DR D 2% AT CRELL 72, ZHHITEELD
S UIRBBIR O FEEMNENR H D LMW SN2 FSNEEN TV 5D,

gl I, MEESREARG . MR, LR, s, W RIERIER A, R,
Mgk -

AR - BLEEE L R IR

HPRE R TR

AR RS - BAKRIR, W b Y 7YY NiiE

TR AR, i

PRER I BR

FEPARE TR N ONEIR R

BR ORES I 2 - TS RERR S

SR OVBE FRIIE 2 2 5 FEAE

EERARATAE L & . AUHIV B/ L S 7855/ R D20 0 52 - SINGLE RERIZI W T, RERBALARE
MO U REREERE (71— K 2~4) OB OPERE O 2% E TR b=k KT
— FEMEEER 3 IR, SN IEEMICRT L Th LN TZRERE LI N 5 OB L&D FE %
F 417”77,




%3 SINGLE RERICHITIH HIV EICLIABRRBROLVEREODEKRREERE

(JL—F2~4) Otk¥: (96 BTORH)

FEFA+T Tl ATRIPLA
18 1MH 18 1ME
BREEREERE (414 1) (419 45l)
ALT
2" L— K 2 (>2.5-5.0 x ULN) 2% 5%
2" L— K 3~4 (>5.0 x ULN) <1% <1%
AST
27" L— K 2(>2.5-5.0 x ULN) 3% 3%
2" L— K 3~4 (>5.0 x ULN) <1% 3%
JVTFroxF—F
7' L— K 2(6.0-9.9 x ULN) 4% 1%
2" L— K 3~4 (>10.0 x ULN) 5% 7%
e I
7 L — K 2 (126-250 mg/dL) 7% 5%
7 L — K 3 (>250 mg/dL) 2% <1%
Joi—F
7L — R 2(>1.5-3.0 x ULN) 9% 9%
2" L— K 3~4 (>3.0 ULN) 4% 3%
AT R ER AR
71— R 2(0.75-0.99 x 10°) 3% 5%
7L — R 3~4(<0.75 x 10°) 2% 3%

ULN = JEYEfE FRR

£ 4 SINGLE RERICHITHIHHIV EICLIAERROLVVERENDHETIEEED

FERBAREFA o NDELEDFHE (96 58 THREHT *)

FESA+ITTPal ATRIPLA

181M@ 181M@

IBE (414 1) (419 1)
=L A7 11—/ (mg/dL) 23.2 28.0
HDL =2 L 27 17—/l (mg/dL) 5.2 7.4
LDL = L 25 1 —/L(mg/dL) 14.5 18.0
cUZ V&Y K (mg/dL) 17.2 17.4

b RBRBIAI N B ETAIR IR L C W AR E IR 2 D DT BRI LT (5 E S A 30 Bl Y
ATRIPLA 27 f5) . 55 BlIFRBRBHAATZ (R E REERFREEDOIRA Z M Lz, 26 OERE 21T 2385
WP ORt (IBERFIERIEEO R BART) OMA T COfEIX, #ERE OIFE R EERFREORM 1R
B & 9T ICME F L7 (SINGLE &8 : 7 £ 7 1 25 5l L OY ATRIPLA30 1) .

PLHIV FE(Z - B 75068 D & 5 #5827 + SAILING 3RBRIT 350N T O AU 7= B PR AR S 5 13
FLHIV 312 L D IREREBR N 7o W BRE 25t 5 & LT-3RBRIC B W TA b - B R Al 2 & b
LT, BBILRMEE LTV,

CHIFR I A N ADEMEEY: « FE725 M AHRER CH 5 SINGLE Bk izi\\ T, C HFR ¥
A VARG LT D98 T, BRBRBHAGIE O FFFSRE M A 03 FEYEE RO S {FLL R Th
5LV FHET THANETF ISz, BEFRICEBRGE L T D8ERE IR LT, ke
L. AST R ONALT BEORBBEE L, EH 5 DIERBEEHCB W TH C TR 7 A /L A2 B
FLTCWDHT T N—TTERhoTen, CRIFRD A NV AZEBIEG L TV HHERE DR
077 A ML, CHRIFRICEGERG L TW WS CALNTEZRE T e 7 7 A LV EFRIKTH
ol U —RA 7 BNEEENTHRE THLNZ T L— R 2~4 O ALT £E OFRBMEE L. C M
IR L TV D HERE & HIV OAITEGE L TV A HERE 2BV T, ZEN 15% K&
2% (ATRIPLA 235 ST HBRE TlX 24% K% W 4%) Thote [BER OEH Lo EE 6.3)
2], TETA DU IGE (&30 bRTLHZL,
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Mg 2 L7 F = DE . RIVT 7T VTR ERIKORRICE B E RIFT 227 LT
F = DORME SWAETRET A7, M7 LT F=U BNINT 52 LRI TWD  [HEF
FE (122) 2], MG 7 LT F =0 OEEINTIRERIA 4 BELINICEI L, 24 B 5 96
& THikie L7z, SINGLE &RBRIZIWVTik, RERBALGIRED & B 96 4 £ TOE L&D FHIEIX
0.14 mg/dL (#iH : —0.32~0.59 mg/dL) Tdh -7, 7 L7 F= 0L, HLHIV HIC Xk 515
FEARER D & 2 BB A & FALL L Tz,

TAHENRBER RN T I TV FA TV o OFEERR (hodiL ha v A LA EE L
OO ITB W THA LN AR RAMER L, &L, fFFEREE, IFERERER R, WOl
CPK, fff, ¥ OXrY 7 Uk RERTH-TZ, TEEADEKRAERE (ot e v A VAR
B EOOH) IZBWTHALNTZBIMOBRBRAEMER X, M/IMIBE, eV Le v,
TIT7—E, KRV NN—BED LH ThH o7z,

6.2 BLGEMRSTHR D RIR

BRI RRER TR S AL RIPERNTINZ T, LU T O RIEH 28 L& Bk e % O ThERR S v T %,
I ORWERIZ, BERHADBENAHEELMEROWE TH D7, FEIBHE OFHIE T
YingiE & ORIRBEGROMESLITH (T ATRE L 1R 5 720,

TRAENKRY ETGITVV

THIEZSF - TN

B

—# - 2L WS

MER TN Y % BAERNBMREIN, Bl GRIFERE K OERPICET T 2 EERANLE &

Te) . U o HE, JHAE

WHCE - BAEROS (7 F 7 4 7% —%5L) | 2HE

LR ONREEEfEZ LR T ¥ R—3 A

BEEF - R, CPK b4, BRSO A fiiE

FHFEF - BERE KRR o — ST — | RRERE

REBGZRF « BLg T e Wi i

JLJE  BNE, SR, AT 4 — T A« Pa vV EERE (SIS) K ON EEMESE R 5 5E
£ (TEN) & &b AIERA, T2 SIS LN TEN O Fh & OBE N H v T
HEAMEGHALTCT A EARNEREESNTZEFIZBOTHESINTWD, TXTEL,
SIS J N TEN (2 H 3K 2 iBBUE IS K - TR DRI 2 MiEoEE X EE T & &
BT, —EBOIERI THEE DA AR T2 Z L1 X - CEREBUE 24 Uz /lRENME 2 iR
ENTWABTED, ZOLSRBEHITITIT AT ELOESELFIEL, BESE LN L,

7 EYREER
7.1 OEFOEMHEICRFT FLTITSELDOEE

In vitro IZBWT, RAT 7T ENVIRIRCOEED F 4 b TV AR—=2—TdbH 5 OCT2
(IC50=1.93 uM) KTU'MATE1 (ICso=6.34uM) Z[HE L7, Invivo IZBW T, L7 7 I EL
12 OCT2 DR & MATE]l OFREDREMIZ L > T 7 LT F= o DRME S W EZRET S, L
T 7 7 EE, OCT2 XiX MATEL 41 L CTHEME S5 385 (dofetilide 2 VA RV ) Difi
ERREZ NS S EMERN S D [ZE @) . FEWHEAEN (13) 2]

Invitro 2B WT, KAT 7T BT REIMINZHEET D TV AR—F—ThorHKT =
F o h T U AR—=H2—0AT1 (IC5p=2.12uM) KTNOAT3 (IC50=1.97uM) ZFHFEL7Z, LirL
RS, invivo IZBWT, FAT 27T BT OATI K NOAT3 DIEETHSHT / AL T8
77X EBRBEOMERIRE L E(LSE R o7,

In vitro IZ3WT, RAT 7 Z BT TOEESE L N7 VAR —Z —%[HE L0 - 7 (ICs
28 50 uM % k[l > Cuh/z)  : P4SO(CYP)1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9,
CYP2C19, CYP2D6, CYP3A. UGTIAl, UGT2B7. P HEEHE (P-gp) . FLmamitEE A
(BCRP) . MHitEatEHENA 7 BSEP, AT =4 F 7V AR —% —HKua~X7F K (OATP)
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1B1, OATPIB3, OCTI1, ZHAIMPEEHE MRP2, XX MRP4, Invitro (ZBWC, RKAT 7 7E
JUIE CYP1A2, CYP2B6 X1t CYP3A4 & L7goTz, ZiILH DT — & KOS A /EH R
DFREFUZIEESE, RAUT T TEARINLDOBRL N TV AR—F —DHETH HEH LD
HRPENREICER T 5 Z L3 E Z T v,

WM AAERRBRIZIBWT, AT 77 BEVVRLL TSR L7z 3850 0 S B A |2 il PR A |2 B
DOBHLERERS Dol 0 T /R EN, ARy IXY T A ULEEY | norgestimate
FORTF =)V A NT VA —VEER LT DR, MAEERZ R T &L 5
EOIERMBENEED T — X Ik L CORERBRIEIC L W, KT 7T E/WELL FICRTEHRA| D3
WENREICE B E RIS RWEeEZ2 b THYFEeL, FrreEnr, 27780y, =k
Sy, RAT LT EN, seFen, U kT, KT T FLEL,

72 FLTISELDEDREIZRIZTHOEFOEE

KT 277 BV UGTIAL IZ L » TREF S AL, 20— HIZIX CYP3A " FHELTnWb, KT
77 ¥V, invitro 28V T UGTIA3, UGTIA9, BCRP, KU P-gp DFEETHLH D, T HD
BN N T AR—Z — %8S AL, METR FLT 7 7 e VBEEZKTSE, RuT
77 ENOIEENEEIRT S5 0l fetEnd 5,

KT 7 Zen e b OiEHELETAMMOEROGIL, miEdh SV 7T eigE s
EHEELFEEEND D,

T hIZEY NIRRT 7 ENOMFETRREZZE LK TS0, = 78U COEMT
o e N FEAIIALFEL, Y R FEALOPERIC L TIRTTL, THYFELS
URNFEMIE> THET T2 BN TPRISND (£S5 [LEYHAIEHE 13) | BikEHE
123) =H]

X FeN,/U RNFEL, vrEFEL Y MFEA, ULAERD Y, 7 /R EJL, boceprevir,
77 7L ), prednisone, V77 T F . KOA AT T —E, KT 7T ELVOEYERE
W% U CHRIRICE R D & 5 8% RF S 2o Tz,

7.3 A SHh-EVHEEERRUVZOMOEZLEMEEERADOAREME

TARIEN, VT TTEN, KT I T VUG REZ T35 — S H BB 35 b L
TUVRUY,

RAT 770 (K5 KOT AT EMTEBN TR AAEHOTREMEIZEIT 2 FHa LU IS
Y, THDOEIE, ARUHAEARR, b LB TRSNDMAEEMORS S LUEHE
R EFEGSUIADMER T O TREMEICER L TFRI S VA BAERICESWTWD [P

A23) M7
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£5 FATIFENHRLTHISAE-EYVHEERARVEOMOEELEYMHEE RO
% EYHEEERSRXEFASAIEEFACEISHERSE

idiE Sbar

HH|Z, BEICHT IHE BRI A Y b
HIV-1 i1 L X E
B ARV IR REEH : IRV F 75 | 72FFEA Y hFEL, ZAFEA/T B
N A F e, XiFuvFe/Y e EGEE

THZER =T L R =R Zff
M5 Z LR,

(2 ACEIE A JIEE SR A7 275en | FAF2ZIeLroflE% 50mgl H 2 BIZH

7L 45z &, BIO LT 7T EIL 50 mg
., MU —RX 7 0FENG 12 FEEBWTR
HT+5Z &,
ERERRYIEERERAEH : LRLT77en | #EBEHEEZRET H200F —4 BA+45T
FETE HoHlD, N —A7 LOfFHITRET D Z
Lo
FoF7—ElEEH : LRV TF7Zen | KAT7Z7eL0fEE 50mgl B 2 RIZH
RAT LU e b Bi+5Z &, BIO RLVT 7 ZEIL 50 mg
= ., N =X 7 OEE)L 12 KBV TR
Tipranavir/ ) k7 E/L? HTbZ &,
FDHDEH
Oxcarbazepine LRLT77en | #RAEEZRET H-00T — 4 BA+5T
N N HDH7, N —RA 7 L OOFRITEET S 2
Tz )N EH— )b Lo

TR EE

peaz =Ryl A v
(StJohn’swort, &>k « ¥
g—y X« T—h)

EMbhFAVEFEHA RN A A N —RX 7 Bl FF o EFER DEE 2

Mg X (& Al F) RERTAT 13 5 6 R RICIRAT 2 2 &,

T T A B A HIEA SR

Tl

AT FGNVT 7—h

TR A

AIVSHARIIHBZEFT S IV TF 7 Zen N =X &N AN EERT HH

BEEAIVHIZELROA F PG 2 ReRART T 6 BRI ICIRA T % =

W) ARUEH Lo HOHWI, WAL T AT EEET S
AL N —X 7, BRFELLELICRHATS
ZEWTEDL,

A MBI TARFRLI Y N =27 0T 256, A MFALIvD
BEERETDHI L,

Jy7rrEy Lt LRLVTF7Zen | RAT 77 eVOfE% 50mgl B 2 [BICH

i+ s &, BIMO KALT ST EIL 50 mg
., PV —RAT70EEND 12 RFEBWTHE
5952 L,

b AN OK & TIZo0 T, IARFERE 123) K9 22T 52 4,

T I TG EL s T EIRE L ) — LV OFRYERE AR L TR E RIF S
R, =F )=, REROBREZEINSEL 2L TT A EAOPR AR T S D [HAR
A (123) 2T .

AV Ry TG EL : AF RO, 730 B L0 IREhRE A0 B 16 L CRRIRAYIC
BROH 5B RIFE e\, A RUMERFEIEZ 5 T\ 5 HIV-1 128G U 7-#BRE 11 Bl
TAAIENL600mg 1 H2E BUEOHELEIM&D 2 %) 285 L2 BRICBWT, A% Frofk
N7 V77 ABEMUT [BKERE 123) 2] . BEOKFFITENT, ZOZEFA Y
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RCORHEEEZL7Z0THOTIERVA, PEOBEIZBONTEA Y RUOBEENRNKEL 2
BAEREMENH B, AV ROFERIZT /S L O3 EhEE R 2%t U CERERAIIZ EZ R D 5
HEE L RIFE o Tz,

8 Bl LGHERA~DHRE
8.1 Wi

R R SERREESYHE C, TR BT B 145 T et &2 3% L2 BRIZE i Sh TRy, 814
KBTS MY —RA 7 O & AW T AEERBRNER STV D (BLFD RAVT 7 Z e,
TAHENL, ROTGITOUOEEBRT L) o BiicBiT 24MaRT, 437 Lbe K
BT AKEZE TRIT D50 EFRBL 20, MRPIE, BEMNE SN GEMEE R A5A1
(RO, NU—RAT%EHTHZ L,

Antiretroviral Pregnancy Registry : b U — X 7 iZfiobiL b o A )V AIIZIRER S5, Him
BT BRHE - JBIROIRIR 2 #2239 572, Antiretroviral Pregnancy Registry 23Bs STV 3,
R E L, Baf 1 1-800-258-4263 |[C CHRE BT L Z Lt s g,

R T —% . T2 Z e ERERBRILT v RO X EHWT, B hTOHET
H550mgl H 1RO S0FEE CORBTEEIN, N7 7T MRS 5 EhEEE TG
RA~OEZBEIIH Lo T,

HWRT >~ M RAT 7 Z 40 1,000 mgkg/ B E TOMRE (B MZ50mgl B 1 [E5EFAREOR
RIgEFE B (AUC) OF) 50 fFI2HM] 24Tk 6~17 H BICRR OG- L2y, RHREME, RAEM,
AR Z TR Lo T,

BERR 7 I RVT 77 00 1,000 mgkg/ H £ CTOME [B MZ50mg 1 B 1 [R5 H ROl
RIRFE R (AUC) D#J0.74 512F1Y] 2R 6~18 H BT D& G LAy, RBAEEM I
EMEZFIRE Lo Tz, U FICBWTIE, 1,000 mgkg/ H O A& TRHARM (BRI T,
i/ PREDOAK N XUTEEE JR, (REIEIMOIE) BAH bz,

TFNGEL R T v MBI DEBRIC L 2T, TS BRI A @E L CBIRICBITT
HTENRENTZ, Ty MZBWT, RIEOREHEE (RIEO2EZER OVE#K G TE O BLE
DR WoNcsERE (RO ERD K OB R OFE/N) A3, 600 mg FHEIZHT 5 E K
REE (AUC) O 28fFEDOHETALNZ, 7 v MIBWTER LZpoBhRER X, Elko
o OHET, MR OWRIEEME (WIEHN, RERCD) NS A RIS 3 BEEK
WMRAEORBUAE O NRO LN, VHFITENT, #EHETOE MNEEE
(AUC) D 750 HETIE, BAEFERORIEORIBEGTEOMINIGRD Loz,

FITTIET Y MCBITARRICK - T, FI7VUREER A EE L TRIBICBITT
DI ENRENT, Ty NERTHFIZBWT, 300mg HEICXHT o8 MREEORN32EFET
DOIMIFEFRE LR HDHBET, 737V oROBHICL2EHABRNAE SN WD, 737
VN L BEFIEIEIIERD b o T, UKW, b MIBUT ABREE L FEOBRE
BECREOME T RFRO NN, 7y M T, B MIBT 2 IEHFIRED 32 5% ToMfEH
RETIOL I RERIIRD NIRRT,

8.3 23R

KEERRHE TR 2 —1. %O HIV-1 &Y 27 2EET 5770, KEIZBWT
HIV-1 (&G U= RERIE LR ISR LW K 9 1I2EE LT 5,

SRR D HIV &Y O EERBIERAO REMR H 5720, BEABILENE S (CHEY
THI &,

FAVT 7 Z N ZAHDT7 v b ROZOHARICEIT 2B TIE, N7 7T EVRT v
FOAHFICEEN TN EDRENTWD, BT 7T e FOHLHFICHEITT 50
BPEAHTH D,
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TR EI - TADEIRATOT v PO IS5,
FITVv T IT7VUEE PO S D,

8.4 INR~DEE
NREBEIZBT D MU —A 7 ORIV VL EVETHESL L TR R 12.3) 2T o

8.5 BEADEE

TAHEN, RATFTIEN, LT I 7V OFKRRER CTILER 65 mll EO#ERE 3 +4>
CEENTRELT, BEDNEEOWRE L R DS ERTONE I NERF T2 LIXT
oz, —EC, . B, XI3ODHEERIE FORBIFEN S W EImO RS, R OVEIHE X
L D IEYRE DN A2 R T @ OBEITH LT, Y — A7 OFGITEENLETH D
[BEIRHERE 12.3) 2]

8.6 BirEfEERE

M) —A 7 ZEEREZEGEATIHERTHY ., AR ORAERI N TE oWz, Bk
BEELHETLBEE (VL T7F=27 U7 52 AN 50 mL/min &) 128 U CIEHESE S u7eu,
JVTF= 7 VT T AN 50 mL/min KIEDOBREICKH LTI — A7 OS> THDLT I T
U OWENMLERGAE, BRI EHEHT D 2 [EKERE 123) M)

8.7 Fri8eEEEEE

N —XA 27 3EEHEEZEHTHEEGAITHY . BLERD O EREIN TE 220, BEDF
FEREREE 2 A9 5 B3 (Child-Pugh 03 A) IZxF LT, KU —RX 7 O THH T /30 L
DOWENLE/RGAEE, ERORANZHERT D& [MEAFEE 123) 2H]

HH4EE  (Child-Pugh 2338 B) UL EE (Child-Pugh 703813 C) DIFHEREREE 2 A+ 5 BEITK)
T LT ENOEEMNE, AME. KOERWEREFREIML L Ty, Lz -T, 2
NEDOBFIZHL TR =27 OFRGIIESTH D,

10 BE®RE
FU—RX 7 OEER SR UTRRIZ2IEEIL R, a5 NBAE LG E I, BFEOR
REZBIZR L, MBS U CHERER R SCRRRIE AT ) 2 &,

AT 7N RAVTF 7T ENMTMEERE LEEET D20, BIMcL - TEHELIR
ETE DAREME IRV,

TN B - TN EVPEREENT UL MAEEITIZ L > TERETE 2008 9 DEAHATH S,

TIT7Vv s (AREO) MmigENT, Rt RE RSN, &K OV A BIERENT 2 L ChR
EENETITVOVOREIIZS DTN ThHo-0, 737V OBERG R AR
OB DRI EARNTHDLONE I DT HOWTIIRATH 5, BERGENIAE LSS,
BEOIREZBIE L, VIS U CTEEN X RRIEEZIT Y 2 &,

11 #ARK - 1K

FU—RZ : NU—2X 71X, 1KIDOINSTI (RAFZ7FEL) ROR2AIDX 7 LAy Rk
(TARAENVKERTITVY) 25 LTEY, HIVICHT 2EEEIER 26T 2,

K7 v a— MEIX, T30 BV 600 mg (ZHM T 5 T N B, KT 7T e
50mg IS T 5 RAT 7N b vA KOR300mg DT IT7 V0288 LTC0A, R
— A7 EEE, R, W, FBHE T, FEIE 1572 Tl OZEAHY, e LT D-v =
=i, ATTV UBE~ XU L, fifhkre—2A RE RNy, KT 77 ) a—)V g
F RV LEEGEAELTND, §EFIDOT 4L ba—F 1 7% (OPADRY® 1 Purple 85F90057) 1.
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Wi & U CBRambek, REaigkgk, ~7 o2 —)L /PEG, AU =T va— (Ei5TA
k) . ZNr . ROTBLTF X 25/ LTW5

T XTI BV TR T BRI D44 1, (1S,¢is)-4-[2-amino-6-(cyclopropylamino)-9H-purin-
9-yl]-2-cyclopentene-1-methanol sulfate (salt) (2:1) Td 5, 43 F i (CisHisNeO), HoSO,, 47 F il
670.76 g/mol Td 5, T /3 EIVEREENIEL, LU T OfERE H D,

;;lxh -H,50,

HaN 'ﬂ;
O'f/

“CH0H |9

TN EVEREBRIE L, AR~ AAOBEETH Y | KIZHET S,

AT 78N RVF7ZENT Y U AOLFELA I, sodium (4R,12a5)-9-{[(2,4-
difluorophenyl)methyl]carbamoyl}-4-methyl-6,8-dioxo-3,4,6,8,12,12a-hexahydro-2H-
pyrido[1',2":4,5]pyrazino[2,1-b][1,3Joxazin-7-olate T& 5, HEHRFUT C0H gFN3;NaOs, 47T =id
44136 g/mol TH 5D, KT 7 ZE/NF b U 7 AILLFOEELEZ O,

ONa O
pod m
RAT 7 ZEF b AT AfR~Y %Eé@*ﬁﬁif&bw (ZHOTNITIET D,

TITVV LTI TV OIEFELAIE. (2R,Cis)-4-amino-1-(2-hydroxymethyl-1,3-oxathiolan-5-yl)-
(1H)-pyrimidin-2-one TH 5, 7I 7V UL, v F P LrOVTAFVHEUKD (=) =FrF A4
~—Tbhb, 7I7V0% (-)2",3'-dideoxy-3'-thiacytidine & HFRFL I N5, 7 2L CsH N3OS,
3 EIE 2293 g/mol Th D, 7 I 7V UTLLT OMEXE B O,
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OH

ZIT7 VUL, BE~EE R AORERMEEER TH Y | KIZET b,

12 BRPREEE
12.1 EFA#F
MU —RA 7%, HIV-1 DRI A NVAETHD [ X5 124) ],

12.2 Eh%

DEMA~DZE . ST 77 EMCR LT, R QT MRS T\ o, HAIDT ™7
EAETITV, b LLKIET A EN, RULT 7T FOT 27V O QT Mg
WCRIFTRBIZON T, W HFi ST,

AEA(L, 7T AR, 7o A4 — "—R ERIZEBW T, 2 FloRFEERE I LTIk
R, FAT 7T B 250 mg IR (EFIRIEICEIT S 50mg 1 H 1[4 5 EOK) 3 EO#E
&) . KOEXRT T e XY 400 mg (SRS ORI NG 2 WER 2 950E Lo, SR
Bt T T B ARIC X DM EK, Fridericia fifi F{EIZ3-5< RV7 7 Z BT 5 QTe B &
(QTcF) Z31) D RKMEDOV-EEIL, 2.4 msec (1 95% EANEHEFRSAR © 4.9 msec) Th-o7o,
RVT 7 euidfe 544 24 RfEILL B, QTe MR ZIER S W72 o7z,

EXMSRE~ DR BRI D FAT 7T B OREIL, FERRE GT6]) Zxtgs L
TeA =70 T BefEA b, 3 BRIEATY 7R R REREBRIC GRS v, BRE L Ry T 77 e
50mg 1 H 1EFES (1240 . FATZ77E050mgl B2 EES (136) . XiEZFT7®R1H
LR (12 6) % 14 BE$EES- STz, &5 14 BRIC 24 RS IRICK s THES N7 LT F =
YIVTTUADIKTEN, RATZ7Z7EN%E50mgl B 1A 9% K TF) KZO50mg1 B 2 [A]
(13%IKT) BEHSNTHBRE TR TR LN, EBEOBREREKABEE (REEKS A~F Y
— DY VT T AL TE) IIANB MRS MERST T I BIRBEO 7 VT
TR E S THIE) 12 LT, FAT 7T ENMEINTROHEIZBNTHL T 78R EERL
THRREEL RITE ol

12.3 EYEE

RZE T 2 W EhRE - Me R N OMREWERE (62 ) 2B\ T, MU —RA 781 5L, L
FIITEN (TEZA) §E (50mg) 18EETARADELKNT I TV A (mFYan) |
SEAOEH LTS E EEMEMICRIETH - 12,

TN EVL A TN EOVEESCONTRIN S, IREHIC AT D, 20 Bl OBER
FAZRBWT, T8I EIL 600 mg O HARE OB 5D Copge 14 4261 1.19 meg/mL () +SD) |
AUC..IE 11.95£2.51 megh/mL THh -7z, b MIEEAEICKT 57T 30 ELOFREERITH 50%
ThHV ., REIKF LD o T, MIREOMSEFIZE T 2 3EMIC KT D e EIEsE L <,
T A EAPRMERNISGERC NI AT 5 2 L 2R LTS, 730 B0 EE 2 PebRE i,
TNha—LFe RabF—PI2L5b 5- R ~ofRE, e/ vrsa s fgho s 27«
T—EBILkD 5= F~OR#ThH 5, HEERGRBRIZHEW T, PR (4, 1
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1.54£0.63 B[] T o 72, Tk G207 VT Z o A1%, 0.80+0.24 L/hkg CF¥JEESD) T
HoTz,

Fnr 2" Z eV RVT 77 EVORO#% 5%, RmERIREITR S 2~3 KHEZICA LI
72 1 H 1EEERE T, 5 BN TEYEREO EFHIRAEIZE L, AUC, Chaxe MO8 Con DI
DERELIL 1.2~1.5 TH-o7=, Invitro IZBWT, FALT 7T ENVIPHERAEOEETH S,
RIVT 7 Z VDM NA FT XA T E Y T 0 [ 3HENL LTV RV, Invitro TOT — X ([ZHD
<&, AT 7 7enide MIEEABEICIEFITEES (98.9%LL ) L. #E&idmiEd R
T 7T EVREEIRAE L, RHEEMERMEEMATIZ RS &, 50mg 1 B 1 B 5% O /Lo T
DB (VAF) X 174L LHEE SN D,

KT 77 EVIEEIZ UGTIAL 24 L TR S5 28, —E8IL CYP3A &5 LT\ 5,

[MC] FAF 7 I ELDHREROKRESH%, BE5ED 53%NAREAE L CH#EFERICH SN2,
HED 31%ITRPICHE S, ZOWNFRIT LT 7 I e —F VB 7L 7 o o fak
(BEED 18.9%) . N UNAIRFZEDOHEILY) (BHEED 3.0%) . LOZEO N-BLT VX 00K
Ry (BehED 3.6%) Thbd, £io. REMEOEPEIIHRGED 1%RKiEThHo72, KT
77 VORI 14 B CTh VO | REEMSEYEREMTICE S &L AT s VT
Z A (CL/F) iZ1.0Lh TH D,

RVT 77 BV O IEENREFROREEIL, SRR AR K O HIV-1 (2 U 72 BRI
BOWTHESNTWD, KT 77 EVOIRGERE, @RAERE & HIV-1 EYERE & O
Mt rhafkTH o1,

F6 HIV-IICERFELEBRAICBITAEERETO FATISELD
EWMERE/NS A — S HEE

50mg1H1MH
NS A—4% BITEEE (%CV)
AUC(0_24) (mcg°h/mL) 53.6 (27)
Cinax (mcg/mL) 3.67 (20)
Chin (mcg/mL) 1.11 (46)

HEBER (CSF) @ RATZ7ZEA50mgl H1EIET AL,/ T I TV RNEG 36
HIV JEIZ X DIEHEERO 7200 11 FlOERE 2B\ T, 1RWEHES 2 % O 5 2~6 K% O
CSF H Fv7 7 Z EVIREE O R IE 18 ng/mL (FiPH : 4~232ng/mL) Tho7o, ZOHTRIC
DWW T OERKRAIBEIIFEN. L TUVRWY,

FITTr RS, T I T VTR S, IREIAICS T D, 60 B
WERE T 5737 V300mg 1 B 1A 7 BREIOKEROEGH, EEIRED Crox (Coaxss)
1%2.040.54 meg/mL (CESD) | 24 I DEFIREETD AUC (AUCy,) 13 8.87%

1.83 meg'h/mL Th o7, MAEEEE~OREITDV R0, FIRNEES L7277 2720 D) 70%1%
R OREAEE LTRSS, T 7P rofaEiE, detcis i) 2 EEARRE T,
EMIBWTHE— LN TV AREIL. F T2 ZLRF Y FREW (12 B TRo#ks
BRI 5%) ThbH, HIV-1 1Y L= WBRE . HBV (s U7-oBhE . Ui Egieg 2 515
& LTG5 24 RERNC I 72 o T g 2 BREX U 72 Bi[E 8 5505k O KER IRV T, HEH I

(t1) DAL 5~T BB OFEPH CTH > 72, HIV-1 TG LI-WBRE O 7 V77 v A%

398.5£69.1 mL/min (*V-H4)fE£SD) Th o7,

BRORMNIZBITABEORE . N —2A 7%, BFEOFRIZOILDOLTRATES, &ikE
LTk, B AMERE @ IEE (IEH 53%., 869 U —) L& HIZ MY —A T %&G LT
FER, AT LU T, 730 EAD Cpu MET L. FLT 7T ELD Cpa & OV AUC 23
MUz, FIT7V L ORBRIIRFORELZ T ot BEHRE LRSS LIZHE. 7T1\%
ELD Chax 1F 23%IE F L., RILT 2T ELD Chax XN AUC 1ZFFI 37% K U8 48%900 L 7=,

18




FER 70 R ETH . BN  BHRERENT Sh e, RV T 7L, RONT I TV
OPFFC RIET BT OV TIEERMT L T euy,

TG EL  BBSRERERE AT HREE MR L LT N EL O Ry EREF A EFEIZ OV T
TIFER S L TR,

F7 2" Z B BEEOBKREREZ AT 585 (CrCl 23 30 mL/min &) 8 &, *HRE L
T EEWRERE 8 5] & Lhifs L7=3RBRICB W T, RAT 7T E/LD AUC, Chaxe MO Cou 13, fEEEHE
B LI L CENTN 40%, 23%, KOV43%IK T L7z, ZOEK TFTORKIIARHATH S, fHE
SR BHREMRATIC & - T, IR R OV OB SRERE =13 KLT 7T BV ORE B IZEE R
RO H DA RIES o2 Z LIV RENT,

TITV BB E A AT D HIV-1 IR Lo N/ N 2B 2t b LT, T2
7 DI ENREFIIRHE I O W TCHER STV D (ET) .

K7 SESFELEREOBRETZE I IRAIHICEITE53 TP 300mg
EEBEOBR5HOEDNE/SA—4F (FiylE+SD)

IDULFF=UIVTS50ADEE
(B%)
>60 mL/min 10-30 mL/min <10 mL/min

NRTA—4 (6 1) (4 f51) (6 1)
JVTF=o VT TR
(mL/min) 111+ 14 28+ 8 6+2
Conax (mcg/mL) 2.6+0.5 3.6+0.8 58+1.2
AUC,, (mcg-h/mL) 11.0+1.7 48.0£19 157 +74
CI/F (mL/min) 464 +76 114 £ 34 36+11

HFREEIE 2 . FPBBEREENT N B, AT I, KT I 7V ORI RIETE
IOV TUEFHMIE LTy,

TN EVL W OTHERERSE  (Child-Pugh A 27 5~6) #H T HWBrEZ % LT, 7
RH L DEYERE SV T ORBRBER STV D, ZORE, 737 EJL 600 mg 0 Hi[E]#
5?&&:7/\\73 E/Ld AUC 6iqzi//‘j LT 89%1;%7][] L., 7230 I:/I/O)#é{ﬁy;q&i Sg%i%j][] L. 'f’b%{f%
D AUC HBEEDIFRBIC ko T Lot L Lans b, KRB R ORIl
T Lic, PEESUIEEOIMREREEE 2R E LT A eroretk, itk KO
HMBREIZ ST ORBRITEM S TR,

Fre7 2 v P OFFAERTE (Child-Pugh 478 B) %A T 5 HE 8 B2, ML L
T REHERIRF 8 1% Holle L 7o iBRIC IS\, 50 mg BEEUR G251 5 RA7 2T B VIRIE RIS 2
HEMCRBETH -1, EEOATEAEREE (Child-Pugh 2% C) 28 KLT 75 L OIEWBIREIZ }
ETEEICOVTORBITER Sh T,

FITT IRREEEEZ AT OMANEMRE LT X7V OEWENIREFRIREIC DUV T
ERINTWD, EYBENE T A —Z IFITFEEDIK TIC L > TEL Lo T, FERUEMEDIT
R AATHBREICBIT ST I 7 U0 ORI R OIS LTV,

NEERE L INRWERE LRI AT N EN, RAT 7 IEN, KT I TV EHA LS
B O ENREI LML L TR,

B RN R L LTeRROEREEBIET — % 2 O RERITIC L0 . il

RAVT 72 e N OIEDEBIZERRINCERD S 5 B2 M I RN LAVRE T, 65 Ll L
DPRF BT, TABENVKRDRT 7V OERYBREIZBI 3 2 3BR 1T 5 S v T 7euy,
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PEF « FBOA AT U TR SRR TR B i S < &, Bla iy (KT 7o
b, TRAOEN, XIETIT V) OFPYEHREIZB W T, BERMICEROH 2 IIEEOH 5
PEZEIL RN,

NFE - BB U CTHT S U= R ATRE e i ic i S < & BlAy (RAvT /o8
by TARAEN, ITITV0) OFEWEEICE T, BERNICERDOH 5 UIBEEOH 5
NFEZ TR0,

YRR il SN TO AWM AEERRERIL,. BAO RAVT 7T en, TATE L,
KO/ I I TV E2AWTCEBENTZ, TXBEL, RATFITIEL, KRG ITI %
PFER L7356 OFAREERRBRIZER L TRy, AT 7Tl TATEL, RUT R
TV UM B W TERRMIZERO & 5 WA EER I TR S ey,

RIVT 7 Z CULT 23 BV & DMt ST 3R EAER KL O Tl S 5 EEE /g 3R
IR AAER ORERIC IS SRR &4, 73 IR T (Y EaERN (1) 2] .

®8 FATISELNHAEFDEDEEICRIEZTEENHRE

= = . A — e o
HEEARUAR | SELO | o T Lot 00
HE Crnax AUC C.XI% Cyy

TF =)L A NT U —)L 50 mg 15 0.99 1.03 1.02
0.035 mg 1 A 2 [ (0.91 - 1.08) (0.96 - 1.11) 0.93-1.11)
ARy 50 mg 0 1.00 0.98 0.99
16~150 mg 1 H 2 [a] (0.94 - 1.06) (0.91 - 1.06) (0.91-1.07)
XY T A 25 mg 10 B 0.95 B
3 mg 1A 1 (0.79 - 1.15)
norelgestromin 50 mg 15 0.89 0.98 0.93
0.25 mg 1 A 2@ (0.82-0.97) (0.91 - 1.04) (0.85 - 1.03)
JALEEY 50 mg s 1.10 1.06 1.21
25mg 1 A 1A 1A 1[E (0.99 - 1.22) (0.98 - 1.16) (1.07 - 1.38)
T RENLTY Y Tk r
Z;Q’V@% i 1137%1 15 09;0?23 1011%24 10i1?35
300mg 1 A 1] (097-1.23) (101-124) (1.04-133)
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£9 HAEANFLTISELNOEYREICRIZTEZEOHRE

RILFH

o o AR/ FEGE AR D FILT TS ELD
R/ A — 5 OBFAITHEL

HRAXFRUVHAE SELD g (90%CI)
RE B8 L=1.00
T Crnax AUC C.XI& Cyy
"L 30 mg 1.50 1.91 2.80
Tg)gfpféa/lulill — 1R |2 (1.40-1.59) | (1.80-2.03) | (2.52-3.11)
% Al =%
2 ) 30 mg 1 1.34 1.62 221
mgl H 1A 1 A 1H (125-1.42) | (1.50-1.74) | (1.97 - 2.47)
7 )R 50 mg 0.97 1.01 0.92
: . .
;3(;%1/% lb%l“ i |1 (0.87-1.08) | (0.91-1.11) | (0.82-1.04)
) "L vl 30 mg 0.89 0.78 0.62
600/100 mg 1 H 2 [A] 1R | 1P (0.83-0.97) | (0.72-0.85) | (0.56-0.69)
7L LY 50 mg 0.61 0.43 0.25
600mg 1 H 1[A] 1R |2 (0.51-0.73) | (0.35-0.54) | (0.18-0.34)
ENAYPS 50 mg 0.48 0.29 0.12
200mg 1 H 2 [A] 1R | (0.43-0.54) | (0.26-0.34) | (0.09-0.16)
T hT U U HHFT A e 50 mg 0 0.88 0.75 0.63
200 mg+600/100 mg 1 H 2 [A] 1 A1 (0.78 - 1.00) | (0.69-0.81) | (0.52-0.76)
T RS LY +r e RFEL 50 mg o 1.07 1.11 1.28
200 mg+400/100 mg 1 H 2 [d] 1 H1MH (1.02-1.13) | (1.02-1.20) | (1.13-1.45)
RAT LI MY RFENL 50 mg 0.76 0.65 0.51
7]:0(; nf/lo% m]ig 71L H 2 [E 1R |2 (0.63-0.92) | (0.54-0.78) | (0.41-0.63)
oL v 30 mg 1.00 0.97 0.94
%Ugggjlo(o mgl H ; IEI® 1R | 1P (0.94-1.07) | (0.91-1.04) | (0.85-1.05)
e ~v—na v J A 50 m, 0.28 0.26 .
[FlEF 5 ) ﬁlﬁl&gﬁ 16 (0.23-0.33 0.22-0.32 0 2(1) 28 31
HIEEK (v—1 v 7 2% 50 .0-82. : (.0-7. SR
£3 — B . mg . 74 0.70
Wg];;l;i 7 -; z PG 2 R HEE 5 16 (0.69-0.98) | (0.62-0.90) | (0.58-0.85)
R L 1200 mg 50 mg 0.63 0.61 0.61
w@ﬂi&f r(j%f:ﬁ%ﬁ) a5 12 (0.50-0.81) | (0.47-0.80) | (0.47-0.80)
P NS 1200 mg 50 mg 1.07 1.09 1.08
FEEEG (BFH) H A& 5 1 (0.83-1.38) | (0.84-1.43) | (0.81-1.42)
R VLT A 1200 m 50 m 1.00 0.94 )
NVT 7 Z el zgﬁifﬁa'ﬁﬁﬁ ﬁlil&“g@ 11 (0.78 - 1.29 0.72-1.23 0 63 9? 1
P 5 — 8% 324 50 .0213. : (.021. Ry
7~ IVER—§ mg mg . 46 0.44
ﬁﬂ%ﬁf (éﬁ%fﬂ%ﬁ) LA 11 (0.35-0.52) | (0.38-0.56) | (0.36-0.54)
7 < VERS 8% 324 mg 50 mg 1.03 0.97 0.99
ﬁﬂﬁgtjh (ﬁff%&) H A5 1 (0.85-1.26) | (0.81-1.20) | (0.81-1.23
7 < VIR — 8k 324 mg 50 mg 0.99 0.95 0.92
RV 7T evie s 2 Rl a5 10 (0.81-1.21) | (0.77-1.15) | (0.74-1.13)
~/LF 4 3 (One-A-Day®
e (One ay ) ‘”50 mg 16 0.65 0.67 0.68
G Hia 3 5 (0.54-0.77) | (0.55-0.81) | (0.56-0.82)
ART T =) 50 m 0.92 0.97
40mg1 H 1[A] %lﬁl&gﬁ 12 (0.75-1.11 .
75-1.11) | (0.78-1.20) | (0.75-1.21)
Predni
re60n1sone . 50 mg 12 1.06 1.11 1.17
mg 1 H 1 B 1 H1[[ (0.99-1.14) | (1.03-1.20) | (1.06-1.28)
Y77 B LR 50 mg 0.57 0.46 0.28
5 600mg 1 H 1 [bEI 1 A2 | (0.49-0.65) | (0.38-0.55) | (0.23-0.34)
Ty ET
6057 : 50 mg " 1.18 1.33 1.22
mgl H 1 1 H2MH (1.03-1.37) | (1.15-1.53) | (1.01-1.48)
Vo7r 7T 50 mg 1.16 0.95 0.70
9300 mg; H 1[H tH1E | ° (0.98-1.37) | (0.82-1.10) | (0.57-0.87)
%2 =l )%
» 50 mg 16 1.13 1.12 1.22
mgl H 1[H 1 H1MH (1.06-1.21) | (1.05-1.19) | (1.15-1.30)
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Tipranavir/ J ~J- /L 50 mg 14 0.54 0.41 0.24
500/200 mg 1 H 2 [A] 1 H1[nl (0.50-0.57) | (0.38-0.44) | (0.21-0.27)

T 7 7L EN 50 mg 15 1.18 1.25 1.40
750 mg 8 R¢H £ 1 H 1A (1.11-1.26) [ (1.19-1.31) | (1.29-1.51)

IBoceprevir 50 mg 13 1.05 1.07 1.08
800 mg 8 IffH & 1 H 1A (0.96-1.15) | (0.95-1.20) | (0.91-1.28)

S RATZZEASOmgl H2EEEE ) 77 v B2 LI KLT 77 €0 50mg 1 H 2 B L O g
P RATZTENSOmgl H1E#RGLY 77 B v LI RAT 27T 0 50mg 1 H 2 A5 & O

TN ENXITT I T LLTFICEEHEN TWAEYHE/ER L., HAIO T 38 BV Xk
F TV THEE INZRBRIZESNH TN D,

ST TN T 7 EBEEERE 9 Wl R E LTERBRICBWT, I TV VUK
NS o H—=Txa T N7 7 BICERD S DY EER X 20> T2,

AR T AT EN600mg 1 B 2 E BUEOHEEMED 2 6%) 20 LT, A N
ik (1 B 40mg LTN90mg) %221 T D HIV-1 1Y U= 11 Bl &g & L=kl
BWT, BOTOAY R 27 UT T2 R 2% L7= (90%CL : 6~42%) [ Eta 4 1EH
(13) =]

JNE Y 2 Invitro IZBIT AT —Z1%, VAU VBT I TV stavudine, KOV K7V
YOV UBLEIRTEES 2 EER LTS, L LR S, HIV-I/HCV IZEERFEE L TWD
BEREIZ LT, UAE U ATMATEAIPFH LA o—5E LTI 7Yy (184 |
stavudine (10 ) . XU R7 Yy (6 fl) ZOFHEEE LIGE O3EyEhie i AI/ER (B
A R SOSHAE N U B BTSRRI EER (B : HIV-1/HCV 7 A )V
RN OIS XS NI o T [BEER O Fo/tE 6.4) 2]

TG EIN, FIT FRTY HIV-1 G LT 15 B 7 1 A F— 3 —3K)
FIHEAERARBRICHAAN B, 7238 EL (600mg) . 7372 (150mg) . MO RTY
> (300 mg) DHAIUIOFH L7256 O BRI G COEYHEAAER RN S 4v7z, AT OfSEH.
TITVVNIFY RT Vv EHH, ®20ETI TV ET RTUVEIA LG AEDT NS
EL DB BRI IERANCE R DO B A BT VW LR ENTZ, T I 7V OR#ER (AUC
N I5%IET) KOV R7 YU DGR (AUC 28 10%800) 1, 730 LD ff i & BRI B
HOH LB E RIS o T,

FITROI T T ITVONERE (12K IZEI1C300mg) ZHFHLTY R
7Y r (200 mg) MEEIEE S BHEGEMEO A HIV-1 EYHE RS 12 Fllicks T, 737V
VXTI RT Y OIRYEREICERRIICE R D & 5 B I A DR hr o 7z,

ZOMOPERAFEFNNT ST NN IET T VA KIET B OV TE 10 1TRT,

£10 HGHRAEFNTNAELRUVSSTOVICRIFTEHE

Bl FI\h t)b§g7=j~/z Bt R

- . i RE
StRERRUHE EHRURAE AUC Fel

X ) =) T NTI eIV 24| 141% 90%CT: o
0.7 g/kg Hi A $ 5 600 mg ° 35% - 48%

FIVT 4 FENL FITV 1| t10% 95%ClI: o
750 mg 8 W fE, 7~10 HH HiE #5150 mg ° 1% - 20%

FUX 7Y L/ .

AT 7 A NFP S ETaAd 14| 143% 90%CL: PN

160 mg/800 mg/ H % 5 H i HAEIEE 300 mg ! 32% - 35%

=8I o =HEW%hDHHLEA L ; AUC = 25 dh# Frfg ; Cl=12# XM,
& Ry - A EAER X B TOREE ST,
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12.4 9L LRE

YERET . o727 RAT 7T ENIA VT 7T —EDOEMENL L ERTHZ LT
AT T T —PERHEL., HIVOBERY A 7 VICHER L a7 A LA DNA OfF FY @k~
FLAZIBFRIZ IS 1T 5 DNA $HIERE A2 W9~ 5, MR Iz HIV-1 A > 7 7T —8 KON
& L7238 DNA % T DNA 885 G & A L7 00 FE CHIE L72 A5 5. 1Cso 1% 2.7 nM
N12.6nM TH o 7=,

TANZEN : TNHEIRBREBTHEMX 7 LAY RFEKRTH D, 7 /30 BV,
MBNEERIC L > CT AT /v 5-= U Vg (AGTP) OFERUATH HIEMHAH D v
ARENL=V U (CBV-TP) IZEH SN %5, CBV-TP IZAEOEE TH S AGTP L a1 5 L
Rz, A /VADNAIZHLAIAEN D Z L2 X - T HIV-1 OiffizE (RT) HEHEEEET S,

FIT L TITVUVRERI I VAV RFEERTH D, TIT VUL MIlENTEE D
TEHERLS- =) U Ch DT I 7V =) g (3TC-TP) 12V vk &b, 3TC-TP @
FEREAHAFEIL. X7 VAT FEEROMIAZLIZ DNA SO E 2121k %4 L C RT ZHET
HZEThD,

AR RSB DM UANAEN: . P2 Z e RAT 77 VB4R HIV-1 D3
BREEIRICKT L THLY A VAR AZ R L, KM EEZER (PBMC) KO MT-4 filaicikswvwe, vA
IV ZMG8 % 50% E THIHIT 2 72 DT B R FEAREE (ECsp) D FHIEIX 0.5nM (021 ng/mL) 5>
52.1nM (0.85ngmL) Th-otz, RAT 7T ENT 13 FEOERKRMIZ S 7 L— K B JrBk
WL T ANV RIERZ R L, KRB D A 7 7 T —Fa— FEkzE Wiz o A
A o AT 7T —BREMEREEIZI T D ECs D H I 0.54 nM - (§PH : 0.41~0.60 nM)
Tholz, NVT 7T ML, HIV-1 BRSBERD S3uIzxt L TRIBES R RIS W THI U A L
AEMZ L, ZLV—FRFA, B, C, D, E, F, XO'G, ERIZZV—70 U A NVAIZxT 5
ECso D RfEIL, ZNZ40.18nM (3 L, #iFH : 0.09~0.5nM) . 0.08nM (5 F, #iPH : 0.05
~2.14nM) . 0.12nM (4 FE, #iPH : 0.05~0.51nM) . 0.17nM (3 . #iPH : 0.16~0.35nM) .
0.24nM (3 FE, il : 0.09~032nM) . 0.17nM (#iPf : 0.07~0.44nM) . 0.2nM (3 fE, #i
:0.02~0.87nM) . Kr042nM (3 FE, #iPH : 0.41~1.79nM) Toh-o7-, PBMC 7 v &A1 (T
BT, 3 FD HIV-2 BEREERIC T2 VT 7 F ELd ECso fEIE. 0.09~0.61 nM T -7,

TG EL  HIV-LIZXET BT N ENLOH D A VATENIZ, IMCEEK "~/ n 77—V RO
PBMC % & e O Mfakk 2 I CREIE X 47z, HIV-1yp & OV HIV-1p, (%95 ECso flIX. &
NEN3.7~58uM (1 uM = 0.28 meg/mL) KT} 0.07~1.0 uM OFIFHTH 0 | 8 FE DGR 57 ek
2R LTIE 0261018 uM Tdh - 7=, HIV-1 7 L— R A~G LT L—F 0 A LA (7 L—F
B D 2FfEEERL 3FH) ITXT BT /3 ENLD ECsy OHFHREIE, ZE 344nM (BEFH : 14.8~
676 nM) . 16.9nM (& : 5.9~27.9nM) . 8.1nM (#ilfl : 1.5~16.7nM) . 356nM (il :
35.7~396nM) . 105nM (#aPH : 28.1~168 nM) . 47.6nM (#aPH : 52~200nM) . 51.4nM

(iPH : 7.1~1770M) . K282 nM (#iPH : 22.4~598 nM) Th - 7=, HIV-2 7Btk (4 fH)
(2%t L CIE ECS0 i 0.024~0.49 pM OFPH T - 77,

ZITTHIV-LIZHT BT I 7V Oy A NV ATEM T, BN RS T v ' A 2 AW

T, HEKZO'PBMC % & O MBI Z B\ TRl X 4u7-, ECs fEIX 0.003~15 uM

(1 uM =0.23 meg/mL) OFEH TH -7z, HIV-1 7 L— R A~G LT V—7T 0 A NVA (U
— FBO2FEAR 3H) 125457 I 720D ECsy DFIfEIZ. FHFH 60nM (&P : 20
~70nM) . 35n0M (&P ; 30~40nM) . 30nM (#iPH : 20~90nM) . 20nM (FhPH : 3~
40nM) . 30nM (#iH : 1~60nM) . 30nM (HiH : 20~70nM) . 30nM (i : 3~70 nM) .
K30 nM (#ilH : 20~90 nM) Tdh->7-, PBMC IZF8 T HIV-2 2B (4 F8) (267 LTl
0.003~0.120 uM DOFIFATH > 7=,
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OTF T ANAIKE OPFRIZBITF DIV ANAEN . AT 7 ZEen, TAABEL, X7

ITVE WTRL LR ST R TOHHIV Ik LTI L 2o de, ATV =
(TRBEN) | TETZA (RATZ7TEN) | TEENL (FIT7VY) ORME (230
EBRTH L,

FISEERICBIT B . A7 F EL: ST 7T BV T A VR IL, B B e AR
@HWl%&U&V—b%@ﬁ@P%+ IBWCEIR S 72, E92Q. G118R, SIS3F XiX Y,
G193E XUE R263K O 7 X/ AN R Dk RO CTHBLL, N7 77 BV ORI
RRTUVAIIE T LT,

TANGEAR T I T2 TAADENAVKROT 27V ORI T DI EA KT S5
HIV-1 77 BEE 2SI RS2 TR S 41, £ @ HIV-1 73BERIX HIV-1 RT 1238\ T M184V/I, K65R,
L74V, N OY1ISF OT7 2 VAR EZA L Tz, MIS4 TV OERITT I 7V Uk 55
ERMEEZSIEEZ L, 7230 BT 225 12 ITIE TS5, K65R, L74M, Xix
Y115F & MI1841 XIZ V DR IL, TABENLDERZME T~ (R T &8, 3 »FTOZER O A~
BORHICL ST, 8% ERIDEZMEDER TR L6 ST,

BRRGEBRE BT DMME « A7 277 EVe - SINGLE 388 (Bt HIV 3812 X A 1B REBR D 230
w%%%ﬁ%kbtﬁ%)@Fw?735w+1fy:A&5ﬁ BT, i O AT SR
SR (TRHR ISR X3 96 TR % T DR AORFERFIZ HIV-1 RNA 73 400 copies/mL % _E[R]Y |
MOMEICEET 57— 22355 9 ) 12, RAT 7T eI BHEEICHH &7z NRTL IS
T DR DR T3S S TR E 1T 72 s o 72, SINGLE #BRIZF0 T HIV-1 RNA &2
275 copies/mL T - 72 1 FlIZIBWTIEL, 24 HIFFIZA 7 77 —EER (E157Q/P) MHELLT-

NIZPES T RAT 77 EVOREZMEIIME T L2 v» 7=, SINGLE Rk KvT 7 F e+
TV aLBEHERICBWNT, N =X 7O THLT NI ENKNT I TV UATxT 5
[FEERAS (i e AL T O F gV A /Al

RFEMYE « frer 27 eV B—@ INSTLMEZA R (T66K., 1151L, KU S153Y) ([2XV., K
VT T T ENVDREESEMEIT 12 KR T Le GRS % fold-change D& : 2.3~3.6 fi%) .
BEHEOEEDOETTH D T66K/L74M, E92Q/N155H, G140C/Q148R., G140S/Q148H. R, XiE
K,QmwmwﬂlTwymmym% N ONE138/G140/Q148 TiX, KT 7T BT x 2%

ZPEIE 12 RIEITIE T L7z (RHBRICKI4 5 fold-change OFiPH : 2.5~21 %) , A% HIV-2 2BV
Tlx. A153G/N155H/S163G } O} E92Q/T97A/N155H/S163D DZERDMAERICL Y, FLT /5
EVORSZPEIL 1/4 1K F L, E92Q/N155H K& TN G140S/Q148R DA RIZ L » TENEI 185 &
Q17 fHET LT,

TG EAR T I 722 NRTL I CTREMERRD I TWDE, TAIENL/ FITV
DOHFRIZ E - T, MISAVI EROFEIZ ) H) D 5T K6SR BREAGT DU A VA, L74V I Z
TMIAVIEREHTLTANA, WNTTF 2 VUHERAZLE (TAM : M41L, D67N, K70R.
umw T215Y/F, K219E/R/H/Q/N) M184V ZHTH U A )N AIZKT LM EIRTIEHZ &

ERENTWS, TAM EDOHENNTT S B DR YEO MR & B LT 5,

13 FEEREREBMEE
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Triumeq 50 mg/600 mg/300 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each film-coated tablet contains 50 mg dolutegravir (as sodium), 600 mg of abacavir (as sulfate) and
300 mg of lamivudine.

For the full list of excipients see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet (tablet)

Purple, biconvex, film-coated oval tablets, approximately 22 x 11 mm, debossed with “572 Tr1” on
one side.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Triumeq is indicated for the treatment of Human Immunodeficiency Virus (HIV) infected adults and
adolescents above 12 years of age weighing at least 40 kg (see sections 4.4 and 5.1).

Before initiating treatment with abacavir-containing products, screening for carriage of the HLA-
B*5701 allele should be performed in any HIV-infected patient, irrespective of racial origin (see
section 4.4). Abacavir should not be used in patients known to carry the HLA-B*5701 allele.

4.2 Posology and method of administration

Therapy should be prescribed by a physician experienced in the management of HIV infection.

Posology

Adults and adolescents (weighing at least 40kg)
The recommended dose of Triumeq in adults and adolescents is one tablet once daily.

Triumeq should not be administered to adults or adolescents who weigh less than 40 kg because it is a
fixed-dose tablet that cannot be dose reduced.

Triumeq is a fixed-dose tablet and should not be prescribed for patients requiring dose adjustments.
Separate preparations of dolutegravir, abacavir or lamivudine are available in cases where
discontinuation or dose adjustment of one of the active substances is indicated. In these cases the
physician should refer to the individual product information for these medicinal products.



Missed doses

If the patient misses a dose of Triumeq, the patient should take Triumeq as soon as possible, providing
the next dose is not due within 4 hours. If the next dose is due within 4 hours, the patient should not
take the missed dose and simply resume the usual dosing schedule.

Elderly

There are limited data available on the use of dolutegravir, abacavir and lamivudine in patients aged
65 years and over. There is no evidence that elderly patients require a different dose than younger
adult patients (see section 5.2). Special care is advised in this age group due to age associated changes
such as the decrease in renal function and alteration of haematological parameters.

Renal impairment

Triumeq is not recommended for use in patients with a creatinine clearance < 50 ml/min (see section
5.2).

Hepatic impairment

A dose reduction of abacavir may be required for patients with mild hepatic impairment (Child-Pugh
grade A). As dose reduction is not possible with Triumeq, the separate preparations of dolutegravir,
abacavir or lamivudine should be used when this is judged necessary. Triumeq is not recommended
in patients with moderate and severe hepatic impairment (see sections 4.4 and 5.2).

Paediatric population

The safety and efficacy of Triumeq in children less than 12 years of age has not yet been established.
No data are available.

Method of administration

Oral use
Triumeq can be taken with or without food (see section 5.2).

4.3 Contraindications

Hypersensitivity to dolutegravir, abacavir or lamivudine or to any of the excipients listed in section
6.1. See sections 4.4 and 4.8.

Co-administration with dofetilide (see section 4.5).
4.4 Special warnings and precautions for use

Transmission of HIV

While effective viral suppression with antiretroviral therapy has been proven to substantially reduce
the risk of sexual transmission, a residual risk cannot be excluded. Precautions to prevent transmission
should be taken in accordance with national guidelines.

Hypersensitivity reactions (see section 4.8)

Both abacavir and dolutegravir are associated with a risk for hypersensitivity reactions (HSR) (see
section 4.8), and share some common features such as fever and/or rash with other symptoms
indicating multi-organ involvement. Clinically it is not possible to determine whether a HSR with
Triumeq would be caused by abacavir or dolutegravir. Hypersensitivity reactions have been observed
more commonly with abacavir, some of which have been life-threatening, and in rare cases fatal,




when not managed appropriately. The risk for abacavir HSR to occur is high for patients who test
positive for the HLA-B*5701 allele. However, abacavir HSRs have been reported at a low frequency
in patients who do not carry this allele.

Therefore, the following should always be adhered to:
- HLA-B*5701 status must always be documented prior to initiating therapy.

- Triumeq should never be initiated in patients with a positive HLA-B*5701 status, nor in patients
with a negative HLA-B*5701 status who had a suspected abacavir HSR on a previous abacavir-
containing regimen.

- Triumeq must be stopped without delay, even in the absence of the HLA-B*5701 allele, if an
HSR is suspected. Delay in stopping treatment with Triumeq after the onset of hypersensitivity may
result in an immediate and life-threatening reaction. Clinical status including liver aminotransferases
and bilirubin should be monitored.

- After stopping treatment with Triumeq for reasons of a suspected HSR, Triumeq or any other
medicinal product containing abacavir or dolutegravir must never be re-initiated.

- Restarting abacavir containing products following a suspected abacavir HSR can result in a prompt
return of symptoms within hours. This recurrence is usually more severe than on initial presentation,

and may include life-threatening hypotension and death.

- In order to avoid restarting abacavir and dolutegravir, patients who have experienced a suspected
HSR should be instructed to dispose of their remaining Triumeq tablets.

Clinical description of HSRs

Hypersensitivity reactions have been reported in <1% of patients treated with dolutegravir in clinical
studies, and were characterized by rash, constitutional findings, and sometimes, organ dysfunction,
including severe liver reactions.

Abacavir HSR has been well characterised through clinical studies and during post marketing follow-
up. Symptoms usually appeared within the first six weeks (median time to onset 11 days) of initiation
of treatment with abacavir, although these reactions may occur at any time during therapy.

Almost all HSR to abacavir will include fever and/or rash. Other signs and symptoms that have been
observed as part of abacavir HSR are described in detail in section 4.8 (Description of selected
adverse reactions), including respiratory and gastrointestinal symptoms. Importantly, such symptoms
may lead to misdiagnosis of HSR as respiratory disease (pneumonia, bronchitis, pharyngitis), or
gastroenteritis. The symptoms related to this HSR worsen with continued therapy and can be life-
threatening. These symptoms usually resolve upon discontinuation of abacavir.

Rarely, patients who have stopped abacavir for reasons other than symptoms of HSR have also
experienced life-threatening reactions within hours of re- initiating abacavir therapy (see Section 4.8
Description of selected adverse reactions). Restarting abacavir in such patients must be done in a
setting where medical assistance is readily available.




Lactic acidosis

Lactic acidosis, usually associated with hepatomegaly and hepatic steatosis, has been reported with
the use of nucleoside analogues. Early symptoms (symptomatic hyperlactatemia) include benign
digestive symptoms (nausea, vomiting and abdominal pain), non-specific malaise, loss of appetite,
weight loss, respiratory symptoms (rapid and/or deep breathing) or neurological symptoms (including
motor weakness).

Lactic acidosis has a high mortality and may be associated with pancreatitis, liver failure, or renal
failure.

Lactic acidosis generally occurred after a few or several months of treatment.

Treatment with nucleoside analogues should be discontinued in the setting of symptomatic
hyperlactatemia and metabolic/lactic acidosis, progressive hepatomegaly, or rapidly elevating
aminotransferase levels.

Caution should be exercised when administering nucleoside analogues to any patient (particularly
obese women) with hepatomegaly, hepatitis or other known risk factors for liver disease and hepatic
steatosis (including certain medicinal products and alcohol). Patients co-infected with hepatitis C and
treated with alpha interferon and ribavirin may constitute a special risk.

Patients at increased risk should be followed closely.

Lipodystrophy

Combination antiretroviral therapy has been associated with the redistribution of body fat
(lipodystrophy) in HIV patients. The long-term consequences of these events are currently unknown.
Knowledge about the mechanism is incomplete. A connection between visceral lipomatosis and
protease inhibitors (PIs) and lipoatrophy and nucleoside reverse transcriptase inhibitors (NRTIs) has
been hypothesised. A higher risk of lipodystrophy has been associated with individual factors such as
older age, and with drug related factors such as longer duration of antiretroviral treatment and
associated metabolic disturbances. Clinical examination should include evaluation for physical signs
of fat redistribution. Consideration should be given to the measurement of fasting serum lipids and
blood glucose. Lipid disorders should be managed as clinically appropriate (see section 4.8).

Liver disease

The safety and efficacy of Triumeq has not been established in patients with significant underlying
liver disorders. Triumeq is not recommended in patients with moderate to severe hepatic impairment
(see section 4.2).

Patients with pre-existing liver dysfunction, including chronic active hepatitis have an increased
frequency of liver function abnormalities during combination antiretroviral therapy, and should be
monitored according to standard practice. If there is evidence of worsening liver disease in such
patients, interruption or discontinuation of treatment must be considered.

Patients with chronic hepatitis B or C

Patients with chronic hepatitis B or C and treated with combination antiretroviral therapy are at an
increased risk of severe and potentially fatal hepatic adverse reactions. In case of concomitant




antiviral therapy for hepatitis B or C, please refer also to the relevant product information for these
medicinal products.

Triumeq includes lamivudine, which is active against hepatitis B. Abacavir and dolutegravir lacks
such activity. Lamivudine monotherapy is generally not considered an adequate treatment for hepatitis
B, since the risk for hepatitis B resistance development is high. If Triumeq is used in patients co-
infected with hepatitis B an additional antiviral is therefore generally needed. Reference should be
made to treatment guidelines.

If Triumeq is discontinued in patients co-infected with hepatitis B virus, periodic monitoring of both
liver function tests and markers of HBV replication is recommended, as withdrawal of lamivudine
may result in an acute exacerbation of hepatitis.

As abacavir and ribavirin share the same phosphorylation pathways, a possible intracellular
interaction between these medicinal products has been postulated, which could lead to a reduction in
intracellular phosphorylated metabolites of ribavirin and, as a possible consequence, a reduced chance
of sustained virological response (SVR) for hepatitis C (HCV) in HCV co-infected patients treated
with pegylated interferon plus ribavirin. Conflicting clinical findings are reported in literature on co-
administration between abacavir and ribavirin. Some data suggest that HIV/HCV co-infected patients
receiving abacavir-containing ART may be at risk of a lower response rate to pegylated
interferon/ribavirin therapy. Caution should be exercised when medicinal products containing
abacavir and ribavirin are co-administered (see section 4.5).

Immune Reactivation Syndrome

In HIV-infected patients with severe immune deficiency at the time of institution of combination
antiretroviral therapy (CART), an inflammatory reaction to asymptomatic or residual opportunistic
pathogens may arise and cause serious clinical conditions, or aggravation of symptoms. Typically,
such reactions have been observed within the first few weeks or months of initiation of CART.
Relevant examples are cytomegalovirus retinitis, generalised and/or focal mycobacterial infections,
and Pneumocystis carinii pneumonia. Any inflammatory symptoms should be evaluated and treatment
instituted when necessary. Autoimmune disorders (such as Graves’ disease) have also been reported
to occur in the setting of immune reactivation; however, the reported time to onset is more variable
and these events can occur many months after initiation of treatment.

Liver chemistry elevations consistent with immune reconstitution syndrome were observed in some
hepatitis B and/or C co-infected patients at the start of dolutegravir therapy. Monitoring of liver
chemistries is recommended in patients with hepatitis B and/or C co-infection. (See ‘Patients with
chronic hepatitis B or C’ earlier in this section and also see section 4.8).

Mitochondrial dysfunction

Nucleoside and nucleotide analogues have been demonstrated in vitro and in vivo to cause a variable
degree of mitochondrial damage. There have been reports of mitochondrial dysfunction in HIV-
negative infants exposed in utero and/or post-natally to nucleoside analogues. The main adverse
reactions reported are haematological disorders (anaemia, neutropenia), metabolic disorders
(hyperlactatemia, hyperlipasemia). These reactions are often transitory. Some late-onset neurological
disorders have been reported (hypertonia, convulsion, abnormal behaviour). Whether the neurological
disorders are transient or permanent is currently unknown. Any child exposed in utero to nucleoside
and nucleotide analogues, even HIV-negative children, should have clinical and laboratory follow-up
and should be fully investigated for possible mitochondrial dysfunction in case of relevant signs or
symptoms. These findings do not affect current national recommendations to use antiretroviral
therapy in pregnant women to prevent vertical transmission of HIV.



Myocardial infarction

Observational studies have shown an association between myocardial infarction and the use of
abacavir. Those studied were mainly antiretroviral experienced patients. Data from clinical trials
showed limited numbers of myocardial infarction and could not exclude a small increase in risk.
Overall the available data from observational cohorts and from randomised trials show some
inconsistency so can neither confirm nor refute a causal relationship between abacavir treatment and
the risk of myocardial infarction. To date, there is no established biological mechanism to explain a
potential increase in risk. When prescribing Triumeq, action should be taken to try to minimize all
modifiable risk factors (e.g. smoking, hypertension, and hyperlipidaemia).

Osteonecrosis

Although the aetiology is considered to be multifactorial (including corticosteroid use,
biphosphonates, alcohol consumption, severe immunosuppression, higher body mass index), cases of
osteonecrosis have been reported particularly in patients with advanced HIV-disease and/or long-term
exposure to CART. Patients should be advised to seek medical advice if they experience joint aches
and pain, joint stiffness or difficulty in movement.

Opportunistic infections

Patients should be advised that Triumeq or any other antiretroviral therapy does not cure HIV
infection and that they may still develop opportunistic infections and other complications of HIV
infection. Therefore, patients should remain under close clinical observation by physicians
experienced in the treatment of these associated HIV diseases.

Drug resistance

Since the recommended dose of dolutegravir is 50 mg twice daily for patients with resistance to
integrase inhibitors, the use of Triumeq is not recommended for patients with integrase inhibitor
resistance.

Drug interactions

Since the recommended dose of dolutegravir is 50 mg twice daily when co-administered with
efavirenz, nevirapine, rifampicin and tipranavir/ritonavir, the use of Triumeq is not recommended for
patients taking these medicines (see section 4.5).

The co-administration of Triumeq with etravirine (ETR) is not recommended unless the patient is also
receiving concomitant atazanavir+ritonavir (ATV+RTV), lopinavir+ritonavir (LPV+RTV) or

darunavirtritonavir (DRV+RTV) (see section 4.5).

Triumeq should not be co-administered with polyvalent cation-containing antacids. Triumeq is
recommended to be administered 2 hours before or 6 hours after these agents (see section 4.5).

Triumeq is recommended to be administered 2 hours before or 6 hours after taking calcium or iron
supplements, or alternatively, administered with food (see section 4.5).

Metformin concentrations may be increased by dolutegravir. Patients should be monitored during
therapy and a dose adjustment of metformin may be required (see section 4.5).

The combination of lamivudine with cladribine is not recommended (see section 4.5).



Triumeq should not be taken with any other medicinal products containing dolutegravir, abacavir,
lamivudine or emtricitabine.

4.5 Interaction with other medicinal products and other forms of interaction
Triumeq contains dolutegravir, abacavir and lamivudine, therefore any interactions identified for these
individually are relevant to Triumeq. No clinically significant drug interactions are expected between

dolutegravir, abacavir and lamivudine.

Effect of other agents on the pharmacokinetics of dolutegravir, abacavir and lamivudine

Dolutegravir is eliminated mainly through metabolism by UGT1A1. Dolutegravir is also a substrate
of UGT1A3, UGT1A9, CYP3A4, P-gp, and BCRP. Co-administration of Triumeq and other drugs
that inhibit UGT1A1, UGT1A3, UGT1A9, CYP3A4, and/or P-gp may therefore increase dolutegravir
plasma concentration. Drugs that induce those enzymes or transporters may decrease dolutegravir
plasma concentration and reduce the therapeutic effect of dolutegravir (see Table 1).

The absorption of dolutegravir is reduced by certain anti-acid agents (see Table 1).

Abacavir is metabolised by UDP-glucuronyltransferase (UGT) enzymes and alcohol dehydrogenase;
co-administration of inducers or inhibitors of UGT enzymes or with compounds eliminated through
alcohol dehydrogenase could alter abacavir exposure.

Lamivudine is cleared renally. Active renal secretion of lamivudine in the urine is mediated through
the organic cation transporter (OCT2) and multidrug and toxin extrusion transporters (MATE1 and
MATE-2K). Co-administration of lamivudine with OCT and MATE inhibitors could increase
lamivudine exposure. Dolutegravir is an OCT2 and MATE] inhibitor, however, lamivudine
concentrations were similar with or without co-administration of dolutegravir based on a cross study
analysis, indicating that dolutegravir has no effect on lamivudine exposure in vivo.

Abacavir and lamivudine are not significantly metabolised by CYP enzymes.

Effect of dolutegravir, abacavir and lamivudine on the pharmacokinetics of other agents

In vitro, dolutegravir demonstrated no direct, or weak inhibition (IC50>50 pM) of the enzymes
cytochrome P450 (CYP)1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A,
uridine diphosphate glucuronosyl transferase (UGT)1A1 or UGT2B7, or the transporters Pgp, BCRP,
BSEP, OATP1BI1, OATP1B3, OCT1, MATE2-K, MRP2 and MRP4. In vitro, dolutegravir did not
induce CYP1A2, CYP2B6 or CYP3A4. In vivo, dolutegravir does not seem to have an effect on
midazolam, a CYP3A4 probe, however, a weak inhibition cannot be excluded. Based on these data,
dolutegravir is not expected to affect the pharmacokinetics of medicinal products that are substrates of
these enzymes or transporters.

In vitro, dolutegravir inhibited the renal transporters OCT2 and MATEL. In vivo, a 10-14% decrease
of creatinine clearance (secretory fraction is dependent on OCT2 and MATE-1 transport) was
observed in patients. In vivo, dolutegravir may increase plasma concentrations of medicinal products
in which excretion is dependent upon OCT2 or MATE-1 (e.g. dofetilide, metformin) (see Table 1 and
section 4.3).

In vitro, dolutegravir inhibited the renal uptake organic anion transporters (OAT)1 and OAT3. Based
on the lack of effect on the in vivo pharmacokinetics of the OAT substrate tenofovir , in vivo



inhibition of OAT1 is unlikely. Inhibition of OAT3 has not been studied in vivo. Dolutegravir may
increase plasma concentrations of medical products in which excretion is dependent upon OAT3.

Abacavir and lamivudine do not inhibit or induce CYP enzymes (such as CYP 3A4, CYP 2C9 or CYP
2D6). In vitro data indicate that inhibition of P-pg and BCRP by abacavir cannot be excluded at

intestinal level. In vitro, lamivudine inhibited OCT1 and OCT2.

Established and theoretical interactions with selected antiretrovirals and non-antiretroviral medicinal

products are listed in Table 1.

Interaction table

Interactions between dolutegravir, abacavir, lamivudine and co-administered medical products are
listed in Table 1 (increase is indicated as “1”, decrease as “|”, no change as “«”, area under the
concentration versus time curve as “AUC”, maximum observed concentration as “Cmax”). The table
should not be considered exhaustive but is representative of the classes studied.

Table 1:

Drug Interactions

Medicinal products by
therapeutic areas

Interaction geometric
mean change (%)

Recommendations concerning co-
administration

Antiretroviral medicinal products

Non-nucleoside reverse transcriptase inhibitors

Etravirine/Dolutegravir

Dolutegravir ¥
AUCH 71%
Cruax ¥ 52%
Ct 4 88%

Etravirine <>

Etravirine decreased plasma dolutegravir
concentration, which may result in loss
of virologic response and resistance
development. Triumeq should not be
used with etravirine without co-
administration of atazanavir/ritonavir,

(induction of UGT1A1 darunavir/ritonavir or lopinavir/ritonavir
and CYP3A enzymes) (see further below in table).
Efavirenz/Dolutegravir Dolutegravir + Since the dose of dolutegravir is 50 mg
AUC Y 57% twice daily when co-administered with
Croax ¥ 39% efavirenz, the co-administration of
Ctd 75% efavirenz with Triumeq is not

Efavirenz <> (historical
controls)

(induction of UGT1A1
and CYP3A enzymes)

recommended (see section 4.4).

Nevirapine/Dolutegravir

Dolutegravir

(Not studied, a similar
reduction in exposure as
observed with efavirenz is
expected, due to
induction)

Co-administration with nevirapine may
decrease dolutegravir plasma
concentration due to enzyme induction
and has not been studied. Effect of
nevirapine on dolutegravir exposure is
likely similar to or less than that of
efavirenz. Since the dose of dolutegravir
is 50 mg twice daily when co-
administered with nevirapine, the co-
administration of nevirapine with
Triumeq is not recommended.

Rilpivirine

Dolutegravir <>
AUC T 12%

No dose adjustment is necessary.




Coax T 13%
Ct T 22%
Rilpivirine <>

Nucleoside reverse transcriptase inhibitors (NRTIs)

Tenofovir

Emtricitabine, didanosine,
stavudine, zidovudine.

Dolutegravir <>
AUC T 1%
Crax ¥ 3%

Ct 1 8%

Tenofovir <>

Interaction not studied

No dose adjustment is necessary when
Triumeq is combined with nucleoside
reverse transcript inhibitors.

Triumeq is not recommended for use in
combination with emtricitabine
containing products, since both
lamivudine (in Triumeq) and
emtricitabine are cytidine analogues(i.e.
risk for intracellular interactions, (see
section 4.4))

Protease inhibitors

Atazanavir/Dolutegravir

Dolutegravir T
AUC T 91%
Conax T 50%
Ct T 180%

Atazanavir <> (historical
controls)

(inhibition of UGT1A1
and CYP3A enzymes)

No dose adjustment is necessary.

Atazanavir+ ritonavir/
Dolutegravir

Dolutegravir T
AUC T 62%
Cmax T 34%
Ct T 121%

Atazanavir <>
Ritonavir <>

No dose adjustment is necessary.

Tipranavir+tritonavir/
Dolutegravir

Dolutegravir
AUC  59%
Conax ¥ 47%
Ct 4 76%

Tipranavir <>
Ritonavir <>

Since the recommended dose of
dolutegravir is 50 mg twice daily when
co-administered with
tipranavir/ritonavir, the co-
administration of tipranavir/ritonavir
with Triumeq is not recommended.

(induction of UGT1A1
and CYP3A enzymes)
Fosamprenavir+ritonavir/ Dolutegravird Fosamprenavir/ritonavir decreases
Dolutegravir AUC 4 35% dolutegravir concentrations, but based
Cooax ¥ 24% on limited data, did not result in
Ct 4 49% decreased efficacy in Phase III studies.
No dose adjustment is necessary.
Fosamprenavir<>
Ritonavir <>
(induction of UGT1A1
and CYP3A enzymes)
10
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Nelfinavir/Dolutegravir

Dolutegravir <>
(Not studied)

No dose adjustment is necessary.

Lopinavirtritonavir/
Dolutegravir

Dolutegravir <>
AUC { 3%
Cnax © 0%
Cp> 6%

Lopinavir <>
Ritonavir <>

No dose adjustment is necessary.

Darunavir+ritonavir/
Dolutegravir

Dolutegravir ¢
AUCH 32%
Conax ¥ 11%
Crt 4 38%

Darunavir <>
Ritonavir <>
(induction of UGT1Al
and CYP3A enzymes)

No dose adjustment is necessary.

Protease inhibitors and non-nucleoside reverse transcriptase i

nhibitors combinations

Lopinavirtritonavir+etravirine/
Dolutegravir

Dolutegravir <>
AUC T 10%
Conax T 7%

Ct T28%

Lopinavir <>
Ritonavir <>
Etravirine <>

No dose adjustment is necessary.

Darunavir+ritonavir+etravirine/
Dolutegravir

Dolutegravir ¥
AUC  25%
Conax ¥ 12%
Ct437%

Darunavir <>
Ritonavir <>
Etravirine <>

No dose adjustment is necessary.

Other antiviral agents

Telaprevir

Dolutegravir T

AUC T 25%

Conax T 19%

CtT37%
Telaprevir <>
(historical controls)
(inhibition of CYP3A
enzyme)

No dose adjustment is necessary.

Boceprevir

Dolutegravir <>
AUC T 7%
Conax T 5%

Ct T 8%

No dose adjustment is necessary.

Ribavirin/Abacavir

Interaction not studied.
Both drugs are guanosine
analogues, and there is a

4.4).
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potential to reduce
intracellular
phosphorylated
metabolites.

Anti-infective products

Trimethoprim/sulfamethoxazole
(Co-trimoxazole)/Abacavir

Trimethoprim/sulfamethoxazole
(Co-trimoxazole)/Lamivudine
(160mg/800mg once daily for 5
days/300mg single dose)

Interaction not studied

Lamivudine:
AUC T43%
Cmax 17%

Trimethoprim:
AUC &

Sulfamethoxazole:
AUC &

(organic cation transporter
inhibition)

No Triumeq dosage adjustment
necessary, unless patient has renal
impairment (See Section 4.2).

Antimycobacterials
Rifampicin/Dolutegravir Dolutegravir Since the dose of dolutegravir is 50 mg
AUC  54% twice daily when co-administered with
Conax ¥ 43% rifampicin, the co-administration of
Ctd 72% rifampicin with Triumeq is not
(induction of UGT1A1 recommended.
and CYP3A enzymes)
Rifabutin Dolutegravir <> No dose adjustment is necessary.
AUC Y 5%
Cunax T 16%
Ctd30%
(induction of UGT1Al
and CYP3A enzymes)
Anticonvulsants
Phenobarbital/Dolutegravir Dolutegravird Co-administration with these enzyme

Phenytoin/Dolutegravir
Oxcarbazepine/Dolutegravir
Carbamazepine/Dolutegravir

(Not studied, decrease
expected due to induction
of UGT1ALI and CYP3A
enzymes)

inducers should be avoided.

Antihistamines (histamine H2 receptor antagonists)

Ranitidine Interaction not studied. No dosage adjustment necessary.
Clinically significant
interaction unlikely.

Cimetidine Interaction not studied. No dosage adjustment necessary.
Clinically significant
interaction unlikely.

Cytotoxics

Cladribine/Lamivudine Interaction not studied. Concomitant use of Triumeq with

In vitro lamivudine
inhibits the intracellular

cladribine is not recommended (see
section 4.4).
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phosphorylation of
cladribine leading to a
potential risk of cladribine
loss of efficacy in case of
combination in the
clinical setting. Some
clinical findings also
support a possible
interaction between
lamivudine and cladribine

Opioids
Methadone/Abacavir Abacavir: Methadone dosage adjustment likely not
(40 to 90mg once daily for 14 AUC & needed in majority of patients;
days/600mg single dose, then Cmax 435% occasionally methadone re-titration may
600mg twice daily for 14 days) be required.
Methadone:
CL/F 122%

Retiniods

Retinoid compounds
(e.g. Isotretinoin)

Interaction not studied

Possible interaction given
common pathway of
elimination via alcohol
dehydrogenase (abacavir-
component).

Insufficient data to recommend dosage
adjustment.

Miscellaneous
Alcohol
Ethanol/Dolutegravir Interaction not studied No dosage adjustment necessary.
Ethanol/Lamivudine (Inhibition of alcohol
dehydrogenase)

Ethanol/Abacavir Abacavir:
(0.7 g/kg single dose/600mg AUC T 41%
single dose) Ethanol:

AUC &
Antiarrhythmics
Dofetilide/Dolutegravir Dofetilide T Triumeq and dofetilide co-

(Not studied, potential
increase via inhibition of

administration is contraindicated due to
potential life-threatening toxicity caused

OCT?2 transporter) by high dofetilide concentration (see
section 4.3).
Antacids and supplements
Magnesium/ Dolutegravir J Magnesium/ aluminium-containing
aluminium-containing AUC 4 749% antacids should be taken well separated
antacids/Dolutegravir Coax ¥ 72% in time from the administration of
Triumeq (minimum 2 hours after or 6
(Complex binding to hours before).
polyvalent ions)
Calcium Dolutegravir ¢ Calcium supplements, iron supplements
supplements/Dolutegravir AUC 4 39% or multivitamins should be taken well
Coax ¥ 37% separated in time from the
Coi ¥ 39% administration of Triumeq (minimum 2
13
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(Complex binding to
polyvalent ions)

Iron supplements/Dolutegravir

Dolutegravir

AUC | 54%

Conax ¥ 57%

Cas 4 56%
(Complex binding to
polyvalent ions)

Multivitamins/Dolutegravir

Dolutegravir ¢
AUC | 33%
Conax ¥ 35%
Cos 4 32%

hours after or 6 hours before).

Corticosteroids

Prednisone

Dolutegravir <>
AUC T 11%
Conax T 6%
Ct T 17%

No dose adjustment is necessary.

Antidiabetics

Metformin/Dolutegravir

Metformin T
Dolutegravir <>

(Not studied. Increase of
metformin expected, due
to inhibition of OCT-2
transporter)

Close monitoring of metformin efficacy
and safety is recommended when
starting or stopping Triumeq in patients
receiving metformin. A dose adjustment
of metformin may be necessary.

Herbal products

St. John’s wort/Dolutegravir

Dolutegravird

(Not studied, decrease
expected due to induction
of UGT1ALI and CYP3A
enzymes)

Co-administration with St. John’s wort
is strongly discouraged.

Oral contraceptives

Ethinyl estradiol (EE) and
Norgestromin
(NGMN)/Dolutegravir

Effect of dolutegravir:
EE &

AUC T 3%

Conax ¥ 1%

Effect of dolutegravir:
NGMN &

AUC 4 2%

Conax ¥ 11%

Dolutegravir had no Pharmacodynamic
effect on Luteinizing Hormone (LH),
Follicle Stimulating Hormone (FSH) and
progesterone. No dose adjustment of
oral contraceptives is necessary when
co-administered with Triumeq.

Paediatric population

Interaction studies have only been performed in adults.

4.6 Fertility, pregnancy and lactation

Pregnancy

As a general rule, when deciding to use antiretroviral agents for the treatment of HIV infection in
pregnant women and consequently for reducing the risk of HIV vertical transmission to the newborn,
the animal data as well as the clinical experience in pregnant women should be taken into account.
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There are no data on the use of Triumeq in pregnancy.

There are no or limited amount of data from the use of dolutegravir in pregnant women. The effect of
dolutegravir on human pregnancy is unknown. A moderate amount of data on pregnant women taking
the individual actives abacavir and lamivudine in combination indicates no malformative toxicity
(more than 400 outcomes from first trimester exposures). Concerning lamivudine, a large amount of
data (more than 3000 outcomes from first trimester) indicates no malformative toxicity. Moderate
amount of data (more than 600 outcomes from first trimester) indicates no malformative toxicity for
abacavir.

In reproductive toxicity studies in animals, dolutegravir was shown to cross the placenta. Animal
studies do not indicate direct or indirect harmful effects with respect to reproductive toxicity (see
section 5.3). Abacavir and lamivudine may inhibit cellular DNA replication and abacavir has been
shown to be carcinogenic in animal models (see section 5.3). The clinical relevance of these findings
is unknown.

Triumeq should be used during pregnancy only if the expected benefit justifies the potential risk to the
foetus.

For patients co-infected with hepatitis B who are being treated with a lamivudine containing
medicinal product such as Triumeq and subsequently become pregnant, consideration should be given
to the possibility of a recurrence of hepatitis on discontinuation of lamivudine.

Mitochondrial dysfunction

Nucleoside and nucleotide analogues have been demonstrated in vitro and in vivo to cause a variable
degree of mitochondrial damage. There have been reports of mitochondrial dysfunction in HIV-
negative infants exposed in utero and/or post-natally to nucleoside analogues (see section 4.4).

Breast-feeding

Lamivudine is excreted in human milk at similar concentrations to those found in serum. It is
expected that dolutegravir and abacavir will also be excreted into human milk based on animal data,
although this has not been confirmed in humans.

It is recommended that HIV infected women do not breast-feed their infants under any circumstances
in order to avoid transmission of HIV.

Fertility

There are no data on the effects of dolutegravir, abacavir or lamivudine on human male or female
fertility. Animal studies indicate no effects of dolutegravir, abacavir or lamivudine on male or female
fertility (see section 5.3).

4.7 Effects on ability to drive and use machines

Patients should be informed that dizziness has been reported during treatment with dolutegravir. The
clinical status of the patient and the adverse reaction profile of Triumeq should be borne in mind when
considering the patient’s ability to drive or operate machinery.

4.8 Undesirable effects

Summary of the safety profile
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Clinical safety data with Triumeq are limited. The most frequently reported adverse reactions
considered possibly or probably related to dolutegravir and abacavir/lamivudine [pooled data from
679 anti retroviral naive subjects receiving this combination in the Phase IIb to IIIb clinical trials, see
section 5.1], were nausea (12%), insomnia (7%), dizziness (6%) and headache (6%).

Many of the adverse reactions listed in the table below occur commonly (nausea, vomiting, diarrhoea,
fever, lethargy, rash) in patients with abacavir hypersensitivity. Therefore, patients with any of these
symptoms should be carefully evaluated for the presence of this hypersensitivity (see section 4.4).
Very rarely cases of erythema multiforme, Stevens-Johnson syndrome or toxic epidermal necrolysis
have been reported where abacavir hypersensitivity could not be ruled out. In such cases medicinal
products containing abacavir should be permanently discontinued.

The most severe adverse event possibly related to the treatment with dolutegravir and
abacavir/lamivudine, seen in individual patients, was a hypersensitivity reaction that included rash

and severe liver effects (see section 4.4 and Description of selected adverse reactions in this section).

Tabulated list of adverse reactions

The adverse reactions considered at least possibly related to treatment with the components of
Triumeq from clinical study and post-marketing experience are listed in Table 2 by body system,
organ class and absolute frequency. Frequencies are defined as very common (> 1/10), common
(= 1/100 to < 1/10), uncommon (= 1/1000 to < 1/100), rare (= 1/10,000 to < 1/1000), very rare
(< 1/10,000).

The adverse reactions observed for the combination of dolutegravir + abacavir/lamivudine in an
analysis of pooled data from Phase IIb to Phase IIIb clinical trials were generally consistent with the
adverse reaction profiles for the individual components dolutegravir, abacavir and lamivudine.

There was no difference between the combination and the individual components in severity for any
observed adverse reactions.

Table 2: Tabulated summary of adverse reactions associated with the combination of dolutegravir
+ abacavir/lamivudine in an analysis of pooled data from Phase IIb to Phase I1Ib clinical trials and
adverse reactions to treatment with abacavir and lamivudine from clinical studies and post-marketing
experience, when used with other antiretrovirals

Frequency Adverse reaction

Blood and lymphatic systems disorders:

. 2 .2 A1
Uncommon: Neutropenia“, anaemia“, thrombocytopenia

Very rare: pure red cell aplasia’

Immune system disorders:

Common hypersensitivity (see section 4.4)°

Uncommon: immune reconstitution syndrome (see section 4.4)*

Metabolism and nutrition disorders:

Common: anorexia'

Uncommon: hypertriglyceridaemia, hyperglycaemia

Psychiatric disorders:
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Very common: insomnia

Common: abnormal dreams, depression, nightmare, sleep disorder

Nervous system disorders:

Very common: headache
Common: dizziness, somnolence, lethargy”
Very rare: peripheral neuropathy”, paraesthesia®

Respiratory, thoracic and mediastinal disorders:

Common: cough?, nasal symptoms'

Gastrointestinal disorders:

Very common: nausea, diarrhoea

Common: vomiting, flatulence, abdominal pain®, abdominal pain
upper’, abdominal distension, abdominal discomfort, gastro-
oesophageal reflux disease, dyspepsia

e 2
Rare: pancreatitis

Hepatobiliary disorders:

Uncommon: hepatitis®

Skin and subcutaneous tissue disorders:

Common: rash, pruritus, alopecia

Very rare: erythema multiform', Stevens-Johnson syndrome', toxic
epidermal necrolysis'

Musculoskeletal and connective tissue disorders:

. 2 . 1
Common: arthralgia”, muscle disorders

Rare: rhabdomyolysis

General disorders and administration site conditions:

Very common: fatigue

Common: asthenia, fever’, malaise’

Investigations:

Common: CPK elevations?, ALT/AST elevations®

ol
Rare: amylase elevations

'This adverse reaction was not identified from the Phase 3 clinical studies for either
Triumeq (dolutegravir + abacavir/lamivudine) or dolutegravir, but from clinical studies
or post-marketing experience for abacavir or lamivudine when used with other
antiretrovirals.

*This adverse reaction was not identified to be reasonably attributed to Triumeq
(dolutegravir + abacavir/lamivudine) in clinical trials, so the highest frequency category
observed from the label of the individual components was used (e.g., for dolutegravir,
abacavir and/or lamivudine).

Description of selected adverse reactions
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Hypersensitivity reactions

Both abacavir and dolutegravir are associated with a risk for hypersensitivity reactions (HSR), which
were observed more commonly with abacavir. Hypersensitivity reaction observed for each of these
medicinal products (described below) share some common features such as fever and/or rash with
other symptoms indicating multi-organ involvement. Time to onset was typically 10-14 days for both
abacavir and dolutegravir-associated reactions, although reactions to abacavir may occur at any time
during therapy. Treatment with Triumeq must be stopped without delay if HSR cannot be ruled out on
clinical grounds, and therapy with Triumeq or other abacavir or dolutegravir containing products must
never be re-initiated. Please refer to section 4.4 for further details on patient management in the event
of a suspected HSR to Triumeq.

Dolutegravir hypersensitivity
Symptoms have included rash, constitutional findings, and sometimes, organ dysfunction, including
severe liver reactions.

Abacavir hypersensitivity

The signs and symptoms of this HSR are listed below. These have been identified either from clinical
studies or post marketing surveillance. Those reported in at least 10% of patients with a
hypersensitivity reaction are in bold text.

Almost all patients developing hypersensitivity reactions will have fever and/or rash (usually
maculopapular or urticarial) as part of the syndrome, however reactions have occurred without rash or
fever. Other key symptoms include gastrointestinal, respiratory or constitutional sympotoms such as
lethargy and malaise.

Skin Rash (usually maculopapular or urticarial)
Gastrointestinal tract Nausea, vomiting, diarrhoea, abdominal pain, mouth ulceration
Respiratory tract Dyspnoea, cough, sore throat, adult respiratory distress syndrome,

respiratory failure

Miscellaneous Fever, lethargy, malaise, oedema, lymphadenopathy, hypotension,
conjunctivitis, anaphylaxis

Neurological/Psychiatry Headache, paraesthesia

Haematological Lymphopenia

Liver/pancreas Elevated liver function tests, hepatitis, hepatic failure
Musculoskeletal Myalgia, rarely myolysis, arthralgia, elevated creatine phosphokinase
Urology Elevated creatinine, renal failure

Symptoms related to this HSR worsen with continued therapy and can be life- threatening and in rare
instance, have been fatal.

Restarting abacavir following an abacavir HSR results in a prompt return of symptoms within hours.
This recurrence of the HSR is usually more severe than on initial presentation, and may include life-
threatening hypotension and death. Similar reactions have also occurred infrequently after restarting
abacavir in patients who had only one of the key symptoms of hypersensitivity (see above) prior to
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stopping abacavir; and on very rare occasions have also been seen in patients who have restarted
therapy with no preceding symptoms of a HSR (i.e., patients previously considered to be abacavir
tolerant).

Lactic acidosis
Cases of lactic acidosis, sometimes fatal, usually associated with severe hepatomegaly and hepatic
steatosis, have been reported with the use of nucleoside analogues (see section 4.4).

Lipodystrophy

Combination antiretroviral therapy (CART) has been associated with redistribution of body fat
(lipodystrophy) in HIV patients including the loss of peripheral and facial subcutaneous fat, increased
intra-abdominal and visceral fat, breast hypertrophy and dorsocervical fat accumulation (buffalo
hump).

Metabolic abnormalities
CART has been associated with metabolic abnormalities such as hypertriglyceridaemia,
hypercholesterolaemia, insulin resistance, hyperglycaemia and hyperlactataemia (see section 4.4).

Osteonecrosis

Cases of osteonecrosis have been reported, particularly in patients with generally acknowledged risk
factors, advanced HIV disease or long-term exposure to CART. The frequency of this is unknown
(see section 4.4).

Immune reactivation syndrome

In HIV-infected patients with severe immune deficiency at the time of initiation of CART, an
inflammatory reaction to asymptomatic or residual opportunistic infections may arise. Autoimmune
disorders (such as Graves’ disease) have also been reported; however, the reported time to onset is
more variable and these events can occur many months after initiation of treatment (see section 4.4).

Changes in laboratory chemistries

Increases in serum creatinine occurred within the first week of treatment with dolutegravir and
remained stable through 96 weeks. In the SINGLE study a mean change from baseline of 12.6 pmol/L
was observed after 96 weeks of treatment. These changes are not considered to be clinically relevant
since they do not reflect a change in glomerular filtration rate.

Asymptomatic creatine phosphokinase (CPK) elevations mainly in association with exercise have also
been reported with dolutegravir therapy.

Co-infection with Hepatitis B or C

In dolutegravir Phase 111 studies patients with hepatitis B and/or C co-infection were permitted to
enrol provided that baseline liver chemistry tests did not exceed 5 times the upper limit of normal
(ULN). Overall, the safety profile in patients co-infected with hepatitis B and/or C was similar to that
observed in patients without hepatitis B or C co-infection, although the rates of AST and ALT
abnormalities were higher in the subgroup with hepatitis B and/or C co-infection for all treatment
groups.

Paediatric population

There are no clinical study data on the effects of Triumeq in the paediatric population. Individual
components have been investigated in adolescents (12 to 17 years).
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Based on limited available data with the dolutegravir single entity used in combination with other
antiretroviral agents to treat adolescents (12 to 17 years), there were no additional types of adverse
reactions beyond those observed in the adult population.

The individual preparations of abacavir and lamivudine have been investigated separately, and as a
dual nucleoside backbone, in combination antiretroviral therapy to treat ART- naive and ART-
experienced HIV- infected paediatric patients (data available on the use of abacavir and lamivudine in
infants less than three months are limited). No additional types of adverse reactions have been
observed beyond those characterised for the adult population.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

No specific symptoms or signs have been identified following acute overdose with dolutegravir,
abacavir or lamivudine, apart from those listed as adverse reactions.

Further management should be as clinically indicated or as recommended by the national poisons
centre, where available. There is no specific treatment for an overdose of Triumeq. If overdose
occurs, the patient should be treated supportively with appropriate monitoring, as necessary. Since
lamivudine is dialysable, continuous haemodialysis could be used in the treatment of overdose,
although this has not been studied. It is not known whether abacavir can be removed by peritoneal
dialysis or haemodialysis. As dolutegravir is highly bound to plasma proteins, it is unlikely that it will
be significantly removed by dialysis.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antivirals for systemic use, antivirals for treatment of HIV infections,
combinations. ATC code: JOSAR13

Mechanism of action

Dolutegravir inhibits HIV integrase by binding to the integrase active site and blocking the strand
transfer step of retroviral Deoxyribonucleic acid (DNA) integration which is essential for the HIV
replication cycle.

Abacavir and lamivudine are potent selective inhibitors of HIV-1 and HIV-2. Both abacavir and
lamivudine are metabolised sequentially by intracellular kinases to the respective 5'-triphosphate (TP)
which are the active moieties with extended intracellular half-lives supporting once daily dosing (see
section 5.2). Lamivudine-TP (an analogue for cytidine) and carbovir-TP (the active triphosphate form
of abacavir, an analogue for guanosine) are substrates for and competitive inhibitors of HIV reverse
transcriptase (RT). However, their main antiviral activity is through incorporation of the
monophosphate form into the viral DNA chain, resulting in chain termination. Abacavir and
lamivudine triphosphates show significantly less affinity for host cell DNA polymerases.
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Pharmacodynamic effects

Antiviral activity in vitro

Dolutegravir, abacavir and lamivudine have been shown to inhibit replication of lab-strains and
clinical isolates of HIV in a number of cell types, including transformed T cell lines,
monocyte/macrophage derived lines and primary cultures of activated peripheral blood mononuclear
cells (PMBCs) and monocyte/macrophages. The concentration of drug necessary to effect viral
replication by 50% (IC50 - half maximal inhibitory concentration) varied according to virus and host
cell type.

The IC50 for dolutegravir in various lab-strains using PBMC was 0.5 nM, and when using MT-4 cells
it ranged from 0.7-2 nM. Similar IC50s were seen for clinical isolates without any major difference
between subtypes; in a panel of 24 HIV-1 isolates of clades A, B, C, D, E, F and G and group O the
mean [C50 value was 0.2 nM (range 0.02-2.14). The mean IC50 for 3 HIV-2 isolates was 0.18 nM
(range 0.09-0.61).

The mean IC50 for abacavir against lab-strains of HIV-11IIB and HIV-1HXB2 ranged from 1.4 to
5.8 uM. The median or mean IC50 values for lamivudine against lab-strains of HIV-1 ranged from
0.007 to 2.3 uM. The mean IC50 against lab-strains of HIV-2 (LAV2 and EHO) ranged from 1.57 to
7.5 uM for abacavir and from 0.16 to 0.51 pM for lamivudine.

The IC50 values of abacavir against HIV-1 Group M subtypes (A-G) ranged from 0.002 to 1.179 uM,
against Group O from 0.022 to 1.21 uM, and against HIV-2 isolates, from 0.024 to 0.49 uM. For
lamivudine, the IC50 values against HIV-1 subtypes (A-G) ranged from 0.001 to 0.170 uM, against
Group O from 0.030 to 0.160 uM and against HIV-2 isolates from 0.002 to 0.120 uM in peripheral
blood mononuclear cells.

HIV-1 isolates (CRFO1_AE, n=12; CRF02_AG, n=12; and Subtype C or CRF_AC, n=13) from 37
untreated patients in Africa and Asia were susceptible to abacavir (IC50 fold changes < 2.5), and
lamivudine (IC50 fold changes < 3.0), except for two CRF02_AG isolates with fold changes of 2.9
and 3.4 for abacavir. Group O isolates from antiviral naive patients tested for lamivudine activity
were highly sensitive.

The combination of abacavir and lamivudine has demonstrated antiviral activity in cell culture against
non-subtype B isolates and HIV-2 isolates with equivalent antiviral activity as for subtype B isolates.

Antiviral activity in combination with other antiviral agents

No antagonistic effects in vitro were seen with dolutegravir and other antiretrovirals (tested agents:
stavudine, abacavir, efavirenz, nevirapine, lopinavir, amprenavir, enfuvirtide, maraviroc, adefovir and
raltegravir). In addition, ribavirin had no apparent effect on dolutegravir activity.

The antiviral activity of abacavir in cell culture was not antagonized when combined with the
nucleoside reverse transcriptase inhibitors (NRTIs) didanosine, emtricitabine, lamivudine, stavudine,
tenofovir, zalcitabine or zidovudine, the non-nucleoside reverse transcriptase inhibitor (NNRTT)
nevirapine, or the protease inhibitor (PI) amprenavir.

No antagonistic effects in vitro were seen with lamivudine and other antiretrovirals (tested agents:
abacavir, didanosine, nevirapine, zalcitabine, and zidovudine).

Effect of human serum

In 100% human serum, the mean fold shift for dolutegravir activity was 75 fold, resulting in protein
adjusted IC90 of 0.064 ug/mL. Plasma protein binding studies in vitro indicate that abacavir binds
only low to moderately (~49%) to human plasma proteins at therapeutic concentrations. Lamivudine
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exhibits linear pharmacokinetics over the therapeutic dose range and displays low plasma protein
binding (less than 36%).

Resistance

Resistance in vitro: (dolutegravir)

Serial passage is used to study resistance evolution in vitro. When using the lab-strain HIVIII during
passage over 112 days, mutations selected appeared slowly, with substitutions at positions S153Y and
F. These mutations were not selected in patients treated with dolutegravir in the clinical studies.
Using strain NL432 mutations E92Q (fold change 3) and G193E (fold change 3) were selected. These
mutations have been selected in patients with pre-existing raltegravir resistance and who were then
treated with dolutegravir (listed as secondary mutations for dolutegravir).

In further selection experiments using clinical isolates of subtype B, mutation R263K was seen in all
five isolates (after 20 weeks and onwards). In subtype C (n=2) and A/G (n=2) isolates the integrase
substitution R263K was selected in one isolate, and G118R in two isolates. R263K was reported from
two individual patients with subtype B and subtype C in the clinical program for ART experienced,
INI naive subjects, but without effects on dolutegravir susceptibility in vitro. G118R lowers the
susceptibility to dolutegravir in site directed mutants (fold change 10), but was not detected in patients
receiving dolutegravir in the Phase III program.

Primary mutations for raltegravir/elvitegravir (Q148H/R/K, N155H, Y143R/H/C, E92Q), T66I) do not
affect the in vitro susceptibility of dolutegravir as single mutations. When mutations listed as
secondary integrase inhibitor associated mutations (for raltegravir/elvitegravir) are added to primary
mutations (excluding at Q148) in experiments with site directed mutants, dolutegravir susceptibility
remains at or near wildtype level. In the case of the Q148-mutation viruses, increasing dolutegravir
fold change is seen as the number of secondary mutations increase. The effect of the Q148-based
mutations (H/R/K) was also consistent with in vitro passage experiments with site directed mutants.
In serial passage with strain NL432-based site directed mutants at N155H or E92Q, no further
selection of resistance was seen (fold change unchanged around 1). In contrast, starting passage with
mutants with mutation Q148H (fold change 1), a variety of raltegravir associated secondary mutations
accumulated with a consequent increase of fold change to values >10.

A clinically relevant phenotypic cut-off value (fold change vs wild type virus) has not been
determined; genotypic resistance was a better predictor for outcome.

Seven hundred and five raltegravir resistant isolates from raltegravir experienced patients were
analyzed for susceptibility to dolutegravir. Dolutegravir has a <10 fold change against 94% of the
705 clinical isolates.

Resistance in vivo: (dolutegravir)
In previously untreated patients receiving dolutegravir + 2 NRTIs in Phase IIb and Phase II1I, no

development of resistance to the integrase class, or to the NRTI class was seen (n=876, follow-up of
48-96 weeks).

In patients with prior failed therapies, but naive to the integrase class (SAILING study), integrase
inhibitor substitutions were observed in 4/354 patients (follow-up 48 weeks) treated with dolutegravir,
which was given in combination with an investigator selected background regimen (BR). Of these
four, two subjects had a unique R263K integrase substitution, with a maximum fold change of 1.93,
one subject had a polymorphic V151V/I integrase substitution, with maximum fold change of 0.92,
and one subject had pre-existing integrase mutations and is assumed to have been integrase
experienced or infected with integrase resistant virus by transmission. The R263K mutation was also
selected in vitro (see above).
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Resistance in vitro and in vivo: (abacavir and lamivudine)

Abacavir-resistant isolates of HIV-1 have been selected in vitro and in vivo and are associated with
specific genotypic changes in the RT codon region (codons M184V, K65R, L74V and Y115F).
During in vitro abacavir selection the M 184V mutation occurred first and resulted in about a 2 fold
increase in IC50, below the abacavir clinical cut-off of 4.5 fold change. Continued passage in
increasing concentrations of drug resulted in selection for double RT mutants 65R/184V and
74V/184V or triple RT mutant 74V/115Y/184V. Two mutations conferred a 7- to 8-fold change in
abacavir susceptibility and combinations of three mutations were required to confer more than an
8-fold change in susceptibility.

HIV-1 resistance to lamivudine involves the development of a M1841 or M184V amino acid change
close to the active site of the viral RT. This variant arises both in vitro and in HIV-1 infected patients
treated with lamivudine-containing antiretroviral therapy. M184V mutants display greatly reduced
susceptibility to lamivudine and show diminished viral replicative capacity in vitro. M184V is
associated with about a 2 fold increase in abacavir resistance but does not confer clinical resistance for
abacavir.

Isolates resistant to abacavir may also show reduced sensitivity to lamivudine. The combination of
abacavir/lamivudine has demonstrated decreased susceptibility to viruses with the substitutions K65R

with or without the M184V/I substitution, and to viruses with L74V plus the M184V/I substitution.

Cross-resistance between dolutegravir or abacavir or lamivudine and antiretrovirals from other classes
e.g. PIs or NNRTIs is unlikely.

Effects on electrocardiogram

No relevant effects were seen on the QTc interval, with doses of dolutegravir exceeding the clinical
dose by approximately 3 fold. Similar studies were not conducted with either abacavir or lamivudine.

Clinical efficacy and safety

The efficacy of Triumeq in HIV-infected, therapy naive subjects is based on the analyses of data from
two randomized, international, double-blind, active-controlled trials, SINGLE (ING114467) and
SPRING-2 (ING113086) and the international, open-label, active-controlled trial FLAMINGO
(ING114915).

In SINGLE, 833 patients were treated with dolutegravir 50 mg once daily plus fixed-dose abacavir-
lamivudine (DTG + ABC/3TC) or fixed-dose efavirenz-tenofovir-emtricitabine (EFV/TDF/FTC). At
baseline, median patient age was 35 years, 16% were female, 32% non-white, 7% had hepatitis C co-
infection and 4% were CDC Class C, these characteristics were similar between treatment groups.
Week 48 outcomes (including outcomes by key baseline covariates) are shown in Table 3.

Table 3: Virologic Outcomes of Randomized Treatment of SINGLE at 48 Weeks (Snapshot
algorithm)
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48 weeks

DTG 50 mg + ABC/3TC EFV/TDF/FTC
once daily once daily
N=414 N=419
HIV-1 RNA <50 copies/mL 88% 81%
Treatment Difference* 7.4% (95% CI: 2.5%, 12.3%)
Virologic non responset 5% 6%
No Virologic data at Weeks 7% 13%
48 window
Reasons
Discontinued study/study
drug due to adverse event or 2% 10%
deathf
Discontinued study/study 50, 39,
drug for other reasons§
Missing data during window 0 <1%
but on study
HIV-1 RNA <50 copies/mL by baseline covariates

Baseline Plasma Viral n/N (%) n/N (%)

Load (copies/mL)

<100,000
>100,000

253 /280 (90%)
111/ 134 (83%)

238 /288 (83%)
100/ 131 (76%)

Baseline CD4+ (cells/ mm®)

<200

45 /57 (19%)

48 /62 (17%)

200 to <350 143/ 163 (88%) 126 /159 (79%)
>350 176 / 194 (91%) 164 / 198 (83%)
Gender
Male 307/ 347 (88%) 291356 (82%)
Female 57/ 67 (85%) 47163 (75%)
Race
White 255/ 284 (90%) 238 /285 (84%)
ﬁzrrli‘t’z;‘e%ﬁfgcan/ African 109 / 130 (84%) 99 / 133 (74%)
Age (years)
<50 319/ 361 (88%) 3027375 (81%)
>50 45153 (85%) 36/ 44 (82%)

* Adjusted for baseline stratification factors.

1 Includes subjects who discontinued prior to Week 48for lack or loss of efficacy and subjects
who are 250 copies in the 48 week window.

1 Includes subjects who discontinued due to an adverse event or death at any time point from
Day 1 through the Week 48 analysis window if this resulted in no virologic data on treatment
during the analysis window.

§ Includes reasons such as withdrew consent, loss to follow-up, moved, protocol deviation.
Notes: ABC/3TC = abacavir 600 mg, lamivudine 300 mg in the form of Kivexa/Epzicom fixed
dose combination (FDC)

EFV/TDF/FTC = efavirenz 600 mg, tenofovir 300 mg, emtricitabine 200 mg in the form of
Atripla FDC.

In the primary 48 weeks analysis, the proportion of patients with virologic suppression in the
dolutegravir + ABC/3TC arm , was superior to the EFV/TDF/FTC arm, p=0.003, the same treatment
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difference was observed in subjects defined by baseline HIV RNA level (< or > 100,000 copies/mL.).
The median time to viral suppression was shorter with ABC/3TC + DTG (28 vs 84 days, p<0.0001).
The adjusted mean change in CD4+ T cell count from baseline were 267 cells versus 208 cells/mm’,
respectively, (p<0.001). Both the time to viral suppression and change from baseline analyses were
pre-specified and adjusted for multiplicity. At 96 weeks, the response was 80% vs 72%, respectively.
The difference in the endpoint remained statistically significant, [p=0.006]. The statistically higher
responses on DTG+ABC/3TC were driven by a higher rate of withdrawals due to AEs in the
EFV/TDF/FTC arm, irrespective of viral load strata. Overall treatment differences at Week 96 are
applicable to patients with high and low Baseline viral loads.

In SPRING-2, 822 patients were treated with either dolutegravir 50 mg once daily or raltegravir 400
mg twice daily (blinded), both with fixed-dose ABC/3TC (around 40%) or TDF/FTC (around 60%),
given open label. Baseline demographics and outcomes are summarised in Table 4. Dolutegravir was
non-inferior to raltegravir, including within the subset of patients with the abacavir/lamivudine
background regimen.

Table 4: Demographics and virologic outcomes of randomized treatment of SPRING-2 (snapshot
algorithm)

DTG 50 mg RAL 400mg
once daily twice daily
+2 NRTI + 2 NRTI

N=411 N=411
Demographics
Median Age (years) 37 35
Female 15% 14%
Non-white 16% 14%
Hepatitis B and/or C 13% 11%
CDC class C 2% 2%
ABC/3TC backbone 41% 40%
Week 48 efficacy results
HIV-1 RNA <50 copies/mL 88% | 85%
Treatment difference* 2.5% (95% CI: -2.2%, 7.1%)
Virologic non responset 5% 8%
No virologic data at Weeks 48 window 7% 7%
Reasons
Discontinued study/study drug due to adverse event or
2% 1%
death}

Discontinued study/study drug for other reasons§ 5% 6%
HIV-1 RNA <50 copies/mL for those on ABC/3TC 86% 87%
Week 96 efficacy results
HIV-1 RNA <50 copies/mL 81% | 76%
Treatment difference* 4.5% (95% CI: -1.1%, 10.0%)

HIV-1 RNA <50 copies/mL for those on ABC/3TC 74% | 76%

* Adjusted for baseline stratification factors.

1 Includes subjects who discontinued prior to Week 48for lack or loss of efficacy and subjects who
are 250 copies in the 48 week window.

1 Includes subjects who discontinued due to an adverse event or death at any time point from Day 1
through the Week 48 analysis window if this resulted in no virologic data on treatment during the
analysis window.

§ Includes reasons such as protocol deviation, lost to follow up, and withdrew consent.

Notes: DTG = dolutegravir, RAL = raltegravir.
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In FLAMINGQO, 485 patients were treated with dolutegravir 50 mg once daily or darunavir/ritonavir
(DRV/r) 800 mg/100 mg once daily, both with ABC/3TC (around 33%) or TDF/FTC (around 67%).
All treatments were given open-label. Main demographics and outcomes are summarised in Table 5.

Table 5: Demographics and virologic outcomes of randomized treatment of FLAMINGO (snapshot

algorithm)
DTG 50 mg DRV+RTV
once daily 800mg + 100mg
+ 2 NRTI once daily
+2 NRTI
N=242 N=242
Demographics
Median Age (years) 34 34
Female 13% 17%
Non-white 28% 27%
Hepatitis B and/or C 11% 8%
CDC class C 4% 2%
ABC/3TC backbone 33% 33%
Week 48 Efficacy Results
HIV-1 RNA <50 copies/mL 90% 83%
Treatment Difference* 7.1% (95% CI: 0.9%, 13.2%)
Virologic non responset 6% 7%
No virologic data at Weeks 48 window 4% 10%
Reasons
Discontinued study/study drug due to adverse event or
1% 4%
death}
Discontinued study/study drug for other reasons§ 2% 5%
Missing data during window but on study <1% 2%
HIV-1 RNA <50copies/mL for those on ABC/3TC 90% 85%
Median time to viral suppression** 28 days 85 days

* Adjusted for baseline stratification factors, p=0.025.

1 Includes subjects who discontinued prior to Week 48for lack or loss of efficacy and subjects who are

250 copies in the 48 week window.

1 Includes subjects who discontinued due to an adverse event or death at any time point from Day 1
through the Week 48 analysis window if this resulted in no virologic data on treatment during the

analysis window.

§ Includes reasons such as withdrew consent, loss to follow-up, protocol deviation.

% p<0.001.

Notes: DRV+RTYV =darunavir + ritonavir, DTG = dolutegravir.

De novo resistance in patients failing therapy in SINGLE, SPRING-2 and FLAMINGO

De novo resistance was not detected to the integrase class or the NRTI class in any patients who were
treated with dolutegravir + abacavir/lamivudine in the three studies mentioned.
For the comparators typical resistance was detected with TDF/FTC/EFZ (SINGLE; six with NNRTI
associated resistance and one with major NRTI resistance ) and with 2 NRTIs + raltegravir (SPRING-
2; four with major NRTI resistance and one with raltegravir resistance), while no de novo resistance
was detected in patients treated with 2 NRTIs + DRV/RTV (FLAMINGO).

Paediatric population
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In a Phase I/I1 48 week multicentre, open-label study (P1093/ING112578), the pharmacokinetic
parameters, safety, tolerability and efficacy of dolutegravir was evaluated in combination regimens in
HIV-1 infected infants, children and adolescents.

At 24 weeks, 16 of 23 (69%) adolescents (12 to 17 years of age) treated with dolutegravir once daily
(35 mg n=4; 50 mg n=19) plus OBR achieved viral load less than 50 copies/mL.

Twenty out of 23 children and adolescents (87%) had >1 log10 ¢/mL decrease from Baseline in HIV-
1 RNA or HIV-1 RNA <400 ¢/mL at Week 24.Four subjects had virologic failure none of which had
INI resistance at the time of virologic failure.

5.2 Pharmacokinetic properties

The Triumeq tablet has been shown to be bioequivalent to dolutegravir single entity tablet and
abacavir/lamivudine fixed-dose combination tablet (ABC/3TC FDC) administered separately. This
was demonstrated in a single dose, 2-way crossover bioequivalence study of Triumeq (fasted) versus
1 x 50 mg dolutegravir tablet, plus 1 x 600mg abacavir/300 mg lamivudine tablet (fasted) in healthy
subjects (n=66). The effect of a high fat meal on the Triumeq tablet was evaluated in a subgroup of
subjects in this study (n=12). Plasma C,,,x and AUC of dolutegravir following administration of
Triumeq with a high fat meal were 37% and 48% higher, respectively, than those following
administration of Triumeq in the fasted state. This is not considered clinically significant (see
Absorption). The effect of food on plasma exposures of abacavir and lamivudine following
administration of Triumeq with a high fat meal were very similar to prior food effects observed with
ABC/3TC FDC. These results indicate that Triumeq can be taken with or without food.

The pharmacokinetic properties of dolutegravir, lamivudine and abacavir are described below.

Absorption

Dolutegravir, abacavir and lamivudine are rapidly absorbed following oral administration. The
absolute bioavailability of dolutegravir has not been established. The absolute bioavailability of oral
abacavir and lamivudine in adults is about 83% and 80-85% respectively. The mean time to maximal
serum concentrations (ty.x) is about 2 to 3 hours (post dose for tablet formulation), 1.5 hours and

1.0 hour for dolutegravir, abacavir and lamivudine, respectively.

Exposure to dolutegravir was generally similar between healthy subjects and HIV-1-infected subjects.
In HIV-l-infected adult subjects following dolutegravir 50 mg once daily, the steady-state
pharmacokinetic parameters (geometric mean [%CV]) based on population pharmacokinetic analyses
were AUC (g4 = 53.6 (27) pg.h/mL, Cpax =3.67 (20) pg/mL, and Cpin = 1.11 (46) pg/mL. Following
a single dose of 600 mg of abacavir, the mean (CV) Cyux 15 4.26 pg/ml (28%) and the mean (CV)
AUC, is 11.95 pg.h/ml (21%). Following multiple-dose oral administration of lamivudine 300 mg
once daily for seven days, the mean (CV) steady-state Cy.x is 2.04 pg/ml (26%) and the mean (CV)
AUC,, is 8.87 ug.h/ml (21%).

Plasma Cmax and AUC of dolutegravir following administration of Triumeq with a high fat meal
were 37% and 48% higher, respectively, than those following administration of Triumeq in the fasted
state). For abacavir there was a decrease in Cmax with 23% and AUC was unchanged. The exposure
of lamivudine was similar with and without food. These results indicate that Triumeq can be taken
with or without food.
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Distribution

The apparent volume of distribution of dolutegravir (following oral administration of suspension
formulation, Vd/F) is estimated at 12.5 L. Intravenous studies with abacavir and lamivudine showed
that the mean apparent volume of distribution is 0.8 and 1.3 I/kg respectively.

Dolutegravir is highly bound (> 99%) to human plasma proteins based on in vitro data. Binding of
dolutegravir to plasma proteins is independent of dolutegravir concentration. Total blood and plasma
drug-related radioactivity concentration ratios averaged between 0.441 to 0.535, indicating minimal
association of radioactivity with blood cellular components. The unbound fraction of dolutegravir in
plasma is increased at low levels of serum albumin (<35 g/L) as seen in subjects with moderate
hepatic impairment. Plasma protein binding studies in vitro indicate that abacavir binds only low to
moderately (~49%) to human plasma proteins at therapeutic concentrations. Lamivudine exhibits
linear pharmacokinetics over the therapeutic dose range and displays limited plasma protein binding
in vitro (< 36%).

Dolutegravir, abacavir and lamivudine are present in cerebrospinal fluid (CSF).

In 13 treatment-naive subjects on a stable dolutegravir plus abacavir/lamivudine regimen, dolutegravir
concentration in CSF averaged 18 ng/mL (comparable to unbound plasma concentration, and above
the IC50). Studies with abacavir demonstrate a CSF to plasma AUC ratio of between 30 to 44%. The
observed values of the peak concentrations are 9 fold greater than the IC50 of abacavir of 0.08 pug/ml
or 0.26 uM when abacavir is given at 600 mg twice daily. The mean ratio of CSF/serum lamivudine
concentrations 2-4 hours after oral administration was approximately 12%. The true extent of CNS
penetration of lamivudine and its relationship with any clinical efficacy is unknown.

Dolutegravir is present in the female and male genital tract. AUC in cervicovaginal fluid, cervical
tissue and vaginal tissue were 6-10% of those in corresponding plasma at steady state. AUC in semen

was 7% and 17% in rectal tissue of those in corresponding plasma at steady state.

Biotransformation

Dolutegravir is primarily metabolized via UGT1A1 with a minor CYP3A component (9.7% of total
dose administered in a human mass balance study). Dolutegravir is the predominant circulating
compound in plasma; renal elimination of unchanged active substance is low (< 1% of the dose).
Fifty-three percent of total oral dose is excreted unchanged in the faeces. It is unknown if all or part of
this is due to unabsorbed active substance or biliary excretion of the glucuronidate conjugate, which
can be further degraded to form the parent compound in the gut lumen. Thirty-two percent of the total
oral dose is excreted in the urine, represented by ether glucuronide of dolutegravir (18.9% of total
dose), N-dealkylation metabolite (3.6% of total dose), and a metabolite formed by oxidation at the
benzylic carbon (3.0% of total dose).

Abacavir is primarily metabolised by the liver with approximately 2% of the administered dose being
renally excreted, as unchanged compound. The primary pathways of metabolism in man are by
alcohol dehydrogenase and by glucuronidation to produce the 5’-carboxylic acid and 5’-glucuronide
which account for about 66% of the administered dose. These metabolites are excreted in the urine.

Metabolism of lamivudine is a minor route of elimination. Lamivudine is predominately cleared by
renal excretion of unchanged lamivudine. The likelihood of metabolic drug interactions with

lamivudine is low due to the small extent of hepatic metabolism (5-10%).

Elimination
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Dolutegravir has a terminal half-life of ~14 hours. The apparent oral clearance (CL/F) is
approximately 1 L/hr in HIV-infected patients based on a population pharmacokinetic analysis.

The mean half-life of abacavir is about 1.5 hours. The geometric mean terminal half-life of
intracellular active moiety carbovirtriphosphate (TP) at steady-state is 20.6 hours. Following multiple
oral doses of abacavir 300 mg twice a day there is no significant accumulation of abacavir.
Elimination of abacavir is via hepatic metabolism with subsequent excretion of metabolites primarily
in the urine. The metabolites and unchanged abacavir account for about 83% of the administered
abacavir dose in the urine. The remainder is eliminated in the faeces.

The observed lamivudine half-life of elimination is 5 to 7 hours. For patients receiving lamivudine
300 mg once daily, the terminal intracellular half-life of lamivudine-TP was 16 to 19 hours. The mean
systemic clearance of lamivudine is approximately 0.32 1/h/kg, predominantly by renal clearance

(> 70%) via the organic cationic transport system. Studies in patients with renal impairment show
lamivudine elimination is affected by renal dysfunction. Dose reduction is required for patients with
creatinine clearance < 50 ml/min (see section 4.2).

Pharmacokinetic/pharmacodynamic relationship(s)

In a randomized, dose-ranging trial, HIV-1—infected subjects treated with dolutegravir monotherapy
(ING111521) demonstrated rapid and dose-dependent antiviral activity with mean decline in HIV-1
RNA of 2.5 logyo at day 11 for 50 mg dose. This antiviral response was maintained for 3 to 4 days
after the last dose in the 50 mg group.

Intracellular pharmacokinetics

The geometric mean terminal carbovir-TP intracellular half-life at steady-state was 20.6 hours,
compared to the geometric mean abacavir plasma half-life of 2.6 hours. The terminal intracellular
half-life of lamivudine-TP was prolonged to 16-19 hours, compared to the plasma lamivudine half-life
of 5-7 hours, supporting once daily dosing of ABC and 3TC.

Special patient populations

Hepatic impairment
Pharmacokinetic data has been obtained for dolutegravir, abacavir and lamivudine separately.

Dolutegravir is primarily metabolized and eliminated by the liver. A single dose of 50 mg of
dolutegravir was administered to 8 subjects with moderate hepatic impairment (Child-Pugh class B)
and to 8 matched healthy adult controls. While the total dolutegravir concentration in plasma was
similar, a 1.5- to 2-fold increase in unbound exposure to dolutegravir was observed in subjects with
moderate hepatic impairment compared to healthy controls. No dosage adjustment is considered
necessary for patients with mild to moderate hepatic impairment. The effect of severe hepatic
impairment on the pharmacokinetics of dolutegravir has not been studied.

Abacavir is metabolised primarily by the liver. The pharmacokinetics of abacavir have been studied in
patients with mild hepatic impairment (Child-Pugh score 5-6) receiving a single 600 mg dose. The
results showed that there was a mean increase of 1.89 fold [1.32; 2.70] in the abacavir AUC, and 1.58
[1.22; 2.04] fold in the elimination half-life. No recommendation on dose reduction is possible in
patients with mild hepatic impairment due to substantial variability of abacavir exposure.

Data obtained in patients with moderate to severe hepatic impairment show that lamivudine
pharmacokinetics are not significantly affected by hepatic dysfunction.
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Based on data obtained for abacavir, Triumeq is not recommended in patients with moderate and
severe hepatic impairment.

Renal impairment
Pharmacokinetic data have been obtained for dolutegravir, lamivudine and abacavir separately.

Renal clearance of unchanged active substance is a minor pathway of elimination for dolutegravir. A
study of the pharmacokinetics of dolutegravir was performed in subjects with severe renal impairment
(CLer <30 mL/min). No clinically important pharmacokinetic differences between subjects with
severe renal impairment (CLcr <30 mL/min) and matching healthy subjects were observed.
Dolutegravir has not been studied in patients on dialysis, though differences in exposure are not
expected.

Abacavir is primarily metabolised by the liver with approximately 2% of abacavir excreted unchanged
in the urine. The pharmacokinetics of abacavir in patients with end-stage renal disease is similar to

patients with normal renal function.

Studies with lamivudine show that plasma concentrations (AUC) are increased in patients with renal
dysfunction due to decreased clearance.

Based on the lamivudine data, Triumeq is not recommended for patients with creatinine clearance of
< 50 ml/min.

Elderly

Population pharmacokinetic analysis of dolutegravir using data in HIV-1 infected adults showed that
there was no clinically relevant effect of age on dolutegravir exposure.

Pharmacokinetic data for dolutegravir, abacavir and lamivudine in subjects >65 years of age are
limited.

Paediatric population

The pharmacokinetics of dolutegravir in 10 antiretroviral treatment-experienced HIV-1 infected
adolescents (12 to 17 years) showed that dolutegravir 50 mg once daily dosage resulted in
dolutegravir exposure comparable to that observed in adults who received dolutegravir 50 mg once
daily.

Limited data are available in adolescents receiving a daily dose of 600 mg of abacavir and 300 mg of
lamivudine. Pharmacokinetic parameters are comparable to those reported in adults.

Polymorphisms in drug metabolising enzymes

There is no evidence that common polymorphisms in drug metabolising enzymes alter dolutegravir
pharmacokinetics to a clinically meaningful extent. In a meta-analysis using pharmacogenomics
samples collected in clinical studies in healthy subjects, subjects with UGT1A1 (n=7) genotypes
conferring poor dolutegravir metabolism had a 32% lower clearance of dolutegravir and 46% higher
AUC compared with subjects with genotypes associated with normal metabolism via UGT1A1
(n=41).

Gender
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Population PK analyses using pooled pharmacokinetic data from Phase IIb and Phase III adult trials
revealed no clinically relevant effect of gender on the exposure of dolutegravir. There is no evidence
that a dose adjustment of dolutegravir, abacavir or lamivudine would be required based on the effects
of gender on PK parameters.

Race

Population PK analyses using pooled pharmacokinetic data from Phase 1Ib and Phase I1I adult trials
revealed no clinically relevant effect of race on the exposure of dolutegravir. The pharmacokinetics of
dolutegravir following single dose oral administration to Japanese subjects appear similar to observed
parameters in Western (US) subjects. There is no evidence that a dose adjustment of dolutegravir,
abacavir or lamivudine would be required based on the effects of race on PK parameters.

Co-infection with Hepatitis B or C

Population pharmacokinetic analysis indicated that hepatitis C virus co-infection had no clinically
relevant effect on the exposure to dolutegravir. There are limited pharmacokinetic data on subjects
with hepatitis B co-infection (see section 4.4).

5.3 Preclinical safety data
There are no data available on the effects of the combination of dolutegravir, abacavir and lamivudine
in animals, except a negative in vivo rat micronucleus test which tested the effects of the combination

of abacavir and lamivudine.

Mutagenicity and carcinogenicity

Dolutegravir was not mutagenic or clastogenic using in vitro tests in bacteria and cultured mammalian
cells, and an in vivo rodent micronucleus assay.

Neither abacavir nor lamivudine were mutagenic in bacterial tests, but consistent with other
nucleoside analogues, inhibit cellular DNA replication in in vitro mammalian tests such as the mouse
lymphoma assay. The results of an in vivo rat micronucleus test with abacavir and lamivudine in
combination were negative.

Lamivudine has not shown any genotoxic activity in the in vivo studies. Abacavir has a weak potential
to cause chromosomal damage both in vitro and in vivo at high tested concentrations.

The carcinogenic potential of a combination of dolutegravir, abacavir and lamivudine has not been
tested. Dolutegravir was not carcinogenic in long term studies in the mouse and rat. In long-term oral
carcinogenicity studies in rats and mice, lamivudine did not show any carcinogenic potential.
Carcinogenicity studies with orally administered abacavir in mice and rats showed an increase in the
incidence of malignant and non-malignant tumours. Malignant tumours occurred in the preputial
gland of males and the clitoral gland of females of both species, and in rats in the thyroid gland of
males and in the liver, urinary bladder, lymph nodes and the subcutis of females.

The majority of these tumours occurred at the highest abacavir dose of 330 mg/kg/day in mice and
600 mg/kg/day in rats. The exception was the preputial gland tumour which occurred at a dose of
110 mg/kg in mice. The systemic exposure at the no effect level in mice and rats was equivalent to 3
and 7 times the human systemic exposure during therapy. While the clinical relevance of these
findings is unknown, these data suggest that a potential carcinogenic risk to humans is outweighed by
the clinical benefit.
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Repeat-dose toxicity

The effect of prolonged daily treatment with high doses of dolutegravir has been evaluated in repeat
oral dose toxicity studies in rats (up to 26 weeks) and in monkeys (up to 38 weeks). The primary
effect of dolutegravir was gastrointestinal intolerance or irritation in rats and monkeys at doses that
produce systemic exposures approximately 38 and 1.5 times the 50 mg human clinical exposure based
on AUC, respectively. Because gastrointestinal (GI) intolerance is considered to be due to local
active substance administration, mg/kg or mg/m’ metrics are appropriate determinates of safety cover
for this toxicity. GI intolerance in monkeys occurred at 30 times the human mg/kg equivalent dose
(based on 50 kg human), and 11 times the human mg/m? equivalent dose for a total daily clinical dose
of 50 mg.

In toxicology studies abacavir was shown to increase liver weights in rats and monkeys. The clinical
relevance of this is unknown. There is no evidence from clinical studies that abacavir is hepatotoxic.
Additionally, autoinduction of abacavir metabolism or induction of the metabolism of other medicinal
products hepatically metabolised has not been observed in humans.

Mild myocardial degeneration in the heart of mice and rats was observed following administration of
abacavir for two years. The systemic exposures were equivalent to 7 to 21 times the expected

systemic exposure in humans. The clinical relevance of this finding has not been determined.

Reproductive toxicology

In reproductive toxicity studies in animals, dolutegravir, lamivudine and abacavir were shown to cross
the placenta.

Oral administration of dolutegravir to pregnant rats at doses up to 1000 mg/kg daily from days 6 to 17
of gestation did not elicit maternal toxicity, developmental toxicity or teratogenicity (50 times the

50 mg human clinical exposure when administered in combination with abacavir and lamivudine
based on AUC).

Oral administration of dolutegravir to pregnant rabbits at doses up to 1000 mg/kg daily from days 6 to
18 of gestation did not elicit developmental toxicity or teratogenicity (0.74 times the S0mg human
clinical exposure when administered in combination with abacavir and lamivudine based on AUC).

In rabbits, maternal toxicity (decreased food consumption, scant/no faeces/urine, suppressed body
weight gain) was observed at 1000 mg/kg (0.74 times the 50 mg human clinical exposure when
administered in combination with abacavir and lamivudine based on AUC).

Lamivudine was not teratogenic in animal studies but there were indications of an increase in early
embryonic deaths in rabbits at relatively low systemic exposures, comparable to those achieved in
humans. A similar effect was not seen in rats even at very high systemic exposure.

Abacavir demonstrated toxicity to the developing embryo and foetus in rats, but not in rabbits. These
findings included decreased foetal body weight, foetal oedema, and an increase in skeletal
variations/malformations, early intra-uterine deaths and still births. No conclusion can be drawn with

regard to the teratogenic potential of abacavir because of this embryo-foetal toxicity.

Fertility studies in rats have shown that dolutegravir, abacavir and lamivudine have no effect on male
or female fertility.

6. PHARMACEUTICAL PARTICULARS
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6.1 List of excipients

Tablet core

Mannitol (E421)
Microcrystalline cellulose
Povidone K29/32

Sodium starch glycollate
Magnesium stearate

Tablet coating
Opadry II Purple 85F90057 containing:

Polyvinyl alcohol — part hydrolyzed
titanium dioxide

macrogol

talc

iron oxide black

iron oxide red

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 years

6.4  Special precautions for storage

Store in the original package in order to protect from moisture. Keep the bottle tightly closed. Do not
remove the desiccant.

This medicinal product does not require any special temperature storage conditions.

6.5 Nature and contents of container

White HDPE (high density polyethylene) bottles closed with polypropylene child-resistant closures,
with a polyethylene faced induction heat seal liner. Each bottle contains 30 film-coated tablets and a

desiccant.

Multipacks containing 90 (3 packs of 30) film-coated tablets. Each pack of 30 film-coated tablets
contains a desiccant.

Not all pack sizes may be marketed.
6.6  Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER

Vi1V Healthcare UK Limited
980 Great West Road
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Brentford

Middlesex

TW8 9GS

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/14/940/001

EU/1/14/940/002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorization:

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu

34

34






VAERGTBME=2Y)  TOMNR LD, T LD B2 M e ol I TR 5 2
LINTE D, ERUEFHITENWEN L EDON LT N TOFEREWMET L2 13 RkOLND, BIFEFHO
WEFECONWTT48 HEZRT 52 L,

1. EEXRA
kU —X 2 50 mg/600 mg/300 mg 7 1 /b2 — hEE

2. R (BARUEE)
T4 A a— RELEEFRIZ (FRYTAELT) RAT7TEN50mg, (B E LTC) 7370
EL 600 mg K TYT 27T 300mg B EHT D,

B OFEMR—FIT 6.1 HESZRT 52 L,

3. Hif
B PIIN=CR N )

e WY, B 1572 Tri) EZIFIE N8 22X 11 mm OFEMED 7 4 L b a— R E,

4. BERERMITHE

4.1 it

MU —A 270, & MUERET A LA (HIV) (ZEGE LT KE 40 kg DL EORA K O 12 5% LL E
DFVEOIEFICK L RSN H D (44 HE QS HSR) |

NEZ DT, W o HIV IEYUEERZE IS LT, T8 EASH AN L A1 L BT 5
\Z HLA-B*5701 X LB DOEBEIIHTH AT )V —=0 T2 FEid 52 & (44 TESH) |
HLA-B*5701 S NBIn 21T D2 DD TWHEBEITH L TIE, 7T ELZFH LR
N

4.2 ik - AE
HIV JEYIE DB N 5 D ERIML T4 25 Z &,

Bk s

JEAR O FLHE (KB A0 kg LLE)
AR OFDEICBITS ) =27 OHFEMAEIZTIH 1B 1ETH S,

MU —X 7 XEERELZEA T HEAAITREN TEX 202, (KE 40 kg RO LA UL FH D4
WXL TIE, MU —AZ7&2&E LW &,



M) =227 FXEEMEZGATHEGAHICTHY . HEMRES 2 LELTHBEITFLTUL, U —2
7 &S UIRN T & BN DIk U TIRIESUIH EFRE S LB RGA L, BAIDO KvTr s
TENL, TABELVIIT I TV U EERNICRIATE 5, ZhH6DOEEICE, EMiTIns oERE
s AR OB ELERAE SRS 5 2 &,

/It T

BEN N — A7 ZRBENT G, ROARFES 4 BREILL EO & X(2i%, BFEIITE 27203
MU —=A 7 ZRH$ 25 Z &, WROMREE T 4RFRUANOLEIZIE, BE TS5 DHH 2 ik
AT, BICEFOREA 7Y 22—V E BT LTI T52 L,

Vi e

D 65 LA EDOBFICBIT D KAV T 7 FZ e, TAAAELKERT I TP OB LT, FIHAT
BT —ZIXRONTWD, EEOEBEITETOMANEE LR DIHEPMLETHLENH)ET
VAT (B2 TEBM) . ZOFEMOENNTE L TR, BHEREDR T MR AR A D A B4 0
IR D AL o 2 T= ORI ER 2 ) L OBET5 2 &,

B RENE
VT F=r7 U7 T AN 50 mL/min A O BFINIKT LT, b U —A 7 O HEHELRE Sy
(52 HZM)

Vg

R DR REREE 26 5 5 8% (Child-Pugh 3 A) IZX L TiX, 7T ELOFENRLE L 25

AREMER B D, R U — A7 TIHEENTERVWEZD, HEFSNLETH D &M S = 5a1ciT,
RAT 7N, TANBENVITT I 7Y OEBIORANZERT 2 2 &, 2R & OEE O

REREEAE I LTk, MU —2 7 ORI G4TEKROS2 HBR) |

N[
BAEDO L Z A, Flp 12 AR O/NRIZHT 5 b U — X 7 OV O IR L TUV 70,
FHCTE 57 =217,

#5571k

#6110 A
FU—RA 7 IZEBEORFEC) DL TRETE S (52HEBR) |

43 2=
RAVT e, TARAELEITZ I 7V, b LT 6.1 HIZEHE LW ousinmio x4
DIRBUE AT 5 BE, 44 HKE 4.8 THS M,



Dofetilide & OO E (4.5 HZR) |

ELERUVEALDEE
HIV &Y

b b UA NVAFRES L DR 72T A NV AL, RGO U 27 2 R S5 2 LR
HHALTEIW 250D, FAFV X7 3HERTE R0, HOTA R A e, Bz T+ 57
HOREZ LD L,

IHIERE (4.8 THE M)

TABENKRRVT 77 ETE BICBBERLS (HSR) OV A7 LR L THY (4.81HS

) | 2R OREELZ R TMOGER E & HITRBL D/ UIHB R ENL OOl LI FHE s H
?éo%%%;\F)ﬂ%?kiéHmﬁﬁ%wwaiFW777twmk%E;iofﬁﬁt
ZENTELDOTHLIHMT S Z LIZIREETH D, ‘@fﬁﬁi?ﬂﬁﬁ»fi@%<ﬁ%ﬂfﬁ
V. ZORIIFEMEEN L, WUNIEE SN2 2E AT EUSESER & 72 > TO B IERIH
%éQMABHmlﬂﬁEE¥ﬁ%ﬁ@%%i\7Aﬁtﬂki%ﬂBR%EE5UX7ﬁ%woL
MUBRNG, ZORVBEFEZRA L TORWEFIZEWNTY, 7230 BV X5 HSR OIEBLIK
R CHSE SN TN D

L7z T, UFIZOWTHIZIEY 2 Z &,

- JBEZBIMAT B ENE. HLA-B*5701 S s+ DA 2 HICEkT 52 L,

- HLA-B*5701 X SEEIGF 0N 0 3. % HLA-B*5701 i SEEIG XM TH 5 mEICT
NHENZEL LY A NIBWTT AT EMC LD HSR LN EBEITH L TiE, FU—2X
JICEDIREEZR L CRB LN &,

- HSR Mg 25E12IE, HLA-B*5701 XL FMFE LR WG TH - Th, BRIk
)—AODEEHFPIETEH L, WPIEORDTIL, U —AZICXDIBEOPIENEND &,
BEHIZAEMEENTICESI SR TBENWRH D, W7 I/ h 7oA77 —EBRUNE Y L
B AR BURARRELBIET 5 L,

- HSR OEWAEFIH ETH R — 2 ZREOFIEZIT, B =X XD LN EDT/RDEL
XIEFLTITSELERHFALRLTEEELAGN L,

- T ARHEIIT LD HSR NEEDONTZHR O T 0 EOVEARIFIOEE 1%, R LI AR ITSE
WOBHEL LTI ENH D, BE. ZOHBIIRYOFIRELY bEETHY, Eatd
IARIL)E K NN =D BENDRH D,

- TABENKERRVT 7T VOB EZRT 57-DIC, HSR Z8biviz 2 &3 d 5 BEITk
LTCIERNY — AV BEORIEEZFEET D L R T 252 &,




HSR Dk sl

WHEUER ST, BRREBRICB W T RALT 77 EANKESNTZBED 1%KH s S ThBY .,
ZOERIT, 5. EFIER, KON E L CTEERIFRUNE DOlfasERE R 22 8 s LTz,

TNH BT KD HSR 13, BEARRER K ORGSR T4 OB A 28 L CHoIC /S-S 5T
%, BEYERGITABHBROWNDOTHRE S YE/HA, @, JERIET I B K 5 IREB MR
6 HMLIN s E CoORM o IEIX 11 B) IS,

TSI EIZEFT D HSR DIE & A L1, KD/ IR B & Ete, Wl OVEERZ Gte,
TNHEMZE D HSR O—f & L TH LTV AMOFER L OB, 4.8 TH (FrEDORIWERIZS
W) TEEMICIR TS, AR Z 1L, O L9 RERIC L > T HSR AAFERERER (Fhidk.

SEX%, BEX) . REBBRERZINDZAREENHS - L ThH5H, HSR ICEHET ZERITTE
BOMFE L & HICEL L, EREBIMTEENNDH D, WF. ZNDOIERIIT D /LD H
Iz X>TEIET 5,

FAUT, HSR OFERDSADOEE TT I B VO H 2 IR LICBFITIBNT, 730 EVERO
BRS D EEELINICAEM 2 E DT ICHAETL D Z b H D @8 ITH THEDRIERIZOWT &
B o 20X I RBEHEIZKH LTI AT ELVOREZBRT 2551, EEEDA T CICHHATE
LEETHEMT L2 L,

LT v R—T A

X7 VA Y RHEROMMARH, WH, FFERKLONEVIAT 20 9 fRT & F— A3l STy
Do WIHPER CEEMESIALBREMAE) X, BYEOWEEHER GEO. RH X OWER) | FEFRRA 7R
B, BACRIR, RERD, FFREER (Fodha K O/ SUTTRIFK)  SUTAREEIR  (EEh s
%) wate,

FLERT & F—=P IR &< R, A2, IBEAELEE L THWD TR H 5,

AT > R— R 3T LA EOSAE, 1REMM% 2~3 » A X3 » H TRBL LT,

JEAEE B FLERHE MUE M OMREIE A 7 o R— A, EITHEFER, 37/ F I A7 25—
PEOA FFERB LU EAI2T. X7 LAY FEERICLABRELRIETH 2L,

FFIER, AT SUTHFAR B R OIRVTIC ST 5 2 DIOBER ORI T (2 OB KT b =
V) EHTBEE GRCIREL) (O L TR LAy MBS ST BB AT, RS
LEThHD, CRIFRICEMBRRELTHY, =T =0y 7 A7 7 KUY AEY VAL BIHR
OBFIK LTI, BRI Y 22 LD,




i

R

U A7 OBFITH LT, EERSBBBET D2 L,

..[

URVA BT 4 —

PiL b u oAV REGFREET, HIV BEFE BT DRI OES A (VAT A a7 ¢—) LEE

LTW5, ZNHOHRERRIIDIEMRERIZT, BUEDOL ZARITH D, 1EAEFIZET 555

IEFERICE LTV, NIBISIIEE & HIV 7 27 7 —FHER (PD) . W ONC ISR E
E RIS G RE R EA] (NRTD & OBEIL, Kinek LT]Y EFbnTngd, VARTYRrT
A —DEWY A7 1L, SO ANER, LOEHF OB L o vA L 2@k L 2 hicBhEd 2

AR 2 O S B A 7 12 B LT, BRIRRR A Tl IR 5340 O SRR B a3 2 BT

EhbHZ Lk, ZEERFOMEIREL M7 FRUBEORNE LR T 52 &, BKRMRLEIZST T,
FERBREZEHT L L WSTHSMH) |

o

T

i

N

AR LTERRIFEEZGTH2HEFICBNT, M — 2 7 OV OEZMWETMESL LT
R, FEENSHEEOFREELZATLEEICH LT, N =27 0EHETHRI NV 42 HS
)
BT ENERT RS ONFRREREE OBFE 2 B9 2 B 13, i b o v A v RO EO Iz iT
PEREER T ORBUREE NI 2720 BEERZREE > TBIET 228, 20 L) RBFEIZEW
THFRBOHENRD LG AT, IBREO R I IR 2G5 2 &,

124t B RIAT 2 T8 C AT R EHE

i b AV ZIEGHERIE AT T D @M B BT R SUTEME C BT RBF L, EEI DI
T2 B ATREMED & D AT KT 2 BIWER D U 2 7 23, B RUT C BUFFRICH 2510 A L AL E
OFRT 2561213, BEd 5 Zh b oEELOKGER BSRL TIIZ S0,

F)—=RAZWE 7702/ LTEY, ZUIBAFRICH L UEEEZET 5, 73D EALKD
KT 77 BVZITZE D L 9 7elE&MEE e, BARFRMHEZ BT 2 U 27 BREnizd, — iz
7 7Y OHEBNEFIL B BT RICRIT DU e iEi L X T SR, 207, B RIFRICE
BREGEL TWAHBEIZH LT M) — A7 2T 256, —BIZIZE bR 5500 A /L AR NLE
Thd, [BIETA RTA4 2R TH L,

T TV UDOHFIERITFROEMEELZ L -5 BEZNNH D=0, BRIFR 7 A L A CEBRY L
TWHEFIZRH LT R =27 05 2F1ET 28548120%. FFEERT & HBV HHlo~—h—0
5% EHIRICBIERT 5 Z LRI NS,




TARBENLE Y REY AR U VLRI 2 7= 8 BT, 25 OSSR CHIME PN AR A 23
AEUBAREMENMEE SN TN D, THICE > TURE Y OfIEN Y BB DD A3 5] &
TEN, BIVELRRLLT, XSS F =T b U ARE Y UK BIEREZIT TS C A
2% (HCV) BEHRRGLEF BT, HCV ICXHT 2 FpfetE 7 A L 229 Rh (SVR) D FLGA T DI
PFLHBENDRD D, TABENE Y AEY COPFHEGICE LTI, T D ERARPT RS 3Rk
BWTHEINTWD, 7B ENLEETe ART 251 T\ 5 HIVHCV EAERYEE 1T, X7 A >
Z—T7 /YR Y ARRICHTDEDNRNIVIENE W U R BB D AREMERSH D, TN
HENVK NI A »E2ERTLHEERLEZIRAEGT 2561203, HEXLETHD (4.5 HEBH) |

oI PR SEAE (G

BERERAEARELIED HIV EEYEREICB T 58t b v A L ZFEDFREE (CART) DOBAGARFIC,
HESE M X TF%AT LT D BRI X 2 SRIEROS D FEL L, B e i ROIRAECE SR O b %

SIS T END DL, —HNIZ, ZD X5 e RISIE CART BlAAH O el OBGE M X135 » A PN

IZH N5, BET L6 LT, A MATae oA VAR, 2K/ XIXRTED~ A =

NI T VTG, ROAY) =ik BH 5, & 6DDRIEFERZ TN L, HERSGA IS ITIRR 2 P

THZ L, HOMEEE (FIRIRESRE TEE 7 L — 7 2% b RS O R BT 5 = L N

HEINTWER, BEETORMITIZLOENKREL, I OHRRIIGERGBEZM» A bikiE L

TODLREATLZEND D,

B KON XU C FUATF R BRI R E OB T, FAT 7T BT X D IBIRBIAARE s
MEGUEGEREC A S I RER A O EF N A b7z, BAIK O X C RUFRICEBRG: L2 BT
LTI, e mEMoRBE s HE S D (RERDRO Mgt B BRSO T8H: C BUTFR SR
#F KO 48 HEM) |,

NEIN=NANE: 1=

X7 LAY REOX 7 UAF R, invitro XLV invivo IZBW TS EFIFRBREDI b K
UTHEZFIER T ZENMRINTWDS, X7 LY FHEEERO-ERNE O/ UL A% IRE
ZT 72 HIV BEEOASNIRICE T, I hay Y TH#ERERHREIN WD, ERENERE L
T, MRS (i, GPEkEvbiE) | REEE (RELBELE, &Y S—BiliE) A s
nNTW5, £2LOHE, ZROORWERIZ—EBETH D, —HICB O TEBEOMBRZNIESE (7
BORTUME, FERE. REATE) AWM I TWD, MRREIEE S —EMEO b DDk EE 72 S DT
SWTIE, BED L ZARHTH S, HIVERED/NETH-TH, X7 LAY RERXZ LAF R
FEUMAR O 1 NI EE & 52 1T 7o /NI 3\ TR~ 2 fUBE SUIEIR DY & & b e A 12X, BRI
BREOREN AORGBBEEZFEM L, 2 bar N THEEEEDO aREMEIC O W T HoicRET 5



:ko:n%®%ﬁi HIV OREEEGe % [HIET D 72D OSB8I 550 b a oA )V AEEOE
BT ABITEDE OHELHZ AL KT S 720,

i

1YL

o

BISRIZ L o C, DIEIEL 7 B ELOFER & OREENTRIN TS, 2105 ORBRTIX

FIZHIL Fr T A LRI K DIERRRD & 2 BF 2RI FE S iz, BRRBROT — & Tl
FEEN DT ITRO B, U A7 OBIEIIEE T R o7, BN 2R — MFE L OEEL LR
BROTRTOFHTELT —ZIIWL O0OFFE LTEFEREZRLTWD T8, T30 ELIRE L O
BEZED Y 27 OREERITEE LR ED TEXR, ZRETIC, U AZEMOATFEN 2B 5
T2 D DEMFEH) A T = X NFHEL LTV, B U — X 7 OAFFIFIZIL, T X TOLERTRER B
K- (f) : BYE, mifE, RONEARIIAE) &R/ NRICT 2 X5 @2l b 2 &,

IR

FRZZEE (FATFaxT o FOMEM, EARA 7+ 5— b, 73—/ EEOREMH,
BMI &%) Th 278, KIS HIV BEDEIT L7 BF KT 3T CART # RIS 1 T % B

(CBWTHESEDIEFINME STV 5, BIETR, BIRBRE, SUTEBINENH 556101, BE

IBRERZTLLOMET DI L.

H Fi R GE

U =R 7R0Z0MOH L b a U AV AREN HIV BYYEZ BB ST 2 LD TR RWnT &, £/,
A0 FRUEGYRE R HIV BYYEIC K DO G IHELRIET DB LN H D Z LIZHONWT, B ICRE
HT E, FOD, BEITXINS HIV BEE B OTRFRIRER D & 2 AN O ERWVERIRBIZE T TRk
kR T D Z &y

AN

HIV A 7 77 —BHEANCKT T M2 H T 2BEFICBIT D KAVT 77 E/VOHELSEH &1L 50 mg 1
H2[EITHDHImD, HIV A 7 77 —EHEANCMEEZ BT 2BFIZXHF LT R U — X7 Off HI3HE
Bahian,

Y AAEAH
TT7FELYY, XTI U T 7 oYy kO tipranavit/ U b EL EGERE ST A5, Ru

T ENVOHSEHEIZSOmgl H2ETHDH0, ZNLDEHRLEEZRHAL T EFICRLT
FY— A7 OERIFHERE SR (45 HBH)



BENT XY+ e (ATVHRTV) . e+ e (LPVHRTV) XE#Z v
Fe/+1U FFENL (DRVARTV) OFFf#HEEZZT 720 RD, R —2x27 L= vZ Y (ETR)
OPFRIZHER Sy QS TESBR) |

FU— XIS TF A o EAREBEAIE L2, P =X 72 b 0B OS2 B
AL 6 R Ic 535 Z RSN D WSHEBMR) |

U —=A 21302 T LIATEARHI OF G- 2 B RTUE 6 R ISR G T2 80 HOWITARF
RIS G T ENEREND 4S5 HER) |

A MRV VBEITIRLVT 7T M K- THEINT 58N D 5, IBETITREZBIET L2 L,
o, AMKIAIVCOHERENMLELERDZERNHD GSHESBR) |

FZIT7VET T R E ORI I (45 TEBR)

FU—=RXZ L RATTIEN, TREENL, FIT0 XTI LN U F U 2EHT MO0
eAHEIEMEGOFHREG LT &,

45 HOEXEREDEVHEEARVZTOMOEEEA

RN —=RAZ X RVT 7T, TARAEL, ROTI TV EERTDLED, 2o 0RANCK L
THEBNCHER S IV TCWADFHAENERIZ RN U —AZIZBHE L TWD, RAT 7N, 7T ELEN
77V ORMICERCER D H 5 W EERIZ Tl S e,

A RVT 7 Z e, TARABENLKEORT 2TV OEY eI R w5

RVT 7 VT EIZ UGTIAL I X A2/ L CHRtt S D, KT 77 ELid, UGTI1A3,
UGT1A9, CYP3A4, P-gp. " BCRP ORETHH D, ZD7=%, UGTIAl, UGT1A3, UGTIA9,
CYP3A4, KO/ XL P-gp ZMET HMAIE N —A 7 2035 &, AT 77 eroimiEhig
EEAHENIE8Z0W0HD, TNOOERE XL N T VAR—Z—%2FHETHHANI, NKvTr /o
ELDOMBEFRE LK T S, ST 77 ELOIERDRERTSErB8ETWRHD (F 1 BH)

FAT 77 ENORIUL, & SEOHEAIC L > TR T2 (12
T 3F VX UDP-Z v 7 v CRgEER (UGT) BER KO Va2 — LK R BRI L > TR#f S D,
UGT BEOFFEH U EA, & L7 a— A BikFEREZ 2 L CHRlt S aba it & ofEH

BHIX, TV ENORREEZELSELZEDRDH D,

TITVATEBTREESND, 7T VDR A~OREEN B WL, BT A R T AR
—#— (OCT2) }% O Multidrug and toxin extraction transporters (MATE1 & O MATE-2K) #4717 %,



OCT KON MATE BHERIE Z I 7V OB, 737V OBRBEEZEMSEL 2 ERH 5,
RAT 7' F BT OCT2 K TN MATEL BAEAITH 5728, RERE OFEMIIEIT I L > T, RAvT 7T

ELVOHHE GO HEEII) NS T I TV UREITFHELLTEY | invivo IZBWT LT /I

WX T I TV DORBREICHEEY TSV LRSIz,

TR ENVKEDNT 2TV CYP BERIC L » CENIE ERE S 72,

RAAT 7 F e, TARAHBENLKRNT I TV UMKl oy Ehheic MIE -9

In vitro |28 W T, FAT 7 F EEF b7 m—24 P450 (CYP) 1A2., CYP2A6, CYP2B6, CYP2C8.
CYP2C9, CYP2C19, CYP2D6, CYP3A, 7 VU r U VER/ V7 v U ERiEEEESRE (UGT) 1A1 X
X UGT2B7 l#3:., & L <I&LP-gp. BCRP, BSEP, OATPI1B1., OATPIB3, OCTl. MATE2-K, MRP2
K OYMRP4 T o AR—Z —ZEHAE LRV, b LI WHEZ R L (IC50>50 uM) . In
Vitro IZB\W T, RLT 77 ELE CYP1A2, CYP2B6 X% CYP3A4 K8 L2 - 7=, Invivo (28
WT, RAVT T TENMICYPIAL DT —TETHAHIF Y T AIEEBERITI NI THD
L FWVBHEOREMEIZHERTE RV, INHDOT =X TS EL FAT T TEALNRI NS DR
ﬁ%h7/xf Z—DIEE Th 5 EELOEYENEICKEEL RITT Z LT TSR,

Invitro IZHBW T, FAT 77 EMIFRTO T > AR—4%—Th5H OCT2, MATEl ZHE L7,
Invivo IZBWT, BETI0~14% D7 LT F =27 VT 5 A (GrWhEIL OCT2 LN MATE-1 ~5
Y AR— L= RAE) OO NI BIT-, Invivo IZBW T, RLT 7 Z EVEEEIY OCT2 X%
MATE-1 (2473 D SR (B : dofetilide, A RV V) O MAEHRE 2 BN S 25 alREMEDNS &
% (F1ARV43EHEBH) |

Invitro IZBW T, N7 7 ZEEERYIAR N T U AR—F—TChHLEMT =42 F 7 AKR—
&-®Mﬁ1&UOM3%m£LtOWW@% T%éT/Ttw@mwm féi%@%m
NI TS Z EZHSL< &L invivo (28T 5 OATI BLEO rHEMEIZERV Y, Invivo IZB1T 5
OKB@@%Kwawﬁﬁﬁiméﬂfw&WoFw777twi%ﬁﬁOM3_%ﬁ?6E%
dn O MUFE PR 2 N S 2 FIREMEN & 5,

TN ENVKEDNT 2TV CYP BESE (CYP3A4, CYP2C9 XX CYP2D6 %) #[HEXIIFHE L7
W, Invitro D7 — X2 X 5T, T3 EIZ L BIEE TO P-pg e N BCRP O FHEIZFRIN T X 720
EWVN) T EIIRENTWD, Invitro IZBWT, 77V 1L0CT1 XTNOCT2 ZBHE L7,

FEDHL b r v A NV 2K OZ NS OEI S & O S VI E/ER X OB Lo AEE %2
K 1ITRLET D,
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HAEHAOF

RAVTT7ZEN, TAAEN, FIT7V 0 EOMOMAEERZR 1ICEET 2 GEINX

M)V ARTIE T . 222 UL Teo) | MmHREE - RE AR Fif&lL TAUC) | fmi IR
(Coax] £T5) o BT RTHFEL TWVDHLEBZDHETIEARWD, ZAUTEERN I S 7z 3K
R BEONREN L LOERLTND,
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&1 W EAER

HEER

ARSI ERS SETHEOLILE (%)

OFRRFICHR S SHE

RLEADAIILRE

HELERAR S I [

T RIEVRALTTIE | RATTZTEN]
U AUC|71%
Crnax}52%
Ct/88%

E N A IS
(UGT1A1 K OY CYP3A 3 DOF
)

T hI Y TER R o
JREZK TS, UL -TY
A IV AZER B DA T B OVt 3 B
Lo TBENND S,
THEYFEN/Y M TN, LS
/) R EAIIE EFELY
MrELEHATHZ L2 Y —
A7 LTV CEFHLRNS
L (ERDO®BRFE SR,

Ty E VY NAVT T | RV T TEL]
=% AUC|57%
Cmaxl?’ 9%
Ct]75%

T 7 B LYo (B R)
(UGT1A1 KO CYP3A B2 D
")

T LY AR ETLSA
O RNVT 7 Z7EALOHEIT 50mg 1
H2BEITHAZD, =771
E MY =X 7 OfFHITHESE S v
(4.4 THZH,

XTI/ RALTZTEN | RATZTENL|

GRBRIZFEHE L T WAy, #i
Wk, =7y LY EFEEED
IRE R T A THSND)

FET O HESIT, BEEE
WL o ClsEh KT 7T e
EXRTIEIB8ZNRH L0, &
BRITZE L TV, RETE VN
RVT 77 €N OgEEEICRIET
BIY =77 E LYY REIF TR
EREEMNZIL LD SR ATREMEN
BV, RET VLR ET55
BDRVT 7T ELOREIT 50 mg
lA2ETHIIED, xEFTE L
kU — 2 7 OFFITHELE S u7auy,

yaarey s N A RS
AUCT12%
CrnaxT13%
Ct122%

Jrrerlre

FERE OB IR0,

PR GREFE I 7 (NRTI)

7 ) IREL KVTF 7T e
AUCT1%
Cmaxl«3%

Ct|8%

TR E LS
TARNY VO VX REERRBRIZERKL TR

v v, stavudine, ¥ K7 ¥
Ve

b U =R 7 LR G B
Fl & DT 2561213, HEFE O
%\gii /;EI/ \o

FITVY (M) —=RATIZEFT
) Lz ANy vEEITEDITY
FUUVHUPKRTH LD (Thb
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b, MIENHAEERAOY A7 0365
72, 44 THEBMR), R —R*7 bz
LU EEARAIEODHIT
HELE X 7au,

HIV 7z 77— ER)

TEFFEN/ LTI
V%

A
AUC191%
Crnax150%
Ct1180%

T H P I E s (FE S HYRTHR)
(UGT1A1 K& OY CYP3A B£Z O

%)

HEGRE O MBI,

7 EYFFENL+Y N EIL
KT 7 Zen

A
AUC162%
CmaxT34%
Ct1121%

T HAYFFE Lo
U b FELS

M EFE DML,

Tipranavir+V k7Ft/L/
RVT 7 Z el

KAVT 77 e
AUC|59%
Cmaxl47%
Ct|76%

Tipranavir <>
J b ELo
(UGT1A1 }. ¥ CYP3A B3 D5H)

Tipranavir/ Y~ &L & OF 57
L%ED RNNVT 7T eI
50mg 1 H 2 FITHDHD,
tipranavir/ Y FFELE R Y — X7
DOFRIFHELE S L7200,

RAT 7 LFENL+) R
vV RV 7T e

N A
AUC|35%
Conax[24%
Ct|49%

RAT 7LV ELo

[ Nl ) PR
(UGTIA1 K O¥ CYP3A BE3E D
")

RAT U FrFE/U R FET
RVTF 7 e NVRBEZIKRTEES
B, RoN=T—XIZkoS< & B
I FEFRBR CIIfER & L THEDED
KRFERE 2o iz, AEREHON
AN

FINVT 4 FEN AT TS
=%

RAVT 7T Lo
(FE B AERRBRIT I L TV 70

M EFE DML,

Z e EN+Y N FEIL
N A%

RAVT 77N
AUC|3%
Cnax$<>0%
Cyy6%

ot ELo
U M FELS

M EFHE O LEIT 7R,

Z)LFEN+) R FEIL/
RVT 75 v

A
AUC|32%
C/max‘lv1 1%
Ct|38%

K ILFE L

M EFHE O LEIT 7R,
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U FFEL
(UGT1A1 KO CYP3A B2 D
)

HIV 7'z 7 7 — B 7 R O FEEEIE 7 0 G I ZF D EH

ot e+l e+
NZEVU RV T T ENL

VT 7T e Ne
AUCT10%
Crax17%
Ct128%

|y il VRN
U b FELS
il N A ) B DR

H
=
e

B OMLIEIT 720,

ELFENL+Y N FEL+T
KBV RAVT T Z e

RAT 7 ZEN]
AUC|25%
Cmaxllz%
Ct|37%

KT E s
U hFELo
ThIEY Vo

B O LEIT 7R,

DA ILRHE

Telaprevir

KT 7 Z et
AUC125%
CmaxT19%
Ct137%

Telaprevir <> (Ji 545 )
(CYP3A B3R OFHE)

M EFE DML,

Boceprevir

RVT 7T Bl
AUC17%
CmaxTS%

Ct18%

M EFE DML,

DV RN a Y vl = %

FAEAE BRI L Cueny,
WKL ST ) UoFEKRTH
0. MR Y R B & R
SHDHAREMER D 5,

WA 2 OF i 53 25811, 1E
BETHZE (44HSH),

LRk

FUXKNFTYL/ALT 7 R
FEHY—u (2 b Y EXH
=) [T T E L

FURARNTY L/ALT 7 R
FEHY—u (2 h Y EXH
=W T I TV
(160 mg/800 mg 1 H 1[6 5 H
/300 mg Hilal# 5-)

FHAVER BRI S0 LT 7aun,

TFITVU
AUC143%
CmaxT7%

MU XKTY A
AUCo

AT 7 A REH Y — )L
AUCo

(AT A P T U AR—F —

EsnelR S BB AR
OFEFHILE 2V 4.2
H),

FU—X7
A&

N
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PHE)

AT

Vo7 o B RAVT TS

NVT 7 Z e

V77 rev s LR T %6

= AUC|54% D RAVT 7T ELOHEIE 50mg 1
gmi%l;;% H 2@(3‘7)67‘:&)\ DA VA V4
T o 7 — +% 7
(UGTIAL RO CYPIA BER O b&\ MU =X 7 OPFRITHERE S
) i
Vo757 7F RVT 7T Eles HEFE O MEIT 720,
AUC|5%
Crnax116%
Ct)30%
(UGT1A1 KO CYP3A [£% D
H)
LT ORAFKE
Tz )NV EH =V RVT | RAVTTZENL D ORESERREA & OG-
7Zen (RBIXFEmB L TWRWwnn, |[#FsZ &,

TJx=h VIRV TTTE
V%

Oxcarbazepine/ K /v 7 7 7 &
V%

NN B NIVT T T
|y

UGTI1Al KT} CYP3A EEFEoFHY
IZEY ., ARTFATFRESID)

PLE X232 (£ R4 3 2 H2 BB MIEHR

T=FTr

M AAEHRBR LS L Tuzeuny,

HRIRBIICE SR D & 2 AAEM A3
C % ATREME IR,

VAFTV

FRAAEAFRBRIZ S L TuV7aw,

BRIRAICE RO & 2 HHAAE 234
C % agerEIFR Y,

M EFHE O LEIT 7R,

HEEER

7T RV TITIO

FRAAE AR LS L Tu\h7awn,

In vitro {IZRBWT, I 7 V037
Z KU ECOMAY R
ZEHEL, BRE = COH LS
A, 77 R ErofR#hits
KFEEBRVRIEZHLDIBEN
B D, —EOEIKRITRIZIEB W T
b, TITVUETT R E R
O EEROAREMENELT T S
TWab,

c)—X27 L7 R EroftHIE
HELE X 7evy (4.4 THSH),

FELAF

AP RU)TRIEN
(40~90mg 1 H 18] 14 H#/
600 mg HL[EI 5. 600 mg
1 B2\ 14 A#)

TR E)
AUCo
Crnax{35%

KREBOBEFEIZBNTAY FDH
ERASOLEIL RO, Bl AY R
OMB N LB L 2 D AT REME Y B
Do
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AY R
CL/F122%

LF LR

LT A Feem (B A
RLF A2

FRAAE AR LS L CTuVh7awy,

TV a— VK FEEESE Z T D HE
MR (7 /N BV Sy) A 3kE
LTWbEIREESND =, FHA
YERDOFRIEEMNH 5,

HERTGZHET 27000k T
— X TR0,

0

T —

TH )=V K)VT T TN
TH =TI T

M AAEARRBR LS L CTuzeny,
(7 v 2 — VK EREFRE DOBRE)

H
a
e

B OMLEEIT 720,

TH ) —)V/T )L TR EIL
0.7 g/kg H[AIF5/600 mg B | AUCT41%
] #% 5-) TH ) =)
AUCo
P
Dofetilide/ K/ 75 £ )1 Dofetilide? EREE D dofetilide 12X - THEMmE

GRBRIT N L TV 72023, OCT2
NIV AR—=FZ—DOREICLY .
HEINT 2 AIEEME B B)

BinTEERI R ShaBEh
NHDTZH, MU — X7 &
dofetilide DHFHIZEAZTH D 4.3
HBH),

AR DR ZERTE) Rty

TRV NT IV =T A
EHBIERA VT 7T en

RAVT 7 ZEN]
AUC|74%
Conaxd 72%

(EAlA A v & DEHRTER)

Y TRV NT I = AEAH
AT, NV — A7 OGNS +45
W2 B W THRET 52 (RIK
2 WREI# XX 6 BEEIRT) o

N T AERA RvT 7
J B

NAVT 7]
AUC|39%
Coxl37%
C4139%

(ZAliA A > & OB IR

T T LAFEALL BRATRE A SRR
A IANE. U —RX 7 D#E
MNHHSICE 2BV THR 5T 5 2
& (Fedk 2 Rl f% S 6 IR

BAHEH RLT 7T e

i aAva=vid)
AUC|54%

Crnaxl57%

Cr4156%
(ZAMiA A & ORI

MEEHXIVEINAVT T Z
EL

N aava=vid)
AUC|33%
Crnaxl35%
C4|32%

TN F IR TN

Prednisone KAVT 77 e FERE OMLBIL 20,
AUCH11%
Crnax16%
Ct117%

TR HE

ARFAVIL/RATZFE | A RdbI g

| A RS T R BIEHEZ T TV
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I RVT 7T Eles LBFIZHLTRY =27 0%
FRBRIISE0E L Cuevy, OCT2 b | B#AXIEH I3 2854121, A bk
TFUARR—=H—DAEIZLD . A | VI DOFEMER LM A B
AR VREOHIMA TR SN | <BIETDLIZE, A RFLIVOH
%) RIREABEL 2D 2 Db D,
N TR
St. John’swort/ KV 27 Z ¥ | KAT 7 TENL| St.John’s wo rt & OOFH I < HELE
L (RBRIXFER L TWARWA, | S,
UGTI1Al KT} CYP3A B¢ D#EE
&Y, IRTFRTFRIESID)
AT
TF=NTARNFTIOF | RATF T T ELDFE . KT 77 E VT E R R VT v
(EE) J& 1Y Norgestromin | EE<> (LH), Jppafili A€ (FSH) &
(NGMN)/ R/v7 7 Z EJL AUC13% VT 0 AT 11 73K )2 i B
Cmaxll% %&Gié 7::675)’)71’:0 ]\ U"_} 7 k{#
A~ IR ] SBEAT3E
cnrrsenops. | RESTORGI. S
NGMN«
AUC 2%
Crax 11%
ANRE il

FHAERORERIZHSOW T A TORER L T\ 5,

4.6 £TERES ., IEIRR REL
b

JFEHIE LT, IR O &Mz BT 5 HIV IEYUEZ B L, fRE L CHAIR~0 HIV TEEG D V
AT ZWHTT2OICHL b a UA VRO A2 RET DB, EREY Ot E2 xS & U REE
g L FERRICEMIC BT AT — 2 LB ETH L,

SRR O LM Z G L LT R U — A7 2] Lic T — 21370,

IR OLMEICBIT D AT 77 VO RICET 27— id e, XEdbdE L THRLATY
%o b NOIFRICKT 2 RATF 7 I EADEEIZSOW IR TH D, TR Otk % %507
AENE T ITVOERFLHHTRG LIEGE0H5BEOEDT — 4006 EATEMEFEMEIL R
WZEDPIRIINLTWD (400 Bl 28 2 2 SRR IR FIOFER) . 7 I 7L TUER £2<D
T —4 (3000 il & 8 2 HIEIRAIMIREGI OFER) I BEFEREIL RN EARESRTWS, T
NRAEVCHK LTI, HHREOBEDT —4% (600 Hi|% 48 2 5 EIRVIIRGE I OFE R 2 DIERTE
PEFEIZ N Z E VR EN TV D,

B OAFEEMRRICI N T, FAT 77 V3R E@iE T 5 2 LAvR S, AiEmREicB L
T, BB CIREEA SIS 2B B IR S TRy G3HER) o 7B ELVKRDT L
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RLTWD (B3EBR) , ZHhbOFTROBKMEEIZRATH S,

ERFIX. AR S ARSI RIRA~DOEIER Y A7 1k L TIEXEEIN DB BICDOH MY — A7 %
EHTDZ &,

M) —=RXAT5DT I TV UERRANC KD EZZ 1T T D B BIFFR EERGEE DMIER L7-56 .
TITVUDEGHRIEICE > THFRPERTHAREERNDL D Z L E2EE/TH L,

I hae FY THEREREE

X7 LAY REOX 7 UATF RFEMARE, invitro X OVinvivo IZBW TS EIERBREDOI har
UTHEAIEE T ZEDRHRENTWS, X7 LAY FHEEEKROFERNKD, LA %IRE
T HIV BEEOASNIRICBWT, 2 oy R THEEREENREINLTND (44THSH) |

T T VATIMER L RIEEORE TE FOFHHFIZHWEINDS, B MIBW TR STV 70
N, BT —HIESLE, BT 7T KROT AT NS EREICE SOOI EInD =
ERTHIEND,

HIV (&Y U= PElx. HIV OG22, W DRI TH AT LW 2 & N HER X
nas,

AFERE )

b s OB NI L MEDAFTERE T2 RV T 7T e, TARABELILT I 7V O 84
DT =X, B BRICRBW T, AT 7 I8N, 7B ENLNXITT 7 V3T A4
FEREINC R LW 2 LDV RSN TW5S, (B3ESMR) |

4.7 BERUBHIREE~DEE

RVT 77 BN K AIRIERICEEIMED VDR HE SN TWDH Z 2B ICmbED 2 &, BED
TEHARE )OI ERE ) 2 3 256121k, BEOEKRRESC N — A7 ORWER v 7 7 A v
WCHETDHZ L,

48 BFELLRLEE
27 7 s A NVOE

hU—RX 7 ORI ZEMNT — 2 X B 5 TWD, KAV T I ELVKOT NDEN/ FI Tk
DORENEE CTX RNV IIRE T A AREEN S W E A SNRWEA T, b2 < HESIN-EIE
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RS A~ AR R RBR I W T, RAT TV IELKRORT RNAEN,/ TI TN
PERBEE SN b oA LRI L DR D720 679 BlowERE . 5.1 HER] 1L, B
(12%) . RHRE (7%) . FEED £V (6%) ROUER (6%) THhol-,

TRORICFRESNTEMEHDZ < CGEL, MEH, FH, 2, BIR, B2) L. 757 /Ll
JEOBFIZBNTELS ALNDI LD THD, D, TIEDIEROWT o EH T 25 B Txt
LCid, 7\ ENVBUE DA EAZ BRI T2 28 44 HSBH) | FEFITENRIES & LT,
ZIHBL, AT 4 —T A« U a Y UEEREUTR R B RARIE N R S TRY . I
5OLAT NI EBBUENEE TE R, ZD X 5 RREFNTH L CiX, 72350 BLVE A A % F
B LN b,

il 2 DBREFIZBNTHLNTZ RLT ZTZENLKRT NBEN T I TN K H1EEE ORENT
ETERVWRDEELRHEFRRIL. BREMNOEERITF~ORELETBBUENR)GS THoT- (4.4 THMR
OARIED [REEORIWERIZOWT] 2R)

BIEH O —H#

B R 5 e O BOE IR GEZ DRARIZ IV T, R Y — A 7 ORI L D10 & O NV < & b ERE
TERWEHMr S HZRIER 2, 2B IR R OB & L IR 2 \[ZRE#T 2, BT,
very common (1/10 LA |) | common (1/100 LA F 1/10 &fiii) . uncommon (1/1,000 LA | 1/100 AJii)
rare (1/10,000 L4_E 1/1,000 Kjifi) . veryrare (1/10,000 AKjifi) & EFET D,

B A~ 50 ARG R B CEBENT-T — X DEMTICB W T, RALT 7T+ T30
LTI ORI L TCHALNTEREWERIL, BAARS THD AT 7T, TAALE L
LT ITVroRIERZa 7 7 A v EBBivha—% L T\,

BEINTZERTEHOWNT IS LTH, R GE SR GEFE ORI CEEEICEIT ) -
776
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2  BEIE D DI HE MR RE £ COERMT — X ONTICEBITS RLTF 7T e +T A
BN T TV ORI L R ERA NS OB L b e v A L 2R A G LT E ORRIR

DFRNZBT DT ANAEN KT I TN K DIRFICKT DRIWEHRO

5

REEE

ElfEA

MR TN Y P NRIEE

Uncommon:

GF P ERIBOE 2, B 2, MR E !

Very rare: TR BRSPS

SRSER N

Common: WEUE (4.4 HBM) 2
Uncommon: S P EYEERE (44 THBIR) °
L& MR &

Common: BRI !

Uncommon: w7 VY RME, & i
ikl

Very common: AHRIE

Common: SR 7R S O, B MEIRMEE
PRI

Very common:

SR

Common

FEED F 0, IR, IR

Very rare:

R = 2 — X F 2 SRR 2

PFIR T NTEBR OERE e

Common: | N 2, SRER !

G pEE

Very common: ol TR

Common: Wa it R, MEVE 2. LREERE 2. MEECESAN . MEESANPLRL, H A
JE, LR E

Rare: eSS 2

JFHEE R E

Uncommon: | JiF 4% 2

SR ORE Al 2

Common: W, £ O FE, BEE

Very rare: SLIHBE, AT 4 —T R« Va v EER, PR R

i !

B HE R DVE 5 ke 27

Common:

B °, ik

Rare:

AR, UARAE *

MR - BLEEFR OBRGEORTE

Very common: % 55

Common: MEJJRE, FEN 2, REUK
BRI

Common: CPK F5-2, ALT/AST k52
Rare: 7I5—Y ER!

VR RAS (RAT T TENHT AN/ FITV0) I RAT 77 e 0f TAREKRER Tlay 3 s i
RSN TeD, MOTIL b U A N ZEEGFH LG E DT AU EAITT 7 V2 ORI RGEIRTE

RAHERS S LT RITEH,

2EERERBRICEBNWT R —2 27 (RAFZISEAL+TARABENL,/FITVV) ICXDEWERATH D L ABEMICERET
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L0 EHEREINED -T2, FEERDORMLEICGEH IN R OEEEON T I —2MH L Bl R
NT TN, TAABELVKRDY/ L7 I7V02xL70)

DEIEHIZOWVT

WBAE SIS
TANTENVKE N RVT 77 EViE E HICEBUERK L (HSR) OV A7 ERJH L TE Y, HSR LT A
AENTRYEZL Hble, ZROOERS (LLTICREHE) OWT i Th BT IB e K
X, ZNEERDOREF A R TMOGER & & HITHEKL D/ UFFEZ 72 EDOWL DO M U7 RS x
ﬁ?é T NH BT D SSITIEET OWSOTHR I VLN, TXADELVLKONRLVT 7T
VIZREE S 2 SOGOFBLE TORFRIL, — 12 10~14 H TH D, EEKRIPEH T HSR NEE T
&w ABIZiE, N —A 7LD EEZEDICHIEL, MY —A 7 IO T 30 B X RvT
7T ENEHRBNC X HEEAR L TEHB LRV &, MU —A 2724 % HSR b b HED
BEEHICET 25OV TIE, 44THAZSRL T E&E,

R 2" Z BV I S i EE
JER E LT, BB, SFER, KOS L TEERITRICE DIEEE R NG EN 5,

TN EVE L B B

T NH BT K% HSR OFER K Ok Z FRolliidl 45, 24 DIZEERHBR T SR e R
WTIDZEB W THER STV D, WBUER S ZH T 2 BH D 10%LL Tl S AUk & OV
KT TRT,

WBUES S Z BB L TWAEEDIZE AT, EEHEO— L UTHEEAL O/ XIHE B, B
REBIRE S IIZRRIBREEE) 208, BUNESE IR AL RTZ LR RB LT\, £
OO FERFERIIL. B, FEREE SUIREIR & OSBRSSO R FIEIRDN G £ D,

iy 3 % (@H. BOR BB SIS RIS
THILE Bb, WEH, T@., B QPR
IR G PROREREE, BZMR. WASER. BONPRIGESAREMRAE. FECR A
<O S, WEER, BER. . U NHVE, RIE, RS
T4 TF—
FHEER I IR, PRI
Vii%/:4 U 2 BRI
Vilg o FriteREELR . Tk, Tre
Vg FRME. ENICHAME. BIER. 7 LT F AR AR — BN
IR i 7 LT F= U, BAA

T NH T KD HSR ICBE T D AERITTIEREOMEE & & HITE(L L, AMmEEnTBEZnndo .,
FNRBITIEHABEICNT=HZ EnH 5,
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T RTE AT LD HSR FIEL DT /30 BV OG-, BIFELUNOER OB %2 - 57, @,
HSR OFFIIHAIORBFL D L EETHY . AMmE2 &> TRMEROEICWT=2BZNNH 5,
T NI eV O FIERNORBUE O EERER (ERRBR) 0251 20Oz Z/RL TWZBEICE
WTh, 7B ENLVOBEGRZRICEIUCFRBEDOSUCHFRELL TEY | FEICENRBFITIIH 505,
HSR \ZHEATT DIERZ T 2 L IR EZ HB Lo (T72bb, MEICT D e/VICEFMEN
HDLHRIRENTEBE) IZBWVTHREIL TS,

ABET > =X
X7 LAY RFEEROMRICL Y, FFICEIENTH Y | @ IZEE R OB 2 1F o ik
TV R=VARPEESN TS Q4TEHSR) |

VYRR pr 7 —

iL bu AV AGEHBE (CART) 1%, RIE&X OB O MR ORI JEIEN & O ghis L o
N, FLEER L ORSEHBENEMS (B4E) %o HIV BEICB T 2B OFS4 (VAR A b
27 4—) LEEL TV,

1Ca 2
CART 5 Y Z Uk FIAE., @2 L AT a—/LIiE, A > AU CHEWE. & ibE & OV SLEsH
MIED X 5 R EEEL T\WD G4EHSH)

HALEIE
AT L7= HIV R UL CART IZX T A RMRZE L W o - RSN TWA U AV RNFE2HF9 5
B TR, BEOEFNHRE SN TS, BEROBRIMFEEIIRHATHD GA4THSH) |

S SE I IRAE

CART DERIAIFICEE /2 uE R % - T D HIV RYYEBRE BT, EEEGEMESUIERE L T
% HF SR K D RIESOGA R BT DAl etEn’ H 5, HORERE (7L —7 2fi%) L&
TN DA, BBE TORMITIEOSENKREL, 2D OFEGIIIEHRIEEM » A bfkE L Toe
ODREUIUTLHLZENHD GATEB]H) |

AL RAE D ZEAL

RAVT 75 B K B 1REBME% 1 B LINICIG 7 V7 F = MR A B, 96 BiZiiz->T
225 LI RBE & [R5 Tz, SINGLE RERICI T, sREBRBIIAR B 5 96 1% £ COLEL RO
PIEIE 12.6 pmol/mL T~ 72, 15 DEALITRRIKABROE(L 2 KB L2 D T, BRIICE
WDOH D H D E T2 ST,

RV 7T BRI BT, FEICENC R L2 EEEED 7 L7 F R ARFF—F (CPK)
HinbME S Tnd,
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B U % C BT & D B

KT 72 EOF N AHRBIZHB VT, BRE LD, X C RAFROEERYEE X, SBRBH AT
O FFFERERR AR 2 FE VM EBR (ULN) @ 5 {520 F Tdh o I IS B~ O AN 75 Al S 7z,
AST KON ALT fE B OFEIA 1L, EFERICBWTB R E T/ T C BFRICEFRY L TV 5HHE
SEMTE D E o7, 2fkE LT, BREEO/ X C TR O EEBRYBE IR T 2227
777 AE, BRIE CRIFROBEHELEDORWEE THALNTL LD LFEETH T,

NV SFil

INBERNICKRTT S B U — X 7 OFRICET B ERRBRT — 2 13720, ARSI W TITF D4
(12~17 %) ZXRIEBRIN TS,

oL b oA NVAIEEGH LT RAVT 77 EVEAIZHH LT, H04 (12~175%) ZIR#EL
RO MMA AR 7T — 2 1TSS < L AR TA LN S DL ORITERIIA B IR h > 72,

TARBENLKRRT 2TV Dl x DRIFNZHOWTHI X IZRBRENTEBY, 2HDX 7 LAY Ry
7 R—r L LT, Al bu vA VARG T ART BB O 720 KON ART #2800 3 % HIV (2
L7o/NRBFEEER L. (B% 3 » ARBOASNRICE T 27 SV ERONT I 7V O HICHE
TORHIRERT —ZIXR O TND) o AEFETREDS T e b OLUSADOREWERIZA b7
MNoT,

BIME & B 2 HR O

EIOARRICAWER LN 2 FRERETHZLITEETH D, ULy, ERKOF|LE
LV RTDONRT U RZONWTHERE LT =2 U I A[RE L I D, ERNEFEE L. &RV ICE
WLIEEORE S AT LE2N LT, BWEALREDNITRTCOFELERETLHZ ENRkOLND,

4.9 BE®RE
RAT 7N, TRBEALXIET I TV 0AMBER 5%, BIEHOIECRE L DLSt
DRETE DJEAR ST IHERE S AL TUN 720,

i R 72 BTG U CL X A[RE 72356 1X National poisons centre DHELZ|ZHEV Y, & 5 72 H{REEAT
729 2k, MU =X OWMERGITHT DRIZRIREIL RV, mER G E CTEEEITIR, BEIC
®PUCEHRIEZITV), MBIOL U CERE=4 Y 7 %179 2 &, BBRITFM STV 7203,
TITVIBENATRE TH H 720, MERGOIER E L TRRMIILIKET AMERNT& 5, 70 B
IV DEREEAT XX IMHAGENTIC L > TRETE D20 EIDIEARHTH D, FAT 77 endmiEs v
NRIBEBFEET DD, BT THIICRET HZ LIINETH 5,
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5. EKEPHEE

5.1 EHPHIEE

ML BT A V2L HIV BGRROFLY A V24 B, ATC 22— 1
JOSAR13

TEHTY

RVT T enidA o7 77 —BIEEEA RS L, HIV ER Y 1 7 VTR L ha 7 A L AD
TAFX YRR (DNA) fUAHBDA RN TV R T A7 7 —EMARESTLZ LIZL > T, HIV
AT T T—FEHET S,

TARAENKEDNT 7 VU0, 8 TERIRZ HIV-1 X OVHIV2 BRERITH D, T3 BV R NT
IT VT EBIT, 1B EHEZEMT TV D EHIE ORI A & DIEMHEL Cd 5 Ml
AExFT—BIZL-T, TN 5-=U Vgl (TP) ~EdfEmiicf#isns S2mEW) . 7
STVUTP (UF YV UERUE) MO AVRE TP (TG ENNDIEE=Y Vi, 77 7 v B
LUA) X HIV s GRS (RT) ORETHY ., HlEAITH L, LnLRBR6, b0 ER
T ANVAIEET— U VRO 7 A /LA DNA $H~OFARIZ LD DO TH Y | FERE L CHEKES
MEIET D, TRBEALKRRT TV 0= UEREORE THIE DNA R U A 7 —812x4 2 B
TN D /N E W,

)RR

Invitro /Z507 551 04 /L X7 HE

NVT T Z e, TABENKRDT I TV UL, IWEEER T Mlatk, HEK~7 n 77— dHkik
W ONTIE AL S - KA I R (PMBC) R OVHEER /'~ 7 07 7 — UV ORRE#EKE G104 <
OFBIAARNZFUNT . HIV O EBRER L ORRR S BROER A HE ST 5 Z L3R EN TN D, UA L
A% 50%I2T D T DIC KB FRYIREE (1IC50, FHEREREE) 1L, A VAR OYE FHfai
XoTELLT,

PMBC % - & & S EARERERICBITS FALT 77 EADIC501%0.50M TH Y, MT-4 iz
W56 0 1C50 O 0.7~2nM Th o7, 7 ¥ A T TR E RIEV O IR WERIR /3 BERRIZ X
LT, [ERDIC50 /RS fL, 7 L—RA, B, C, D, E, FXU'G, INZZ/V—7"0 O HIV-1 kf
PRAYBERR 24 FED & 70 5 R % VERICEB W T, IC50 OFRIfEIE 0.2 nM  (#iPH 0.02~2.14) Th-o 7=,
HIV-2 EFPR ST BIERR 3 FE0D IC50 D P21 0.18 nM - (&iPH 0.09~0.61) TodH o7,

TR ELO 1C50 OF-HIEIE, HIV-1TB M O HIV-1HXB2 SEER =M ISR LT 1.4~5.8 uM O#iPH T
bolz, 7I 7T OIC50 OFYAE T FEEIEIL, HIV-1 EERZEREIZKR LT 0.007~2.3 uM O HiBH
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TH o7z, HIV-2 (LAV2 ) TNEHO) D ZEBRELRIZKT 5 1C50 OEHMEIX, 730 E/VZB W T
1.57~75uM, 7 27 22BN T 0.16~0.51 pM OFEIFITH > 7=,

ToNHEADIC50 1L, HIV-1 Zv—T MY 72147 (A~G) 2% LT 0.002~1.179 uM, 7 /L—
7O IZH LT 0.022~1.21 uM, HIV-2 Z3BERIZR LT 0.024~0.49 uM OFEFH T -7z, 7I 7T
? IC50 1%, AR HEZHIIZISWNTHIV-1 7% A 7 (A~G) 1ZxF LT 0.001~0.170 uM, 7 /L—
70 Tk LT 0.030~0.160 uM, HIV-2 73BERR % L T 0.002~0.120 pM O Td - 72,

T 7 VA ROT VT OAIEEEE 37 Hllc BT 5 HIV-1 7Btk (CRFO1_AE, 12 1 ; CRF02_AG, 12
Bl RO 7 X A7 C XX CRF_AC, 13 %) X, 730 BTkl 5 fold change 78 2.9 %) 3.4 T
o7 2 Bl CRFO2_AG 4Bk Z & . 738 /b (IC50 O fold cange 75 2.5 Kiifi) . VT 27
¥ (IC50 @ fold cange 73 3.0 Aiii) 1ok L TS MEA R LTz, 7 7 ¥ OIFHERBRIZHE W T
A NWAIEDOEEHIRBE D I NBE N OO N7 V—T 0 BRI, K0 @S A R LTz,

T X A T B B M O HIV-2 23 BERR I Z6E 9 2 IIRES R 1B W T, 7T ELKEDNT I TV
BERIZY 7 % A 7 B SBERICTT 26 O L FSOH T A L AIEERHEZR STV D

DL 7 RHEE GEH L T 5B DH T A X

Invitro IZBW T, RAT 7 Zenbthobit ba v A 23 GRERFEH - stavudine, 7 /37 B/,
TT77ELYY, RETEL rEFEL, T LI EIL, enfuvitide, ¥ T BB TTHRENL
LT NT 7 ZEN) LORIZHETERIZAON R o7, 7o, UNRNBEY NIRRT 7T ELD
TEMEICH B0 72 % RIE S o7,

MRS 3R 2B W ORI R ER BRI ER] (NRTD) OV F /v v, AN THEY, TIT7 V0,
stavudine, 7/ AREIL, P F BRIV FT V0| IR AYIEREREREA] (NNRTD DX

Iy, XITHIV a7 7 —F¥HER PD) OT7 o FLF e LG LSS, T ELOH
7 AV AEEIFETLE e 0o T2,

Invitro IZBW\W T, FI 7V LobiL ha v A L R3E GRERIER| : 7B e, X I R
ESE . PALEEY, R RT YY) EORMICHETERIZA BN o T,

E M7FEDZEE

100% & MIIEIZIBWT, FAT 7T ENVOIEMRITRT 22 /37 E D fold shift DL 75 THY |
Z X7 G CHEIE L2 1C90 15 0.064 ng/mL Toh o7z, Invitro (2315 2 ES o _ 7 fEEHRERIZ L -
T, 7B EVTIRFEREICBWLTE hOMIEY o R 7 (TR~ FREE (~49%) LovfES L7enz

EDRRINTND, 7 I 7V oiEWEhRel e HERPHIIZB W TRIEEZ R L, IEX X7 5§

AR (36%ATM) Z ERRENTND,
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i1

Invitro ToOmtE : (Frr7 27 EVL)

In vitro (23317 2 MHPEESRER CId, Bk VW Sz, 112 A28 2 28I ¢ HIVII 32
%%ﬁ%%wt A BIRIEEDRAITHEBL L, S153Y XONFALAZESR LT, ERARRBRICH N T
bw777tw#&5éht T, INHOEBRILRING TlX /e o7z, NLAR2 k& V=35
AIZiE, E92Q (fold change 73 3) & TN GI93E (fold change 7% 3) ZEIEINI Nz, T HDER
X, FAT 7T ENMIIHEZ R LTERBRAH Y | ZO% T RALT 77 eadigbganic (Kvr s
TEMIHT D R L LTl ENT) BETE R TH T,

T B AT B OGRS B Z O T BINA 72 8 PGRBRIZ I\ T, 5 T T O BfERE T R263K 285
NHBTe Q0L . 7247 C QFE) KOAG (2FE) DOFBEKTIL, 1T R263K A

VTR ERNBEREN, 2T GIISR A T 77— B EREMNEIR SN2, ART ORBRAH Y |
D INI DGR O IDNEBE Z RS & LTIZWRRBRICB W T, 3724 7B KR CEHTH 20E
5T R263K BN E SN TWBH M, invitro TIE RVT 77 ENV OSSR B Z RIE S o Tz,
G1I8R ITHBALAFRMERIR L LT NV T 7T BT 2 A KT S8 54 (fold change 73

10) . 3 N AHEFRABRICIS W T RV T 7T EARES SUEBE Cid GLISR B RITFE O b m

ST,

TNT T T EN/ VT T T EIKRT S —IRER (QI48H/R/K, NI155H, Y143R/H/C. E92Q.
T66l) X, HE—ZE L LTiXin vitro ICBIT D VT 7T VDRI B % JIE S 720, BRALES
ROERIREZ W2 ERICBW T, HIV A 7 77 —FBEACEETS (G757 7en /)b
BT 7T EMCHRT D) TIRERLE L ORSNIEAEREZ - RER (Q148 Z#FR<) ITIBML7=HA
RVT 7T BT DS MEIT B AR & AR EE STV MEZ R D, Q148 ZR U A NV ADHE, —
WEROKNE 2 Do T, RAVT 77 END fold change DN A LS, Q148 2%
(H/R/K) DS T e BN ZE BAK & FVN= in vitro IS8T AU ER T — L7, N155H X
1% E92Q DI R FEAYZE FAR A V2 NLA32 BROBEFHARRIZ BN T, S 622 DMMEDBIRITA 5
72572 (fold change (39 1 TARE) , £DO—F T, Ql4sH BHREHT 5L EIK (fold c hange 73
1) POBBENTMMRIETIZ, AT 77 EVICEET 2 S EIERCRERN L LI, EORER
fold change 2 10 Z##d x. % £ THM L 7=,

BRI ER O H H KRBT » b AT (AR T A L Z1Z5%87 % fold change) 1XHIE L TV 7w
D3, BAFREEIL, SR 2 K0 e TRIECTh o7,

TNT T T ENMZ K DIBFERERO S 5 EBENOELILE 705 FEO Z VT 77 VI BERE &2 U

T, RIVT 7T ENTKET DR VEDN 8T St=, 705 FEOEGR Y BERR D 94% 2% LT, K77
Z EJL D fold change 1% 10 Kiii T 5,
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Invivo TOmHE : (727 EVL)
TRIRRBR O WNBREZRGR L LT RLT 7T e e 2 FID NRTL 3% 5- S 7= %8155 1A K OV 11T
FRERIRABRIZI VT, HIV A 7 27 7 —BFER, UL NRTLZ )T D MPE DI B LA H 720>
7o (876 i, BEAHIH 48~96 HH[H])

BRI ORI D 253, HIV A 7 77 —BHEAORGRERO 20 EFE (SAILING #ER) (23
W, Y ERIDSER L7 mk8iE (BR) Z20FH LT RAT 77 EAnE&h Sz 354 il 4 3]
GEEAHIME 48 M) 12 HIV A 7 7 7 —EBHEBEANCH T H2EEDR LN, 26D 4 HlD5 5,
2 BXEA D R263K A 7 77 —BEEA A L, fold change D KEIX 1.93 T, 1 HllIEZED
VISIVIA T 77 —8BEREH L, fold change DI KT 0.92 ThH o7z, Z DM 1 FlIIXLLETH
ATV IT—BEREGLTEY, HIVA > 7 7 7 —EHEROBGRRN B - 7=, TR
KXoTHIVA YT 77 —FlitE T AV AIZHRE LT O EHER 72, R263K A 1T in vitro (235
WTHBIRES N (BB

Invitro & Zfinvivo TOHE . (TANVEALRINZ I 7272)

In vitro & OV in vivo (23T 7 23 BV HIV-1 0BRSS S D, ZAUE RT 2 R GEAR
(= R M184V, K65R, L74V KN Y115F) (ITEIT % Fr i) 7o RBIRIZBICEE L TV 5, Invitro
TOT 3T ENLOFPRUZIBN T, TN hﬂMVﬁE#EL Z DOFER IC50 12F1F 5 fold change 73
#12 L7220 73T ELD fold change DEGIR T v M A 7EToH 5 4.5 % FEI> 7o, FEAIPREE 2 HN
S CHEER LS R, 2 # AT RT A5 65R/184V K TN 74V/184V UL 3 # Ffdd RT A%
TAV/115Y/184V NDNEHR X iz, 2 »# FTDOEFIZ X » TT7 30 EVESZ D fold change 1L 7~8 &£ 721 |
3 HPITDOEBROHFIC L - TREZIED fold change 13 8 % L[A]15 = L2725 7=,

T 2T VUK D HIV-1 L. 7 A VA D RT {EMEEALIC TV M1841 X IE M184V 7 2/ fikiE
DR EF|EE T, ZOEEIL, invitro KOT I TV EETLHIL U A L REEEZIT T
HWlﬁ%$%®ﬁﬁfiuéoMWW%E@?ifyymﬂ#éﬁﬁﬁ%k%<ﬁ?éﬁ\m
Vitro I8 1T B U A NV ABRIGEZ K T S5, MI84V X7 34 EVLIMMEZK) 2 fFn S5 Z L2
@LTU\%ZP T NT BT RS B ERRBIMHE 2 5 2 22,

T8 BV BERR X T 2 TV kT A IR T S A RRES R H D, T ENL ST R
T OPBERIC X o T, MISAVI ZEE D)D) 5T KSR BRAEFGTH T A VA, KINLT4AV
WA TMISAVI EREZFHT DA INAIIKT DS MEME T35 Z ENHERIILTVD

RAVT 7 ENAIT N eV T T 2 7V &, Bl 21X PI XX NNRTI & W o 7= FEo st L
ca A VAL DMOARZZEMMENA U 2 ATREME IR,

27



DR~

AR RO 3MEEB D VT 77 E/VHEIZBWT, QTc MFRICERD & 52T b v /e
STy TABENLXITT I TV DONTIICEBWTY, [REEORERITIFE M S venoTz,

IRHIA M Je OV 2k

HIV (ZEY: LT IRIERBR O 72 WIRBRE 2B 15 B U — X 7 OG0T, EIEA, EHEE, —HEEM.
SEAEKFPRGAER CTdH D SINGLE (ING114467) 7B} TF SPRING-2 (ING113086) 7k D 2 5 IF ONZ
EES, A—TF v F~L, EIEGHEABR TH S FLAMINGO (ING114915) 3RER DT — Z iz -5 <

SINGLE B ClZ, 833 BIOWBRE N T N A EN-F I TV UVEEAI I 7 7 EL YT )R E -
T M) vHEUEAAl (EFV/TDFFTC) Z0F LT RALT 272/ 50mgl H 11H]
(DTG+ABC/3TC) IZ X BIREE =T 1=, BERBAERFZ VT, BEFEMO P IAEIL 357 T, 16%
It 32%I3FE TR, T%1% C FUAT 4 EERYLE . 4% CDC 438 C Th v . 2 b Dk
TR B W TR Th o 7o, 48 BHEOKER GRERBHIARF O FH R LA & L OFER A5 T0)
%%3Km¢o
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# 3 : SINGLE #BRIC B 1T 2 HAES 48 8 TOEIITHIRERED U A )L A ZHHR)F

(Snapshot 7 /L= X 1)

48 38
DTG 50 mg+ABC/3TC EFV/TDF/FTC
181ME 181ME
414 1 419 I
HIV-1 RNA &A% 50 copies/mL ki 88% 81%
HERABREOE 7.4% (95% CI: 2.5%, 12.3%)

4 IWRAERNERIET 5% 6%
A8 BOMBHMOD YA L AEMT— 0% 13%
gL ° ’
paiilee|
BEES I T O DR R 20 10%
oIkt
OO L BB REBRIED

5% 3%
Wk
FEYMMTOT — 2 130D RBRIT 0 <1%

HERBAARE DX ER & M HIV-1 RNA EAHY 50 copies/mL RiFTHHIHEBREDEE

HERFBROMmMBER VS IILRE

(copies/mL) wN (%) wN (%)
<100,000 253/280 (90%) 238/288 (83%)
>100,000 111/134 (83%) 100/131 (76%)
HEABAIAERD CD4 B >/ Bk ¥
(cells/mm?)
<200 45/57 (79%) 48/62 (77%)
200~<350 143/163 (88%) 126/159 (79%)
>350 176/194 (91%) 164/198 (83%)
51
P2es 307/347 (88%) 291/356 (82%)
ok 57/67 (85%) 47/63 (75%)
N |
EFIN 255/284 (90%) 238/285 (84%)
TZIARKENSTZ VAR 109/130 (84%) 99/133 (74%)
Z D
Fiv (&)
<50 319/361 (88%) 302/375 (81%)
250 45/53 (85%) 36/44 (82%)

* RERBAARRF O RERIK IS L VR LT,

T APEDKINSATEHRIZ LV 48 B F TITH Ik L7 . KUY 48 T OFFA T 50 copies/mL LA F & 7 o 74k

BRE 2 at,

11 HHE?S 48 EE TCOMTFFAEHMONT DR RICE W THERZ LTI LY Pk LT, 48 BOFEH

I DIRIRICIS T 2 U A IV AFI IR T — Z IR VER & & T,
§ [FERE, BEAEE, BE, 78 ha— A b ORBMEDORB & &,
& 7B EIL600mg, T 27 P 300 mg & ABC/3TC=Kivexa/ =7 ¥ 2 Afida$E (FDC) & LT#HE5

T77EL LY 600mg. 7/ ARENL300mg. =AY X EL 200mg % EFV/TDF/FTC=Atripla il & 8E & LC

A
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F B A8 WITB T DT OFER, F/LT 7T EL+ABC/3TC BET 7 A L A ZEEGHNHI AN I B AL 7=k
B OFIA X, EFV/TDF/FTC LV I TE Y, p=0.003 TH o7z, [FAEEOREBRIAER OZT
AERBHAAIF O HIV RNA & (100,000 copies/mL A % 100,000 copies/mL % E[A]%) Z & Kﬁé% L
THRE LA b, UA VARSI E COBB O R IAEIZ, ABCATC+ K7 7 J EAFETED
o lz (28 HxF 84 H. p<0.0001) ., FRERBALAIED & D CD4 BT U o NERE O 2R B DO FHHEEH
IEBEIL. ZHF 267 cells/mm® }2 OX 208 cells/mm’® T - 7= (p<0.001) , 7 A /L Z4MiflE TD
AR R OGRBR BRI D OB L EOMATIX, & BICTOBESNTEY . ZEMEOMENFEIE SN
72o 96 WIZIBUNT, U A /L AFHINGIA - DIV IRE OFIG I, TILEN 80% K 2% Th o7,
FHIEE B O ZEITHEIFIICAEREE Th o7 (p=0.006) . DTG+ABC/3TC BEIZI 1T D HEHFRIIC
‘.E“Jb VR E, U A VA RIS F;‘@ﬁ&foe <. EFV/TDFFTC B CHAEHFRICELHFIEDOFEIGHNEmN-ToZ &

IZEDbDTho7e, 96 KT 2 REORBIGHB DI, #BRE ORBRBAIERFD © A L 2D
EIRIZY TIEE A,

SPRING-2 #Bi Cld, 822 IR K7 7 Z /L 50mgl A 1EIXIZZ V777 E/L400mg1 H 2 A
(BWfk) oWTFhh—F o251, mifEe HIC ABCATC BLAA] (7 40%) Xix TDF/FTC Fd
Aﬁl (#) 60%) DA —T"2 T~V THFH &7z, REBRBAGRF O XIS B & OHR)T 2 3K 4 ICER T
o WEIIEL LTT NI EN,/ TIT VNG INTZBEOWMSEREZED T, KAV T7IE
XTIV T 7T BT L CIELETH -T2,
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# 4 : SPRING-2 iRBRIZI5 1T 2 MAEZ BT IRIERE ORI RE BYEKR OV D A )L 2 2 HYR )
(Snapshot 7 /L= 1 X 1)

DTG50mg 1 A 1 [ RAL 400 mg 1 H 2 [H
+NRTI 2 #l +NRTI 2 #l
411 I 411 1
AO#fEEE
Elo Rl (k) 37 35
=gk 15% 14%
FEAfaNFE 16% 14%
B AR O X% C BT 13% 11%
CDC /3% C 2% 2%
ABC/3TC 5k 41% 40%
48BITHITEBENMEOHBR
HIV-1 RNA 7% 50 copies/mL A5 88% | 85%
ABRIRIER [ D 7+ 2.5% (95% CI: -2.2%, 7.1%)
7 A IV AFEIFE it 5% 8%
48 M OFFEHME D 7 A N AFH
e 7% 7%
T—HI L
e
AEREL I DO, 20 1%
Ao PR
ZOMOBEHIC X 55 R 50, 6%
FoHikg
ABC/3TC M- S - 2B 1T
% HIV-1 RNA 7% 50 copies/mL At 86% 87%
ThHHEOREG
96 BICHITHENMEDHER
HIV-1 RNA 73 50 copies/mL Ajifi 81% | 76%
ABRTRIR R 0D 75+ 4.5% (95% CI: -1.1%, 10%)
ABC/3TC 23 - S - g E 261
% HIV-1 RNA 7% 50 copies/mL A 74% 76%
Th HPEOHE

* FRERBHAGRE O @ RIR 12 L 0 i LTz,

T AEMEDKANSIIIERIT LY 48 B E TITH I L7o#kBRE . KO 48 M OFFABIRIC 50 copies/mL LA I & 72 > 7= 4%
Bt &,

T1 HEND 48 E TOMBTFHFAHHONTNNOREICB W THEFR I LY Pk LT, 48 BOFEH
I OIBFRIZET D U A NV AFEN 2T — 2 B WER & & T,

§ 71 ha—AnbOBRM, BEHAARE, FEMMESEOHE Z 5T,

F:DIG=RFLVT 7T )L, RAL=Z /LT 7 F )L

FLAMINGO #BR Ti, 485 A K7 77 /L 50mg1 A 1 EXIXVFEL Y M FENL
(DRV/r) 800 mg/100 mg 1 A 1 [HDOFEG-Z521F, WL &2 ABC/3TC (£ 33%) X% TDF/FTC
(#167%) DA ENTZ, T _XTORBITA—T 0 TV TEMi SNz, ER55E BEL OR)R
R S5ICENT D,
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# 5 : FLAMINGO RBR (28T D EAEL B ITHEEREO MG E B T A )V A R
(Snapshot 7 /L= 1 X 1)

DTG50mg 1 B 1 E DRV+RTV 800 mg+100 mg
+NRTI 2 %l 1B 1H
242 B +NRTI 2 %l
242
AO#E=E
Fln O P IE (%) 34 34
ik 13% 17%
FEH N 28% 27%
B & O/ X% C BT 11% 8%
CDC /3% C 4% 2%
ABC/3TC 5 5oL 33% 33%
ABHITHITHEMEDHER
HIV-1 RNA 7% 50 copies/mL A5 90% | 83%
ABRTGIR A 0D 72 7.1% (95% CI: 0.9%, 13.2%)
7 A VA FRIIER ST 6% 7%
ﬁ@®ﬁ§%%®ﬁ%wzi% 4% 10%
T L
paiilsz]
HEFES IO ORER, 1% %
BRI O k1
ZOfOFLRIC L 2R AR 204 5%
DL
FiR A S AR = A A/ . .
B <% 2%
ABC/3TC N5 SN T- R #F 12 BT
% HIV-1 RNA =7} 50 copies/mL At 90% 85%
Th HPERE OEIS
JL A FHI N SO HA D
i;{m**%é’mﬁﬂif A 28 H %5

* SBRBALARE O JE IR 712 X 0 F§ L7, p=0.025,

T APEDKINSATEHRIZ LV 48 B F TITHF IR L7 . KON 48 T OFFA T 50 copies/mL LA F & 7 o 74k
BEEET,

T1 HEND 48 B E TOMBTHFAEHHONTNNOREICB W THEFR I LY Pk LT, 48 BOFEH
B OIRIRICB T D U A VAT — 2 D3I WER % & T,

SR, SBBAARRE, 70 b 2 — 2D OB DR & 5 e,

% p<0.001

¥ : DRVARTV=X/LF L+ hFE/L, DIG=K/LT /T E)L

SINGLE #Af#, SPRING-2 i & O FLAMINGO Bk IR L B 2B 1T 5 BT Zeimtik

FROZHEBETCRALT I I ENN+TRAEN/ FITVUREEEINTZWTROERFIZBWNTY,
HIV A 7 77 —EBHEAI UL NRTUIZ X9 5 Briz el i3 S v o 7o, xPRRBECIE, 2 Al
@ NRTIHDRV/RTV # (FLAMINGO #BR) 2385 S BBV TEH = e itk 134 Cle o 72
—J77C. TDF/FTC/EFZ B (SINGLE #&B ; NNRTI (2 B5E L 7=t 28 6 1, =272 NRTI 2 1
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) JOR2 F D NRTI+ V7 77 ELEE (SPRING-2 iRBR ; %72 NRTI kDS 4 5], T 07 75
EULIEDS 141 (23 W TR 2 it 23 A U 7=,

NEEE]

WA AR, 48 M. SHisRILFE., A —7 v TV R (P1093/ING112578) 24\ T, HIV-1
(R LT=3Lsh 2 NR R OV D EZ R, PEREETO KT 7T ENVOEPENRE R T A — X |
et AN OVE R % 2 L=,

K727 Ze01H1E 35mg4Hl, 50mg19 ) & OBR BHEG Ii-FE (il 12~17
k) D 23116 B (69%) (ZFVNT, 24 HHZE D T A L A &)Y 50 copies/mL Al & 72 5 72,

23 f5ilH 20 B/ N OVE D (87%) 1%, SUBRBALGIE) D 24 # % F Tl HIV-1 RNA &%

1 logo copies/mL % E[A] 54K T &7~ L72 X% HIV-1 RNA 57} 400 copies/mL Ajiii & 72 > 72, 7 A LA
RPN R 4 BICTRRD D=, U A NV AERPNEERMORE R CHIV A 7 7 7 —BIEASIC
XTI DM Z AT DHBRE TR D b o Tz,

5.2 EYEEFMNE

R —RXZ BRI, NAT 77 ENAVEROEERIE T NHhEN /T I TV ELAEE (ABC/3TC FDC) %
B 2P G LT 38 S AW FEHICRESE TH D Z L AVRENTWS, Zhid, BEEERE (66 ) %
W E LT 1BEXSOmg VT 7 T ELEEL 1 8EX600mg 737 BV, 300mg 7 2 7 8 (el
T) OOFRICKT2 M) =27 FERT) OHEFEE 2-way 7 B A4 —/3—|Z L 547 1R %
PEERBRIC L > THER SN, WlEIFEN B Y — A 7 88ICH 2 5 8T, Ykl BROWBRE /£ M
(126 IZBW TSz, mIER L FY —X 7 OFEHICBT S RAT 77 eLrolmiEd

Coax XOVAUC 1T, AT TRY — A7 28 LIEH LY LENZN 3T% LN 48%m < IroTe, 2
AUTERIRAICER O & 2N & X A7 sy (RINOESR) , @R L N — X7 054
WCEFRT ADENVKOT I 7V OMEPigERICE 2 5803, LLETNZ ABC/3TC BLA T2
ODNTRBRFEORBLIEFIEL L T\, ZUUHORERIE. N — A7 PNBEOFEIZI DL T
BHETEDLZLERLTND,

RAF 7SN, T 70 RONT N B LD EhRE IR E % DL R Ic itk 35,

WX

RAVT 7 Ze/n, THRAOELVKRT I 7 V0L, BARGHRESHIINIREND, VT 77 e
DIEXISA FT XA T E VT A ITHEL L TR, BRAICBIT DT AT ENLKRNT I 7V OfkHd
MK ASA FT XA T T 213, FNENHK 83% KN R0~85%Tdh D, B AIMIGTIRAEIZEST S E

TORFHE (tmax) ONEHEITH 2~3 K] BEAIFREG%) THY. AT 778N, 7D ELKEN
FIT UKL TUEENEIL 1.5 FFE L OV 1.0 FFE TH 5,
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RVT 77 EVORGEEIL, @EWERE & HIV-1 (Y L7 L ol ch B RERI L T,
RAT 7 Z e 50mgl H 1 EIFE 5% O HIV-1 IR U7 AR 1B\ T, RHEM SR BhRefig

Fric &3 EFIRBO I ENRE T X — 2 [RAEYE (%CV) ] 13, AUC(.4) = 53.6 (27) pg.h/mL,

Cruax = 3.67 (20) pg/mL, KT Cpin = 1.11 (46) ug/mL TH -7z, 7734 EJL 600 mg O H [ 544125

WT, Coax DA (CV) 1E 426 pg/mL (28%) . AUC,OFEIE (CV) 1% 11.95 pgh/mL (21%)

Thod, 7I7T2300mgl H 187 HEIOKER D EGZIZBWT, EFIRED Chpu O FHE

(CV) 1% 2.04 pg/mL (26%) . AUC,s DI (CV) 1% 8.87 pgh/mL (21%) TH 5,

BRI E N U — 27 OFG/ICBIT D KVT 7T ELOMIEFR Cp LONAUC 1T, BT THY
— A7 HBE LB BENEIN 37% LT 48%E < 72 oTc, T AT ELTIE, Chax (E 23%IK T L,
AUC IFZE L LgnoTe, FIT7 YV ORHBEREITIBEFOFEIIDDIDOLTRETH T2, 2L DR
Bix, NV —RAIDBPBEOFEIZPPDOLTHRETEDHZEERLTVD,

Gl

3>

RVT 77 O /BT O ERE (BRSO & 5%, VAF) X 1250 EHEESNS, 7308
NIRRT X7V OFIRNEGRBRIZ L - T, AT OSMERBOFEIZZENZEI 0.8 KD
13Lkg THDHZ ENRENT,

Invitro DF—X |2k B L. KAT 7T Eeide MY 7B LR FERT D (599%) , Rb
T T ENDOMBEY LRI B EDOFERIE RV T 7T EOVIREEITIRAT Lev, A A & Oufi i o> 36
W BESE U 7= JAC RE TR Lt 00 S IE I 0.441~0.535 Td Y . IR OMIEALSY & e & O RBE X
PTNTHDHZ ENRENTZ, MFEFIZBT S NVT 7 Z EVOWEMES L, TR O FFHSREREE %
BT HPHRETHONTZL I, MET7 VT I UMNMEE (<35 g/L) OEIZHNT 5, Invitro ([281)
LMHE S LRI FEARBRIC L 5T, TS EVVTIEERIEEICB VT hofEY X7 [T~
FE (~49%) FEATHZLIRENTWDS, 77V ORMENEITIRE T BHMICB O TRIBM
Zor L, invitro (\Z8 T 2 ME X X7 EEIIR LN D 36%ATM) Z EAVRINTWVD,

RATZ e, TAABELKRNT I TV NIER (CSF) FUSHEET 5,

RVT 7 ZENETNAEN /T I TV EfkR LT G LT IRIFRRER O 72 R 13 Bl T,
CSF D KT 7 F VIR OHIEIE 18 ng/mL (i gl /i L, 1IC50 22 %) Th
STz, TNHENVORERTIE, CSF ®HiEF O AUC it 30~44% D TH D Z L B3R S LT

Do TABEN600mg % 1 H2 RS LEGAEICALILDL E—ZREOHIX, 7 /37 E/LdD 1IC50

TH 5 0.08 ug/mL (L 026 uM £V b 9 fiFE, AKRERZ 2~4 KBTI 7V VRED

CSF,/ ML L D FEIEITHI 12% CTH o 7=, T 2 722D CNS ~DFET D IEME 72 R I OMa] & 2D
IRESA 2 & OBRTEIZ AR Th 5,
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RT 7 Z 3 OB RO TS 2035, T ESAEIR, 15 SEEEHR & O B0
% AUC ITEFIRREE COMAEF AL ED 6~10%Tdh > 7=, FHIRIZEBIT 5D AUC 1L E FIREE T M iE
AL D 7%, EGHERICBT 5 AUC IZEFIREE TOMFETH Y ED 17% TH -7,

ARNZEAL

KVT7 77 VI EIZ UGTIAL 24 L TRE S, DT 202 CYP3A iy T and (B h~=x

N U ARBRIZBIT 2 2REBED 97%) » RAT 77 eMImiEh 2 8R4 25 EEM{LAMTH Y,
REALIR L L TOREMT OBEPMIT D20y (B 58O 1%AK0m) . SR OH%RGED 53%1 KLk

RE LTHEPICHHtENS, 209 BT _RTUT B, REIIKTH D0, D WOIFAET-HEE S

Nz a BEAERBEEENTIES SNZ DO THLINE I DIEIARHTH D, SRNES

B 32%BRPICHE S, ZONFRIZ VT 7T ero—T AR 7 )Ly n U BlasiR (%5

B 18.9%) . N-BLT7 AF /L (BEHED 3.6%) . KO AN OB (25580 3.0%)

Thb,

TRT EIULEICHIE TR S, BEEBOR 2% NP RE(LA L L TR SN, & MIBITS
TR, T a— VKB EFERN TV a U XD S VIR RN S -V a
VEEDERRTH Y . TNHITEREGEDR 66%IZFHM T 5, b OMREITIR RIS D,

F 2TV ORBHIPEM O E/R R TIE R, 7 I T VU ERICREMIED T X TV OB IR
rFoTHREEND, TREOBENNSWED (5~10%) . 73720 & OREHIEEMAE /RO
ATREME IR,

B

RAF 75 E A ORKHERIIL 14 B ECTTh s, FHEFEMBIEMRITICIESS L. HIV R
BEICBTDANTORA S VT 7 A (CUF) 1349 1 Lhr Th D,

T 8T €O O SEIEITR 1.5 KR TH D, MIBRAOIEER S Th D AR e =Y R
(TP) DJEFIRREIZ I T 2 AR I D ST L 1 X 20.6 FFI T D, 7734 EJL 300 mg % 1
A 2 [BKERO#E G LI2RI2, 7T ELVOBEROH HEMITRD by, 730 L odkitx
R 2 /2B L, ZO®BRMAEIEEICIRTICERE S LD, JRPIZET 2 730 BV ORI & O
BALRIZ, T30 B GEDOK) 83% YT 5, R0 ITFEP IS SN D,

TIT VL THLNT P EEINL S~T R CTH D, 7I7V300mg 3 1 H 1 [EEE ST
LEFIZBNT, 7 IT7 VTP OMBANKEREEEINL 16~19 Kl ThoTc, 7IT7 VO
7 VT T AOFEHMMEIFR 032 Lhkg THY, EICAEI T AL N T U AR—F—RENTDEY
VT 702 (370%) X260 THD, BEREEL AT EE LG L LEEABRIZBWT, 73
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TV OB RS E DB A Z A ENRENT WD, J LT F= I YT T AN
50 mL/min R DO BEICB WL, HEOBENLIE L IS G2HSH) |

Y Eh R & AR 0 B

IEA L, AEERBR (ING111521) Tk, N7 77 B0 BAREE )72 HIV-1 I[ZE%: L
T BEBRE T BN TR0 T BARTER 72507 A L AVEHEAZRD H AL, 50 mg AT 11 B BicHT
% HIV-1 RNA O BEOFEIEIT 2.5 log)y THo72, ZOPLT A NV ARIGIE, 50 mg BE TlaAci&i
H# b 3~4 HRMERE ST,

I SZEINS

MAEF T 377 BV O O BT EED 2.6 R TH L DIZxF LT, EFKRBIZBITHULARE
JV-TP ORI -0 0 8T AT 20.6 FECTH - 7=, MIEF T I 7 0 O8H1H8 5~7 BEfE] T
HDHDITK LT, 7 I 7V -TP OMIBNKEREFEEINL 16~19 R E TR L TR, 2Dz
28 ABC KLOV3TC @ 1 H 1 [l 5 2 Bt 1) 7=,

el 70 R A AR ]

Vg
NRVT T ZEN, TARABELVKDT I TV DOENENOIEYERET — 2 B3G5 TW\5,

RAT 77 eV RIS CRE S TRt S D, KT 27 Z EL 50 mg O HEIEG2, 5
DOIFHEREREE (Child-Pugh 2338 B) 249 5 8 BlOWERE LUK & L7z 8 DR AIZKT LT
FEhE ST, MIEFRO RAT 77 EVRIREIXFRBRE Ch o7 —F T, HEEDONITHEREELZHT
DR BT DR BT AT RAVT 7T BV ORI, RS O 1.5~2 fFI28n Lz,
FEHE 7> B thA BE D TR REIS 3 2 A 5 A O L THEGRE o BT hnwe Ex 65, KTy
7 BV O I ENREIT S D B D IFHERERE E O ST DU T ORBRIT I L TV 7Ruy,

TR EATFEITHR TRE SN D, T3 ELO Y EREIL, 600 mg & CHER G 2517 72
FEDOFHRERE S (Child-Pugh 2 27728 5~6) 2 AT 2BFEZG L LTRBRINTWD, TOREE.
T B END AUCIZBIT 5 FEENEIL 1.89 5 (1.3252.70) . HEHIEEINIZ I 2 FEH &1
1.58 1% (1.2252.04) ZornL7c, 730 EVOUEEEEITN 20 EBT 5720, BEDOHEERESZ A
T 5 BFICBOTIREICET 2 TREZRHELE 3 72,

TEENOHEDOIMREREE LT LEBETHONILT XL -oT. 7 I 7V ORERYERRITAT
BEREFE S DB Z T EX T RN LAVRENTN D,
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TNRIENVTHEONTT — XIS &, BHEEROEEDOEEZH T 2BFITBNTHRY —X
7 O FITHELE S u7e 0,

BrERErE %

RATFTZ SN, FITURORNT A ELDFNENDOIEYENRET — 2 N ELNT W5,

RIEALIRE L COFERZ OB VT 7 2 AL AT 7T O Tz, BEO
EHEEEREE (CLer<30 mL/min) %A 3 2HBRFICXT LT, KT 77 Oy EEERER 2 i L
7oo HEEDOEHRERE (CLer<30 mL/min) %A 7 D #BRE & xR & U7 EFegkBg & o ¢, BR
HC BE LSRR DE I A DR D o 7o, BREBEREOFEWIZ TR SRV, BTEE LR L
L7= RVT 75 e ORERIZE L TR0,

T AT EAZFEITHIR TR S 4L, 73T B DR 2% RE(RERE L TIRFICHRE SN D, KH
BEREEAT2EEIRBT 27 0 B OEYERIL, BEENER RBE LFKRTH D,

FITVUORBRTIL, BEERELZAETOIREICBW T VT 7 ADIK FIZ L D ifERE
(AUC) o#Emm»rEni=,

TFITVVDT—RIHESS L, J LT F=0 7 VT T AN 50 mLimin Rl DBEEITHLTHY
— A 7 OFEITHERE S LR,

T

HIV-1 [ZEG LT ANDT — 2 W= RV 7T ©L O RHMEM R EREMATIC BT, FElniT B
VT 7T EVOIEREEICKH L TEKRMICERDOH 5B L LTI N2 ERNRSNT,

DS 65 IR A WA DPWRE 2R L LIc VT 7 I e, TABELKRRT I 7Y OEYENRET
—ZIREN TN D,

Ll b oA LRI K DIERIRRO & 5 HIV-1 [T L 7= F A (e 12~17 %) 10 Filicds T
D RVT 7T ENNOEYBREICOWT, FAT7I7E050mg % 1 B 1 EREGELESGDO Kvr s
TENOIEFEREIT, KAVT 7780 50mg% 1 BH1EEE LERACBTSEREFBETHLZ L
DR ST,

1 HIZT 3 EJL 600 mg e OV X7 300 mg RG-S BHVFEICB W CRIATE 27— 21
RONTNWD, EWERE T A —Z TN THE SRR EFERTH D,
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Y REIEESE D LRI

IR CTA U D R ETN, RT 77 BN OERYEE & EEMICEROH HREEE T
FEED LV BT R F e, BEEHRE 24l LR cCNESINZ7 7y —~a )
J 27 AREE W2 A ZFRFTICE VT, KT 77 EREIME UGT1AL B {5 2 5 5 915k
F (761 X, UGTIAL 2407 2@E ORBIBE L 28BN 26T 2808 (41 41)) &gl
TRATZTZELNDT VT T AN 32%K< . AUC 1% 46% 70> 7=,

PRI

AN Z X5 & LT 5 T AR S OVER T ARG RRER CFF DAL 72 K ENRE 7 — &% & W7o REE [ PK g
HricksnT, Ml FvT 77 e oigiE &l L CERIRIICER D H 2 5082 RIEFI 2 &8
B ST 72 o 7=, PEBIDY PK /8T A —H I T8I L5 < }:\ RATF 7 I, TRAEILX
X7 I 7V COHERTIDBMNETHD LWV D BT AT,

PN

RN 2 )5 & U7 055 1 FE K OVER T AR ARRRER CFF D L 7= K Ehie 7 — % & W 7= RESE [ PK iR
Hric T, ANfEIX RAVT 77 eV oigg eIl L CHRNICEROH 28 RN &0
oMo, BARANERE IZXT 2 HERR D& 5% 0O RVT 77 EroiEyEiReiL, Bk Ck
E) OWRE THONTZ/NT A—F LHP L TWD, AFEMN PK /8T A —Z [ RIFTEEICHESL
L RATTTEN, TRAOELIITI TV UVORHERENVLETHDL LW ) T BT AT,

B % C BT & D B

FHE SR B EEMRITIC BT CRBUIFR W A LV AD BT RALT 7 5 L ORER 5 Ll
RHNCEWR D B DB RIE SN E2VURES Nz, BANTFR 2B L T L EIZEE4 5
%%@%?~&i@%hf®é (44 HZH) |

5.3 MEREKEREET—4

TRHENLKRNT I Ttz %@%@EbthmeﬁyF$Hﬁ%ﬁ@ﬁ?%ot
ZlERRE, @B ?6%»777&» TRIEALRNT I TR L AREICB LT

FIHTE 27 —=Z1370,

28 BTV S O3 A JE

RVT 27 Z VIR, invitro TORMIE & OIS ZEMINERER . & 0% in vivo TO - i/ MZaERIC
BT, R R Ok B F I R S R o 12,
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TARAENKOT I 730N T MERBRICEB W TERFMEEZ RIS oo, fioxX 7 LA
RFHEARLFEREIC, v R ) U7 4 —~< R BRE D in vitro TOMZLEERBRIC BV TR DNA 8
WMERET D, TXHEALRT I T VU2 LEESAI2E8T 5 invivo TO 7 v MMERBR O
it BETHo 7=,

Z I 7V invivo BRERICEB W T e HilfsmtE bR LT ey, 73 BEULIL, invitro K OVin
vivo & B2, RER SN EIREICBW TR EREE A5 i Z 9 REEEN DT H B,

RVTF 78N, TADENVKRRT I 7Y ORI L D5 ARMED ATREMEIZ D T ORERIX 5 i
INTWARY, LT 7T EMITTAKRDRT v MO RIEBR TP AL RS o T,
F v RO~ 2 AW EMROKEGIZED2DRAFEERBRIZBWNT, 737 V0300508 A
JFHEDRREME S RS o Te, T AKDRNT v NEHW=T N EVOROHEIZ X 55 AJRMR
BRCIE, MR OEREMEIES O A OIS ST, B IE, WRE & & ISHEDO TR IR M O
DREEIRZAET, 7 M TIEIHEOFRIR, ORI, BEt. U o ~Ei& OB PRI &4 Tz,

INHDGEO R, EHEOT NAENLVEEG LIZLEICAEL, w7 RZBWT

330 mg/kg/ H X V7 » MMZEWT 600mgkg/H THE U2, fisbE LT, w7 AIZHBWT 110 mgkg/ H
DGR TUREENE LT, ~UAKRDYT v MBI 2 EREAR CORRERIL, 1HFEFIC
BiIde hOEFREFEED 3HEROT HICHY Lz, 2 b 0T ROBROBEIZI R CH 523,
INHOT—XFER EOFIEN e MIRT20RARAEY A7 & EE S AREMEA/RIB L TV 5,

g 5Tt

FHERNT 77 ML DEMCO 2 BIREOREL, 7y b Q6 BET) KO/ (381
FT) FHWKEROEGHFEERBICBOGHES TS, AT 77 ELORIOEEL,
7 v MRV UZET 2 BRI SUIE BRI TH Y . AUC (233 < #2855 T 50 mg % 5-FEC 1T
5t NORKRREREREOZNZNR S HEE NS FOLFRHEREFAELLHETAHALNZ, T
(GD) REITA RS O R GIC L 5 b D EEZ BN L1280, mykg XiE mg/m® BALA Z DO
PRI RET 2 RV E2 T 2 72O OYI R BN TH 5, VcBIF 5 GL AL, B~ mgkg
MR (50kg Db MZHSL) D 3044, 1 HOREKHE 50mg Ik 5t O mg/m’ 4 &0
1 FoEGETHEL,

FMERERICEBWNT, 7T EMET v ROV IVIZEBWTHEEDOEMZ /R L=, Z ORI HE
IRIATH D, BIRKRBRICBWT, TV EARHEETHDL LWV BT AT, S HIT,
T RGO B CEE IS CRE SN A MO EERLOMRB OFHEIX, & MIBWTED S
TR,

39



QUEMIZHTEDT NI ENLDOEEZIZ, ~TAKDT v b OOIRIZIB W TEE DL FFEMENTRD 6
Nz, EHBEET. £ MCBWTTFHIEN EHBRTEED 7~21 £ITHY L=, ZOFTRORK
A BE B IR S LTV R U,

A Bl R

TR BRICB W T, RV T 7 I8N, 7 I 700 OT 0 VO REEERIEN
RENT,

HHET > M RVT 7T e nkeh U, ik 6~17 B E OHIFEIZ 1000 mg/kg/ H £ TH 5 &% 1
BUTCRER, RHMEEME, JEEmME I B iéb@ﬂok(ﬂﬁ’%6<ﬁﬁf\7ﬂw6w
LT X7V 20 G LIcE O 50 mg # 5K 5 8 N ORRKIBREED 50 %)

AR RVT 77 0% E L, TIE 6~18 H H OHMIZ 1000 mg/ke/ B & THG- B2
B LIRS, BEEME UIMETMIZAE U o2 (AUCICESSKHE T, 7B EALRNT I
DU ERBEE LA D 50 mg BEFHIBIT D b FORKRIRERED 0.74 %) . UHFITBWT,
mmmygcﬂm’%o<@ﬁf 7AﬁtW&U?‘7V/%ﬁﬁ&5bt%é@ﬂmgﬁ5ﬁ

BIF5 b NOKBRERD 0.74 %) 25 LI-GAC, BHEEE GBEEORD, 3# RNV 72
wﬂiﬁw\WE%mmﬂ)ﬂ&Emto

AR BNT T 2 TV AT E R E R o728, U FICBWWTE b THELND TR
BEICHYS T 5 RS IRER TYHRE L OBINAAEbNT-, T v FTiE, IEFITENE
HIREETH > CHRBROEEIIA Lo T,

TANHEMET v MBI DRAET ORI OIIRITKR L TrMEZ2 R L2, U FIZR 0TIt
ERSIRIpoTe, THHOFTRIZIE, RIROEERD ., KILZE, WONEREE wk, F81
HRNET KR OSEEDHEMNN G NIz, ZORIBREFEEDIZDIZ, 730 BV O TENED ATREMEIC
B L Tl 8 & 9 Z L3 T& ey,

T v MBI AAMERRIC L > T, RAVT 78, TXBENLNKRT 2720 MR A SEkE
B ZRIES RN ERENTWS,

6. HAFEMREE

6.1 HhnYy—

BEAIEL
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Tx= kA KATF7IeromE | 2nboRFE N | 7=k o1 ARFNO MAFRREZK | 2 DOEFW RN

7 x )N BEH—
v
A3 A XY
Y v (St.J ohn’ s
Wort, >k« U=
— X U—NE
A

TREZIETSELW
REMEDS & 20

SEE R A
CYP3A4 K U* UGTIAI
EHEET LI LT L
D, KATT7TENLD
R#EES D,

T )N LEH—
V%
DNAR=EE
A TF XY
Y 17 (St. John’s
Wort, > bk « U3
— X T—ME

AR

TEEDLAREEDND
D

AITF XY YV UR
CYP3A4 KX UGTIALI
EHETHILICX
D AEIORE e E
INnb,
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KAVT 7 ZENT U DA TN VR

W 7 IT7VUEREEE

Nt A<V % N Ry AVN

A LOER

DRVl <V

KT 75 Lo bE
o E % Cmax C
43%. Ct T NR%IET &
B OREND B,
KVvrr7Zend LT
50mg % 1 A 2 [AlZHY
BETHOHLENRND DD
T, AT 77 e
B & AKA O 12
R ICRET 252
ks

7
Uo7 7T
CYP3A4 K (% UGTIAL
FHEST L LIk
D, RAVTFr 7 JEeLD
R EEIN S,

R A SV <V

A A o i 5 R E A
Cmax T 43%. Ct C
DRIET 7= L O
HERD D, RIGHFHESR
KOA 777 —FR
EIRPIALOHT HIV FIZ
L 2RERBRDO D 5B
FTIE, AH 50mg &
1 H 2 [EIZEETDHZ
L, 7B, HIV A VT
77 —BHEKICHT
LA FET HHEHET
I, AAIEPEH L2
Z&,

U7 5 By
CYP3A4 X% 1* UGTIAI
EFHET LK
0. KA SR
N5,

LAt F A Mg,
Al%) 5 H R

KT 7 Z e o
R % Cmax T
72%. CyC T4%IE T &
w5, KENXSAN S T
FrEREAORE 2
REMIRT XL 6 B D
BRI NS,

INOLDOZMh T A
LEER R T A Z &
ik, "Avrr e
VO WIS E S
%

St T A Mg,
Al%E) A 5H

A H o i 5 R E A
Cmax T 72%. Cy, T
T4%IE T S/ 5, KA
iD= Sl
el OB 2 R i
1L 6 RefffE O 5-H3HE
"D,

INHDEMH T A
LEERE IR T A Z L
2L ABF ORI
HESN 5,

BREN, BT L
ERBA (Y A
v NE)

KT 7 Z Lo Mg
R %2 Cmax C
35%., Cyu T 32%IK T &
w5, BFELFRMECE
BT 256 %kE, K
BITEA, BT A
EHERANOLEE 2 HER
AT 6 WRefilte D5
NHERIND,

gk, T AL BEER
ERET A LK
D, RAVTF7IELD
WAL ABFE S5,

BEHKI, LT A
EHRA (U R
vORE)

A F o> . 5 P E &
Cmax T 35%., Cyu C
NRETFEEE, 5%
L REFIZEBIT 24856
EBRE . ARFNTEAI,
VIRV N R[]
B 2 BRERIRI UL 6 B
Mg oORLENHELE SR
Do

B, T L BEIE
ZHRT 5 Z &I &
D ARFHN ORI L
Sha,
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NVT 7 ZENFT F VUL TADENLERE « 7 X7V VLG HE

NIat/ A =i % el NL Ry VN

A LOER

A RFELI

A RARIJLI OMmiER
TEEEE RVTF 7 el
50 mgl H 1 [Bl# 5K K
N1 H 2 EELSRET
Cmax CTZILEIL 66%
& 111% 7 & &
5. FRIZOFHEE OB
TR R OYE T BRI, E
BRCBIETDH b,

KV T T E LD
OCT2 } X MATE1 ®FH.
EERIZED, A RAR
X OPEH A HE &
NWDEEEERH 2,

A KB

A AL o MmEEF
T AN ES 5
PEND D, FITOFRE
15O B A RE R O T B
M, EEELBIET A
&,

A FH O OCT2 K O
MATE1 O BRE{EHIC
LD, AFENLID

TH ) =) TARIAELOREIT | TR EALNRT L3 —
Z)—=NIEHEER | VT Fabdr—8on
LB, TRAAELD | REEET L LTS
AUC BRI 41%8N LT | BB TS,
N, =X ) — D NH
EEEEZ T 2o
EDORENRD D,

AP R AV RO 7 VT T2 | AR

AN 2% L= Z &
o, JFHT BRI
AV R OEEN LI
ERDGEAEBDD EE
Zbhbd, B, TN
H E VO I BRI
RNEZROSH DB L
Z At )y o 7= (Cmax
M 35%8 L, tmax A3
1 RefHIE & L 7223,
AUC I3ZE L LienoTe
EDRENRDH D) |
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RATZZ LT RY Th s TR ENRREE - 73 7V REE

KATF7ZEenrr kY on

A LOER

AT 7 A N
Ve YA K
7'V AAH

ZIT7 VD AUC R
B%REML, 257V
T T UAD 30%, B
VT T AN 35%RD
Lz DWMENRH 5,

B 51 2 PRl 75
ITVVE YA LS
Y LTHATHEEL
BTV S,

TARITEES

FANICEIT 5= A b
Ve =1 mitk
wnEbL, 237
VERT AR UHE
Y OMENEETT D &

T AR THEEIZL
VIEIRE D HIV-1
s B 8% 55 AR 1 D it
ERIZITITV L
FEIZ MI84V/I N ETH

DHEND B, n, 37V A
NP ANARE 311
HEETeT A VRS
FRMEIEBIL TV B,
<)
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RVT 7N NU DL TR ENERRBE - 7370V ELEEE

FAVT 7 ELNTF FY DA

fEH ForE

4. BI{ER

st OEEARFER (ING114467. ING113086, ING114915, ING112276) IZ
BWT, HLHIV EIC L DIBRERBRBROBRNEFERGLE LT, NV T 7T
EJL 50mg KOT SNBSS T I TV (6001300 mg) EOFHEEE LT
LA ORIERIX 40% (679 B 274 ) 258D B, EARFIERIXEL
(12%) . REYE (7%) . 58 (6%) ROEEED Fv (6%) THo
776

(1) EXGEMER®
1) BEE GEERR)  TADEALOREIZL Y RAIR B &
£E S Zlifas K N2 H MEORBBUERH bbb Z ERHDHDT,
BlE2h ATV, UFIORT &L ) 3B UERR S bbb
7=HEIiE, EbicEETRIEL, @URAEERITH Z &
( TEERLEANER] OSSR |
RIE: BB * (8%, BUREBMERS UTZERS) |
S MALBE
SHAESS : IES *, MERE *, T8 *, 5% *. OREER
MRk ER  MRIRERE <. B ¢, BEER. SEMRR{RAESER.
RRF£
GRSk EE . BERE
ik : 1) kgD
FFi% : Fr R B EREE * (AST (GOT) | ALT (GPT) %
nLH) . FFX2
HEE:mE . BEMN (EUpnE. HERS) . B
. CK (CPK) &
WRE: VLT7F=VLER. BF2
IR : $EME %

4. 8l¥ER

<AH| 1B 1 [EHEE 2B LR >

W OEE KB (ING111762, ING112276, ING112961, ING113086.
ING114467) 128\ T, Hi HIV 2 L D18 O /o RE LI
B A BEENRE LT, AAI50mg % 1 H 1 EEEL LZGE ORI
TERIE 33% (1,364 B 452 1) 1238 Hiv, FERBEWERITELD
(8%) . TH#i (6%) KUEEM (4%) Thot, (K

<AH|1 A 2 FHEG 2B L7 >

WA OEERRER (ING112574, ING112961) 128\ C, HT HIV iz &
HIEERBRMRH Y . O HIV A T 77—V IHEANCMME 264 5 K
FraxgE LT, AAI50mg % 1 A 2S5 LHAORITERIL 27%
(207 BilH 56 f51) (ZERD B, ERBIEMAIZEL (5%) . THI
(5%) KOEER (5%) Thotz, KR

(1) EXGEIERY
EHIMEBBUEREIEE (1% : PIHER & LTRB., BELRRS
. S DICIFHERERES, U o EiEIR, AFERERIE S & 1 5 ERMED
BEDBEIERNS S 5bND Z ENHDHOT, B8E THIKiTn, 2
DX IERD D SN BAICIE, HEE2PIEL, B@URLEEIT
52k, B, BEHRIEH GRS, FE ITHEREREE S ORI A
HOWVTBIE LT DI ERHLOTHEET LI &,
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FVT 7 ENTF FY DA

— A AT T ZENFT RU DL - TARENAGERE - 717 VUG
EH EoER E0fth : % . BE . BEE . ®BHE . BE. UV

2)

3)

4)

5)

6)

NEIER. MEFET., HEEE, 7F205F>—
FTANHENVIC L D BBUERBLEE D S H 10%U RIcAH B
TEdR
A BBUEERE EEARH) . ERMERBUEEERER S 5
ONDZENH D, PIFERE LTHRE, BENRAELIN, SHIT
JFrgaEREsE . U L EIEIR, RIS S A ) BIEEOEE R
WHOERR S SN ZENH D DT, BEE+DIITH., 20
EORIERND b -HEI1cid, BEbickEa PRIk L, @R
WEZEITH Z L, ok, BETIEE RS, B, ITHERER S
DFERDTRD D VNTEBIEAL T L2 NS LOTHEET L L
( TEEREARNEER) OHESR) |
&R FIEFERMAE (Toxic Epidermal Necrolysis: TEN) &
U EHIEIRAEZEE (Stevens-Johnson fEf&E) . S
(BEEEARBA) « REptER R BSERRIE, R GRS e, AL
BRHHONDZERHDHDOT, BEE+oIITV., HE, BRE
i, HEOMERE., 0E « OEREREOERES OO A, FECRIED
K. FLEE, WHEENS., Z 9., 2FBRREORENRO LN
LAaIEbICEG 2P IE L, @Y el@EEiTo 2L ( [EE,
EAWEE] OEHZWR)
EELMEEE (1%  RIFEREE. LD, g, [
MERAD . AFHRERED . f/MRERAERH oD Z EBH DD
T, EMCREZIT S 7o PBEE H0IT0, BRERED LN
2% AaiE. BEEPIET 52 LBl AT 2 b,
BER BEERR)  ERRHODONDZ ENHDHDOT, EHH
WZHREZAT O 7 B E 01247V, RERRED LN HEIC
1T, B EFIETH R EMURAEEITY Z L,
EB7 Y F—SRARUIBHREICK 2EEOFEKX (BRI
(BEEEARH) : HEE T v R— X R OVEIAIEAEC & D EE O TR
BHOLLNDZ ERHDHLOT, EHMICHRELITS 2 B2+
ATV, BERBD LN HEITE, 5213257 Kl
TRAVEZITH Z &,
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NIt/ A= % el NL Ry VN

A EoREE

7)) EBUREAREE LA - SRBUTEAE DS B Db b Z L
HDHDOT, EHICHREZIT O 22 PEEE ATV, BN
D ONTHEITIE, #BEE2 P AR WU RLEEZITY Z L,

8) Za—ANF—HHERH), HIEAKRE (%K) | E Y
AH)  =a—a T — EELIREE, BN HODND T D
DT, EHMICHREEIT O R EPBIEEZT5ITTV, BRENRD
LN AITIE, B EFIET 52 SR NEEITY 2 L,

9) ILFL (%K)  DAERHLEDLNDLZERNHDHDOT, EHH
IR 2T 5 72 EBIEE 01TV, BERARD LN HAK
i, B EPIET AR CHEUARLEEZITY Z &,

1.7 - p. 19

=




— A

RAT 77 EnF U DA« To50 E)VERERE -

717V U

Nt A<V % N Ry AVN

A LOER

() ¥othoBEEA >

(2 F0HoBIER Y

1%Lk 1%k HEETH 29%LL E 1~2%K#E | 1%k EETR Y
0% PRSI X G FAR
RER IEEAGRE GER PE SIS IE
{5eRE
RHRAE, BEIG. 7% | 85T, RE, w8 | Kitt==2— BHE . AR
D F U, BE [ IR g RF— K JE . ® F
ﬁ*;% R, 5%, Wb ﬁg¥ W R
R M, BRI S| e
L, T, OUE | RREEE. MEVR. | SR, IEERE oL . T | EEERW. | E AR
M. SN, BEEEE | B [i=8 N 5337 %, NETE
SHIEES i, VHAEARE, 8 SHIESS
AR, B A&E
TR R
BT it T2 g 14
gE | COTHE MEE [ BB, S 2T WS BAK | g N
- HE. FI2e - FE
i A L YAL Bk BUk, 4 | BEL RIEH W57
VIV UTRRER | B E L K
25K B OBEIRR. Sl | . BRI 25K
Ve, FLEESK
vy | CPK E5
R, 7L
FRERIRE TF=
=

D) BWEROBEEIZ W T, B HIV BYYERE & x4 & Uzish
PR BRI S X ok LT,

1 2) vEsh iR ER (ING111762. ING112276, ING112961,
ING113086, ING114467) LISt 54 S 7= BIWETIZBERE AR &
L7
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fEH EOERE

TRl BIE:

{KNEN D -4y
i/ B (W
L RERER D
MeRhsEIN, R
FEER, BT D

RSBV REWiwA . B
REREE g, MmiElE
RN
W) . 72
55—,
e LA I JiE |
JiAK
ERU HEX
HREREE
RAER . M. | RS, B
R
R
B 2R B I JE
AU REOR R B, O
PENABE TR, AT
K., REX
FEIRER 3N @%W“
%K. MR
= EREO
PRI
U v RER
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RVT 7N N DL TR ENERRBE - 7370V ELEEE

Nt A<V % N Ry AVN

A EoREE

10 ik

DBIE

ALT ¥4/, AST ¥4
m, ey Lre
U, fd s v
TF =8, i
FEHEMR AT S,
W R RN

ERERIRE

REREA, M
7R R
P mEE
. A A
IR E R
FELE G0, 1
HR B R R MR
o iR s v
T TF IR AR
¥ — ¥
o, A~y
Uk R
. A=
AT a— )L
hn. I AR AR
W, FEHIR
MERZSAEH N

1) BIEROBEEIZOWTIE, BN HIV EYYE B 2 x5 & U= s AR BR
i (ING114467. ING113086. ING114915, ING112276) (S & #i L

7=
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RAVT 7 ZENT MY TN - TADENGRBE - 7179 VELAHE

VT 7 ZENF R DL

R EoEE

5. miE~NOKRE

RVT 7T, TABELKRT 2TV OmEmE B 5 R Ehhe

RSN T, —RICEEE TIIATRREE (IFHRE. BHRE. O

RERESE) BMETL TRV, AHEEZA LTS UIo A %2 HH L <

WAGEMNZ DT, BEOREZBELRRLERLTRETSZ

L,

6. TR, EiR. BIAREF~AO®RES

(1) FERSUTIEIR LT A ATREPED & Bk AT I, 18 O REPEM
falrit s A5 LMW SN A5G AICOREETHZ L, ERT
DO LT D2 AMITHESL L TR, E7-. BimERICBW
CTRAT TN, TRAELKORTZ I TV ICEL RO L
NI Tnas,
RVTF 7 Z e Ty NCTHREBITHRRD LN TN,
TG EI IRV T, TN BV T FE ORI R AR R
WHETHDLZENRINTND, Flo, B (T FoR) 128
WT, TN BV 500 mg/kg/ H XU FENLL Lo SR [ERK A
mICBIT 5 e haFgRERE (AUC) O 28#%] T, IUIMBIRIC
x93 BN BEORE, ZREOGFE, WK, RERD, 5
FEDHEN) ARDHNTZ & DFERH D,
TITVr I TITVVIEE MR BRET S, HAEROIMIEF
T T VU, RO REBLO Mg oK O o R EE & [
UThrIePEINTWS, B, BEsR (Uv¥¥) T
RN (REIOMIE B OEM) RNRESh T3,
TARBEN,TFI TV X LA R G A
(NRTD % 7= PG UL RS S - BB R ORLIRIC
WT, 2 har RYUTEEICLS EEZ OB T—BEOIM
EHLBED FARFEINLTWS, F-, EFICEIICHKEE
ME, CAMARRRIE, thoMBRERbMESN WD, LR
NH, INHHEGE NRTIO - NIREE, J&EEIRE L ot
WIMESE LT R0y, ]

5. miE~NOKRE

AFNOEEE 31T D IEMBIEIIMRET STV Ry, —RICE RS Tl
AEPEMERE (ITHERE. TEHERE. OBRESE) METFL TRV, AUHEZA L
TV IO Z A L TV AEAENRE WO T, BEDIREEEZ B
LABNLEELTHRET L L,

6. TR, EiR. BIAREF~AOBRES

(1) FERSUTIEIR LT A ATREPED & Bk AT I, 189 LD REPEN
faletE % BlE 2 S s 2 BEICoRBE5 528, R
DO LT T D AMITHESL L TR, B (S v k) T
MERAT RO LTV 5, ]

Q) AEFGPIRLETIESES 2L, [ FORITICBITTS
PENIRATH D, BWERER (v b)) I2ES<E, B MIB
WTHHHHIIBRITT A Z ENTIREIND, o, —BICHIE~
O HIV B EH T2, H 5 2R TIZHBWT HIV TG L7
LRI T RE TR, ]
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RAVT 7 ZENTFT R OL « TADENGRBE - 7179 VELEHE

FAVT 7 ZENF FY DL

R EoEE

Q) AFBEGPERIRALEZPIESESZE, [FATTTEL: Ty b
IZBWT RAT 7 I EABRHAITHFICRATT 2 Z L AME SN TE
V. B MZBOWTHILHHTICBIT T2 2 R FHEIND,
TRBENL : Ty MTBWTT D B R OFOREW DI T
WBATT D2 EDNHEINTEY, b MIBWTHHINPICBAT
TAHZENTHEING, 737V Rokb5Esn-737o0
e MR HRICHRE S AL, ITERORE LR T (0.5~8.2 pg/mL)
ThHHI ENMEINTVWS, £/, —f&IZ, HIVOILIE~D
ITHBET D720, HHWHRUWTICEWNT HIV TG U7 ZotkiT
BT R&E TRy, ]

7. NRE~ADEE

RHARER, AR, R, iR

WU (BEHBRBRI 720N

8. BERS

HMiE-ER: AT EVOREREICE DT —FIIRLN TN D

FRREBRICI VT RVT 7 )L 18] 250 mg £ CREEER A IS S Sh

UT/NRITH T 2 a3 LT

=73, JWT%ﬁu“fﬁﬂiﬁ%éMXWWNg B, TAABENL, T
L7 VI AEEER 5 X D RE OB, IERITRD 5T
[/\

ME : AFOEER 5126 U TR ZRIERIET 2V, BEEEDOHAI
. EEESESL, WEIOS U GEE R RREERIT) L, KT
T EMIEWEARBEREAFTL20, MEEITCLVBRETE S
%ﬁm&woﬁwmﬁr ZIITRENTWRNN, T I T UTHNA]
BETHAHZ D, VEISUMKENT 2175 & &2BETH2 L, 7
jﬁa TN BV BB BATIZ L D BRE SN D0 E S 0TS
DTN,

7. INRE~ADEE

ﬁﬁi%ﬁ . BrER « BRSO 12 R LR E 40 kg A
DN ﬁ#éﬁé@iﬁibfwﬁw(ﬁﬁ%%@d&w)

8. Jﬂ;?“'—i-

xR mERGICIAT—XIIRONTWS,
A 1 18] 250 mg F THRFER AR G- 7208,
IR TV,

B : AF O ER 5T U TREBIZRTBRIEIT 2V, mER G O5E1C
W, EEERSHES L, MEIDS U CEY e XERIEEIT O 2 &, AANT
BWEAMEREAT D20, MIGENIZ X Y BRETE 2 alRErETK
A

g R FRER 2 T
FHITE RVEWERIX
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RVTF 7T F R DL TAHEEEEE « 77V VEGEE

FVT 7 ENF Y DL

A LOER

9. EDMDER

(1

2

€)

“)

AFNOER S D—2>THDHT B EMZHONTIE, MEZ N
TR CIIEREM 2RO o720, B FU %8k E W in
vitro Ye KB RER, ~ 7 RV 7 3 —~ B &L O in vivo /MER
B CIIGME 2R, 2 b OERIE, in vivo X in vitro (T30
T, AFOEEEZ AW -5 Ic W R aR RS ERIERN A7
HZEERLTWD,

AFNDERIE S D—D>THDHT AHEMIHONTIE, w7 A/
T v MZBT 2 EHNAFMERBRICBW T, AR, R, B
fie, BEBE, U 8Hli, BNHARSEICEMEE A A DI & OIS
NhH5 (BRAEICE T e hEFRER (AUC) D 21~281%,
T2 LEER [ MW TS T 28 EIXFELRY) OfEE
WIZOWTIHN S5, 1 OT, b MIRT 2EENGRYE & 15% E
DA Z 43T 5 2 &,

AR DBy D—2>THDHT S HEMIONTIE, T8I EL
Z2EMBE LI~ A KT v MTBWT, BRELHAEMENR
o [BREAHAEICB TS MaHFE&ZE (AUC) @ 7~211%
DOHE]

ABNOFHR G D—2ThH DT I 7V UAIDON T, #EismiER
BIZB DT WK EFRIEREZ R LI L ORERH D, £
2. BEHORAUFHERBRICB W TRBAMEZBD otz & O
ERnHD, [b MR SR E A 2 e to R B R Tk
300 pg/mL LA b, =7 2 U LR IEHENE A O T AR - 2R AR
TIE 2000 pg/mL LA ECREMEE R L2, ~T ARORT v b &AW
EHONAFERBR T, BRHZEICBIT e Mg IREE
(AUC) D 1015 (= R) RUS8FE (T v b)) £ TORERIC
BWT, BRAEITREO 6ol ]
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RAVT 7 ZENT MY TN - TABENGRBE - 7 I 7V VELAHE

FVT 77T R DA

A EoREE

®)

(6)

WA CTEMESNIZT 1 AT T 0 738 (1956 %) 2B\ T, 7
NI OS5 BRIARTIC HLA-B*5701 DA 7 U —=> 7 % Efi L
ROEL . AP Y —= Y % Ei L HLA-B*5701 A& 254 L
BRI B EERIE IR B b A IMBUE O RBBSEE N, Th T
N 7.8% (66/847) . 3.4% (27/803) . EfE v FTF A MLV
RS NTRBUEOFRBUEEN, TNEI 2.7% (23/842) . 0.0%
(0/802) TH V. HLA-B*5701 DAY V—=2 F DFERIZ LY
TUE OIS BB I FH FHNCH BRI 5 (p<0.0001) Z & A
RENTZ, £, ARBER CIZHLA-B*S5701 2 A7 ) —=7
L 72 WEEIC B TREFRAEIR 2> BB UE 23 e oA = 66 51l 30 51,
R G F7 A M CHERR SN 7B BUEE R 23 5114412 HLA-B
#5701 ZH LT,

HARANIZH T 2I8BUE & HLA-B*5701 {4 O BIEMEIZ W THER
TH Y., HLA-B*5701 DRFHFEITAANTIE 5~8%, HAANTIX
0.1% & OHRENH D,

YL HIV O ZHIDFHHEEZ 2T TS BE 2RI O ZED 3
BMEEZRE L= 1 A0 T ¢ TEEEFHIEICB VT, T/
HENAOMERABRLED 6 5 HUNDOBRE TLHFEZED U A 7 )38
MF 2 EOREND DR, ERRBROGA MR 2 Fh U7 fE R,
KRR & Ll U C 73 BB B REOMREE 72 DA ZEED Y 2 7 (%
WO OLNEI ST, TN ENL ELGREEOEICOWTIE, B
ED L ZARERRITHTWARY, TRHFEE LT, 7T ELEE
TePt HIV #E 2 BltA T 256 121%, BBk DR B OEERN Y A
7 &BRE L, @milE, ®IBMAE, HERP, WU OUGE TR/ T
RCOV AR ER/MES G D100 EEZLEHZ &,

SR LT
VRA S0

2014 4 3 ATERE (55 1 hR)

(ke

1.7 - p. 26




#1.7-2 FERE (SITPY - PRAEILHBRIERA) & OXhEE -

PR, Ak - AE. ERALOFEOHER

— 4 RVT I N R gL TNHENRRE - 77V Va6 T I TV TNH BV TR A
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RVT 7N NU DL TR ENERRBE - 7370V ELEEE

F TV TG BV e A

AR O bt

LEEFIZRAT 7T RU UL S26mg (RAT7TENLELT
50mg) . 7 /NA EVEREESE 702 mg (7N ELE L T600mg) . T
IT7VU300mgEEHT DT 4/ b a— ME
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DOWF & G
535z Lk,

U RFEALTT—R
[N A=Al 4
PRLEAI & PR B S L
WA, FAT
77 ENnE LT 50mg
1 H 2 EICHEE
DVHENHDH DT,
K7 77 e |
T ARHNIFH- DK 12 B
RN = S
L,

CYP3A4 K1} UGTI1AI
FHRESTAH LT
D, KAV7F7ZELD
Rt s 5,

)=k bss
ZF5, TNHENLD
AUCHFI41%H 0 L 7=
N, THJ— LD
ITHE L Z T o T
L DORENRDH D, TN
B eIV DOBLS
M, EERICEE
MAEEHEIZTEZ LN
TR0,

7Fr—tofR#EEE
ELTHAETDLEE
AHNTND,

methadone ([ENAFE

7E)

methadone ® 7 U 7 5
VA% L= 2
Enb, PEHT 2RI
!X methadone @ Hf & 73
VLR DGEEND D
LEZHND,

B, TAAELOM
FEEILERRERD
B OB EZT o
7= (Cmax 73 35% 8 7V
L. tmax7S 1M TR
L7243, AUCITZL L
wmotn) .

ARy
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T I TV TND BV R A

R EoiEE

7y E LY

RAF 75 e oimiE
R E A2 Cmax C
39%. Ct T 75%fK F &
T DHREDRDH D,
Kvsr7Zend LT
50mg = 1 A 2 [BEH
BTOMLEND DO
T, AT s Te
Fl 2 AHF 50K 12 K
MgicEG 52 L,

rET B

KT 75 Lo
FRE AR T S A
MR DD, KT s
ZEMLELT 50mg %
1 H 2 [EZEET DM
HRNHDHDOT, FLT
77 VB & AR A
H-oR) 12 iR 255
THZ L,

Nl SN SRR <l VN
CYP3A4 & O* UGTIAL
EHES LI LTk
V., RAFZFELD
REB RSN D,

RAT L
V) R FEL

RAVTF 75 Ao miE
o2 % Cmax T
24%, Ct T 49%fK T &
O REND D
N, HIV A VT 7T —
£ L& Al O 1 51 Br D
AT S AN TR P =
ARG OLEIT R
v,

RAT LT ENN
CYP3A4 } " UGTI1Al
7k S A Nl N §
D, RAVTFTFENLD
REB™EEEN D,
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RVT 7 ZENF N DL TR ENERRBE - 7370V ELEEE

F TV TNH ELRR R RLA

A EoREE

N il

KT 75 e omiE
R E % Cmax T
33%. Ct T 3% T &
Tl DHRENH D,
KAFZ7SELe LT
50mg % 1 H 2 [ENZH &
TOHIMENHDDT,
N R % P ke
AFNIE DK 12 HEH
BTG4 22 L,

B LR = P E N
CYP3A4 KT UGTIAl
PHEST L LIk
V. KT TFZELD
REPEEEN D,

Tz=hr AV

T )N X —
b

A3 0L XY
Y 7 (St.J ohn’ s
Wort, Z> b+ V=
— R -U—ME

AR

KT 275 Lo
HREZ K TS50
BN S %,

6 OFEANE T
AITF XY VTR
CYP3A4 K O} UGTI1Al
FHET L LIk
D, RKATZIELD
RN REEINS,

PRV <V

AT 275 Aok
R E % Cmax T
43%, Ct T T2%IE T &
Bl OWERDH D,
N A e
50mg % 1 H 2 [ENZHE &
THMNENDH D DT,
KT 77 eV BH %
ARHFNEHOK 12 BERi
BTG T 22 L,

Jy 7 7y EY YR
CYP3A4 K OF UGTI1AL
EFMT S Z LIk
b, KVvTF 7LD
fRAEIE SR,
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— kA RAT 7 Z N U DL TR ENVERIBE - 77V VELAEE T I TV T LRI A
R EoEE | ZihF4 Mg, KT 7 ZELDIEE | 26D MbF 4
Al%E) A A oy B & Cmax T | E8SKZTERT S 2 &

72%. Cyy T T4%IET &
w5, RENLZAM S T
T EREKOERS 2
FRFETRT ST 6 BRI o
BEPHER SN D,

&Y., FArTFroe
ORI R E S
o

BEH. LT A
EHRA (U R
v )

RAT 75 Lok
oyE FE A Cmax T
35%., Cp T 32%fE T &
w5, BRELFARKICE
BT 2548 %mRE, K
FNLERA, T A
EHEBAORSE 2 KHH
AN 6 R OBS
MRS N D,

gk, T ALK
R T HZ LI K
D, RAVTFr 7 I EeNLdD
WY 23 PESE S 4L D,

A KRB

A MBI oM
REZ NVT 7T E0L
50 mgl H 1 [BIF5HE K
K1 H 2 EEEERT
Cmax TZNEI 66%
KOY 111% E&H &%
5. FRICOFARIEOR
IR} & TR, &
ERBIEST D L,

NI A 0
OCT2 }2 ) MATE1 ®BH
EERHICED, A RS
I OPEH A LE
NHAREMENRSH 5,

X ) —)

T AH LR EITT
)= KD
ZFAH, TATELD
AUC 234 41%H50 L 7=
N, = H J— L OMRH
I EZ T o T
LOWREND D,

TRTENLNT L3 —
NMT e Resr—Eon
REEE L L THA
HEEBEZHLNLTNWD,
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RATZZ LT RY Th s TR ENRREE - 73 7V REE

Z TV TN BV e A

A EoREE

AY R

AV RO VT T
AN %M L2 &
Mo, PEHT 2RI
A R OB RN M
ERDGAEDDD EE
oD, B, TN
71 &Lt BN HE
RIBEO D D%
ZF 72 o 7= (Cmax
23 35%A L, tmax 23
1 FFEER L7225,
AUC IZZb L 72 o T
EOHRERDHD)

FIESN

ANT 7 A NFH
Y= FU AR
7U AEH

I I7Yrd AUC B
B%REML, 257
TTUAD 30%., HEY
U7 T AD 35%/
L7 OREDRDH D,

Bl 31T D PRk 2
RTVENIARNTS
VLATHAETDEHER
bNTWVWD,

TARNYTEEY

F I S = A N
Ve =1 ik
BRI L, 737V
VEORZ AR UAEYE
COMENETIT D &
OWENRD D,

T A MY TUEEUIZK
DEIRINLD HIV-1 i
IRGHRBE T O
ERIZTITOUEME
FEIC M184V/I N ETH
D, 37V LA
NV NAOYr -1 T
PEEETL U A L AFW
FEMEIZEEBL L TV D,
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4. 8l¥ER

W DGR (ING114467, ING113086. ING114915, ING112276) T
BT, B HIV EIZ L DERBBROZVEEERRE LT, NV T 7T
EL 50mg KOT SHEN,S T I TV (600300 mg) A OFHES L7
A ORIERIL 40% (679 il 274 ) (23D DL, ERRBIEAIZEL
(12%) . REYE (7%) . 98 (6%) ROEEHMHED EW (6%) THo
77

4. gl4EM

<[EPNIZF T Dl R A >

i AT I BT, REBI624651H120261 (32.3%) |
WEETDRERNRE SN, TOERLDITINY T

CHRAR R AT fi 5
Y FLESA -

a L 2T a—/L EREOREERMIONE (16.2%) . ATFHEREM A H R 5

6861 (10.9%) . F&Z2201 (3.5%) . MHREE E5- 1661
ofz (BFAKTR .

<WEHMB1T B AR AR >

HIVE-SYEZ X G & L, 7 I 7Y Al (300 mg/H)

(2.56%) TH

KT e

VB (600 mg/H) 1H1EIGFHE G- 21T - 7o isMc sl 5 EE% &
B EEEEABRIC BT, 38461728361 (73.7%) ICRIVEHFRD i,
ERFIERIIZO W36 (19.0%) . BER262fF (16.1%) . RiRS4

Bl (14.1%) . TERS3H] (13.8%) THho7=,

HIVIEYYE 255 & LTz, ARFI A 1B 5 21T - 7o igsh 810 5 JAE
LA — 7 eBGRER IZ BT, 93614561 (48.4%) ICEITER RS B
. ELREWERIES116] (11.8%) . FHI10%] (10.8%) TH -7,
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RAVT 7N T MY DL - TABENGBE - 7 I 7V UELAHE

T I TV TND BV R A

R EoiEE

(1) EXGEMER?
) BEE BEERE) - TABEAOEEIC LR IIRB A
P19 Zligigs kL O H HEOBRBIERH bbb d Z ENHDHD T,
B2 H02ATV, UFIORT X5 2Bl S UEIRA H Hbh
EHEIiE, BEblicEERib L, EORREERITH Z &
( TEERLEARNER] OESBMH)

BE:R$ * (@%. SR EZBWHEZ XTHKZ) |
ESIZ k0

JHAEER : ES ¢, MRAE *. TH . BEE . ORISR
PRG3R - FROREEEE ¢, B ¢, [REEME. SRR EERE.
RRF£
AAARR R . BRERE
M : ) 2/ BRiED
[FFiE : FreEREMRE * (AST (GOT) . ALT (GPT) %
DOLH) . FFX2
HEE:HE . BEY (EROHE. HERES) . B
&, CK (CPK) L&
MR VLT7F=VLER. BF2
B #EER
TOfth : Bk . BER . BE® . 'RER . FE. VY
INETERE, MEET. BREEE, 774145 F% 10—
ETNH EIC K D WBUERBLEE D S B 10%LL Bl bR
T2 IETR
2)  EEFIMBEEEERE EERH)  EAMREUEEERERH S
bbb D, FIHERE LTRE, RERLLN, &6
WHFHERERR S, U L NEIER, ERERIE S A1 5 B O
EIMRBUERNH SbNE ZENHLAEDT, BlEE22ICIT
W, ZOXIRIERD S b HEIIE, BEbIcEE I
L. WUIRIMEEIT) Z &, B, #HPEBLEE, BE
FFRERERE B S OSEIR N RS D WVITBELT D Z R H DD T
AETHZ L ((THEEREARNESR OEBMR) |

(1) EXGEMER
1) GBBUYE :

O MEADEEFRRBRICB W T, 730 B GEBE DOKI5%ICiE
BUEDORBEZEOTEBY . FNIZBIEM L 725 2 LAwEX
nTWn5D,

@ WHEE L. W, TN EARIKNC X A ISR LE6E LI
(FRAEILH) ICRET D08, TO% bikk L Cilsis o
179 Z &,

@ T /3B B & D IBBUE ORI 2R R OV B IR & 58
B EThHD, WMBIEEFRIT D1 A EDBFITHA
IRRIBNERD b D, IBEUEDOEEE X IIERIZL TD LB
Ths,

BB B (B, WREBHRE ITERS) . SHaB
JHAESR : IES. Bt THr. BE. QENEE

FROR S - FROREESE. BZx, IHEESS. SRR ARERERRE. &
Lre

AAARR . EE. BRERY

Mg : Y 2 EkiEmdD
I8 - FRREREERE
DLy . FF2
BB HE. HEM (ESmRE. HEGS) . EEE.
CK (CPK) £&

MR VLT7F=VLER. BF2

B #EER

T Ofth : g, BIE*. BB BB FE. ) H
[EiE. MEET. BEEE. 77714 53F>—

T N BV K D IRBUERBLEE O 95 H10%LL EIZA BT

@ WBEUEICBEE T D IERIT. 730 BV OB Gk IC L Y
LU, EMmEErT RS 5,

WE, T e lEloR 5 RIICE D EIET S,

(AST (GOT) | ALT (GPT) %

1.7 - p. 42




— kA RVT T ZENT MU DL 7D ENEERE - 737V U EAEE T I TV ToNH EVERERE LA
A EOEE 3) HEMREIFEFEMEE (Toxic Epidermal Necrolysis: TEN) % ® T3 B K BIBBUERBIE OGS L Y, FEROFE

4)

5)

6)

7)

8)

9)

UREBHEBIEIRE (Stevens-Johnson SEIREE) . SABE
(BEEEREA) « rhEptEFe i B MR . F7 R RERSIRE e, SIAL
BERHHoNDZENHDLOT, BEEZ 22TV, AL IR
Feif., B OMER, DE « OEERECEESO S A, BROHR
DRI, FLBE, WS, % 55, 2FBEESORENED BN
A IIFEbICHRGEFIL L, BWYRLEEZITH L ([TEE
TRHEARER ] OEZBR)

BEELIMBEEE (1%KR)  REFEE. FLnskEd, g, 3
MERAD . AFHRERED . /MR ERH oD Z ERHDHD
T, EMMICREZIT O 72 EBIEE TV, BESRO LN
T=5Ecid, BEEPIET A EEURAE AT 2 L,
BERGEERH)  BERPRHHOND Z ERHHOT, EHIMICH
BHEATH e CBEE 01247V, BERRD S50, &
HaFIET 572 EHMU R AEEITY I &

AB7 Y F—SRAKOBHEEICK 2EEORFEKX (IRIAHF)
(BEFERRA) @ HBET v R—3 A R OENGIEAE 2 & D EE OFIER
BHOLLNDZENHDHDOT, EMIMITRELIT) 2 CBEE2+
ATV, BEDRRO NG, 523257 Lt
TRAVEEIT O T &,

BERGRARE EERY)  BEWAEERH S bh b Z &N
HDHDT, EMONTHREZIT O 72 EBIEZ 2TV, ZENPR
O HNGEIIE, |5 E2FIET D7 EHUIRMEEZITO 2 &,
Za—AnRF—EEERH), SIRE (%R0 . ERE
EARHR) : =o—u T — EELIRRE, RN H O bND Z &N
HDHOT, EWITHAEZIT ) 72 PR E HoIAT0, BEDER
O LNTEGEICE, FEEPIET A7 U ALEEITH Z L,
DAL (1%EHH) 1 DRERLLLNDZENHDOT, EH
MICRRAE Z1T 2 72 CBIE 2 51217V, BENRO b2 GAC
1T, B ERIET R EMORMEEITO L,

2)

DEEERILNIZRD b, ZHIEEL D SDICEETH
V. EEZRMER TIEET D AIREME K OFEICZE 2 "TREMEDS
bD, LIZRo T, BBUERKE LI-HE1E. AROZ/EZE
RIEL, RLTEBRELAEWNI &,

® 7 VI K D MBUE DB KR O O BERE L TR Sk
BRIKF I35 E S LTy,

WO XD RIERBHLDONDZ ENRHDHDOT, EMMICHREL

179 72 EBZ 23147V, BEDBRBO b HEIE, &5

kg 57 SR AE AT T L,

O ERLTMERE : RFRH, AMmMKED, Hil, DMk
D, FhIRELD, /MRS

@ %

QBT F—L AKX VIBHAEICKSEEDIFEKXR (BB
FF)

@ SRR R AR E

G FAMER : —1—0O/>—, &l &S

© LT

O REHBERERS (Stevens-JohnsonfERE) | hEMR
RIRSERLRSE (Toxic Epidermal Necrolysis : TEN)
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fEH EOERE

(2 EothoBEEA >

(2) ZofhoB%ER
LIF O X5 @ ERD & & b e a1, BRI U Tl e 0LE

117952 L,
1%Ll E 1%k A 1%~ 17%3k & 1%k ] N R
Gl B A IE X U NEE. IR
T R % MERFERE (MCV)
RER B Y o SERI
A TR . W | . . T
RIIE. WM. V7 | BEIRIE. K. B | AWM= | HEH nh, Bk, Rk | (LRE. SR
Wi E N, B | IR — AT i
e - RE. 5%, M — . R R, %A, | (NammeE, &
BER | s & S, RIENEO | . IRERL . %
PO A1 /2R V. P
B, T WA | WL, M. | 0% . (e, (e
ik, Bl MO | R SBER IR, &
BE® | WRR. e g@ﬁil gﬁ?iﬂa
WML R B A EEZANEE o
e, R A, LI
TR R jJE[J]\ Iﬁl*;ig/\
il _ . L S— . s
P Z 5. EIE | 5. SIE. BIF | W5, B
R 5. R % PR A
W MR Rk, U, (| BB AR B (AST
, YINTUPRER | B E (GOT) . ALT
SHER B WETR. S| . k| T (GPT) %00
Wbk, SLIZ & L)
s L7 F =
L N
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— 4 RATZZ T R oL« TG ELRERRE - 779 A T I TV T BV R S
A oS ARKRGR ™ A BIERE, fRE, B
N e R )
oy A ) E R
(M, 1k DE, BEIRE | BIEREE, K2R,
WO N | R 9Ok HKAY PRI B
BN KA IR, SRR
o BUA D gy s | MFIREE E5 Bk ) | L
REERU BE i, | ] HiffE, 75—
YRMEE g . | 2R L5
5 B H ii fEEmee DMBIE
o U WA | Wi, Woh. S
n) . 73 Tk Bl HlEpE
5 — ¥4y R, SRR, Bl
mo e %, HiER, WL
s s RAGEZ
My, ik (o B
ERUV HE %
HRERFEE
B, PR, | mibEE. B
HE® YT ] BEE LRI
%5 (RRgse, | BRE [TENE R
e R i BE | W EBEE TR
2 &)
U Z VY%V K |CK (CPK) L BRRE EA. ER
I CATE bR miE= v | B fopEE R | RS, MR
SIN AFa— L5 T. REA LS.
. M. WE AR T, B
—— REXL. Z0it

HIE= N N
W W% i 5
b &E D %

SiE

) BRME RSO H TRRD 51TV 2 ENERIZ W TSR E AR

L L7,
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RVT 7N N DL TR ENERRBE - 7370V ELEEE

AN A RV |

fEH EOERE

%

Yoo R ER
PE. U v
IEIVE

10 ik

AAE

ALT #9410, AST %
m, e yLre
U, fd s v
T =8, A
BERERmA B, M
7R oSN

FRERIRE

REBAD
7 rFo

SEE TS B
B B om
"B B

E?i?_ErEﬁr%D}
i

L A7 u—
JVBEED, I
R B K
. SEE R
I, BR 75 FH 1
pil

1) EHWER OBEIZ OV T, A HIVIRGWERF 2544 & LIis R

ifE (ING114467. ING113086. ING114915, ING112276) |

7

CHEOSEREL
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5. miltE~ADEE

RIVT 7T, TABELKERT 2TV OmEEmE B 5 R Ehhe
IR &SN TRV, —RICEEE CIRABMEE (FgeE, BreE. O
HERES) NMETFLTRY, AHEZA L QWD XUIo3EA 2 0:H L T
WODIBAMNEND T, BEOREZHE LN LERE L CTRETSZ

&

6. YEUR, EIR. RILEFADERE

(1

IR SUTHEHR L TV B ATBREME D & 2l N I2iX, 1B OB RIENfE
btz B2 Lplr SN Ao BEETH L, HHET O
HCET LIS L TR, £, BIERICBWT RL
TITITEN, TRABENLVEORT I TV UELTROZ ERHES
T35,

NVTF 7T EN Ty N THREBBITHRED LIL TV,
TAAENL EICRBN T, TN B XITE OB GRS
WTHLZENRINTWS, £z, 88 (T v FOAH) IZBW
T, 7B END 500 mgkg/ A XIiTFNLL Eofkba [EKHEIC
BiFse hMeEggBERE (AUC) ORI 28(%] T, BEUIMBIRICRd
L (RIROERE, BREOFE, RIIE, KERD. EEOH
) NRDONTZEDOHEND D,

FIT7Vy FITVVEE MeamiET 5, HAEROMEY Z
ST VUREIL, RO R O Mg R O LR & [ T
L EPRESNTWD, Z2db, BER (V1F) ClRKEE
(BEHIOIRIE L E OB NE ST 5,

TARAEN /T ITDHE s X7 LAY RRYERE RS ER
(NRTD) % 1= NUgEE O3S EEIREE S 2B E R R ORLIRICE
W, 2 hary RYUTEEICLD EEX NIRRT @D MG
HBEEO EAPHMESNLTWD, £, EFWICENICHERE, T
NIPIARFEE, thOMRRER LMESINTND, Lol Z
AHHEL & NRTI OFE RS, JEEHIESRE & OBTEPEIIMEL LT
W, ]

5. BmEEE~ADOHRE

TITVURORT AN ENLOFERE BT 2EBEIIRET S TW
RN, mEEEICH LARIE BT A58, BEOF., B, KO
HREDIK T, AOHE, MAK%EZ +oZE LHEBICERSTDHZ L,

6. iR, iR RILBE~OHE

(1) T SOFER LTV B Al EME O & 2 s NZiE, 1R oA MR
falrtEx LEID EHE S LG EICORET D 2 L, ERY
O GAZ AT 2R AMITRENL LT WV, E72, BIERICE
TIITIOUVRORT AHEMTIE LU TIRD Z & NRPAE ST
%o
FITVy L ZITVVIEE MR EET S, HAEROMIEF
T ITUUREIR, RO B M35 TP K O R EE & [
CThiIENPEENTVD, B, BWER (VX)) Tk
WM (RHOMSEETEHEOEM) AHEIhTna,
TAHENL BICRWNT, 7D ELITE OB
BETHLZERRINTWD, 72, @ (F > FORHR) 1Tk
WT, 723 ELDS500 mgkg/ B XUTENLL o5& (B b A
HIgFERE (AUC) D32~35(%) T, WXk 55 R
IROEME, BREOEE, WK, (KERD, FEEOHM) AR
OLNTZEDHRENRD D,
FITVUT A ENE - X7 LAY R RR G R EE R
(NRTD) % 75 NIRRT EMIRE S Bl R R ORLIRICE
W, 2 har RYTEECLD EEZLNDEMCT @O
EHIME D LR RS S TW5D, 72, FEFICENICREIE
fE, TAMARRFRE, thomRRELHRES L TVD, Lz
NH, TNHHEGENRTIO T NgEE, 8 E g & o BEMEIX
WS L TR, ]
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RVTF 7T F R DL TAHEEEEE « 77V VEGEE

S I TV TR B LR R

A LOER

Q) AFEESPIIRLEPIESEDZZE, [FATFTEL: T b
WBNWT RAT 7T EARATHICBT T Z EnmE SN TH
V. B MZBWTHAHHITBIT T2 Z e THEIND,
TAHEN Ty MTBWTT A0 BV RO ORI T
WBATT D Z ERMEEINTEY ., & MBWTHIHHICBT
THZLERTHEND, FIT7Vv  RAagkEasni-=737Y0
e MRS AL, mIEPORE LF T (0.5~8.2 ug/mL)
ThrZ ERHEINTWS, F2, —&IZ, HIVOALR~OK
ITHEBRET D720, & B LRI TITE W T HIV IS U7 Lotk
BT R& TRV, ]
7. INREADERE
IRHAREE, FrAlR, 2R, s
WRUY (RS 22 0N)

WNRIS % et 3aEsr LT

8. BERS
i - ER : FAVT IV OBREELGICL ST —XIFRLNTND
FRRRBRICI VT RVT 7 )L 18] 250 mg £ CREEER AICE S Sh

7275, %JBUT%KN\‘ ERIZHRE SN TWRY, BB, 7B EL, T
LTV AMERER 5 X A EE OE, JERITFED TV
(AN

B : AF O ER G1Z%F L TRIBIZRIREIE X2, BEREGOEAIZ
I, EEECBIZEL, LEIDL U CEIZRGFHREZTT 2, v T
7T ENVIRWVEAMAREAT 520, MEIICE VERETE S0
REMEIT IRV, BRI T —Z IR EN TRV, T 272 3B Al
BETHAHZ D, LEIS UMKENT 2175 Z & 2BETH2 L, 7
B, TN ERIERGENTCMIRENTIC LV BRESILEE D E S
T,

Q) TFILPOWANIEIAFFET IR AT ST E, (937
Dy OSSN ITVVIEE PRI RICHE S L g
FORELFEL (1~8ugmL) THHZ ENWEINTNE, 7
NAEN Ty MTBWTT AT EA KR OF OB NIt iz
BATT A2 ENHESINTEY, b MW THANFPICBITT
LT ENTREND, Flo, —#&IZ, HIVOAR~DOBATZBET
L7, 5D DRI TICI W THIVICEYE U7 oth i3 sl 4~
T TR, ]

7. INRE~ADIRE
AENTF I T ROT AT ELDREERREZEET HHAHTHLD
T, FITVURIITAD EADOHAERE DL TH D 128D/

BEICIT. Mo I 7O A (m e EVEE) XULT N e LK
ATV 88) WD L,

8. BERS

e - JEIR . I TV TAD EACAERER G LD EE O
=, FERITFZRD TR,

WLE R GRRCIE, BEE OB L, LERSHEREEZ LT S
b, BRI T — X IR EN TRV, T T UIENATRETH
LHZED, MBS UMIRBIT 1T 2L 2EBETH L, #B, 7
T BV IEEEEATCMAEENTIC L D BRESN D E I NITH LT
A
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9. EDMDER

(1

2

€)

“)

AFNOER S D—2>THDHT B EMZHONTIE, MEZ N
TR CIIEREM 2RO o720, B FU %8k E W in
vitro Ye KB RER, ~ 7 RV 7 3 —~ B &L O in vivo /MER
B CIIGME 2R, 2 b OERIE, in vivo X in vitro (T30
T, AFOEEEZ AW -5 Ic W R aR RS ERIERN A7
HZEERLTWD,

AFNDERIE S D—D>THDHT AHEMIHONTIE, w7 A/
T v MZBT 2 EHNAFMERBRICBW T, AR, R, B
fie, BEBE, U 8Hli, BNHARSEICEMEE A A DI & OIS
NH25 [BRAEICE T e hEFRER (AUC) D 21~281%,
7o LEERE (B MW TS T 28 EIXFELRY) OfEE
WIZOWTIHN S5, 1 OT, b MIRT 2EENGRYE & 15% E
DA Z 43T 5 2 &,

AR DBy D—2>THDHT S HEMIONTIE, T8I EL
Z2EMBE LI~ A KT v MTBWT, BRELHAEMENR
o [BREAHAEICB TS MaHFE&ZE (AUC) @ 7~211%
DOHE]

ABNOFHR G D—2ThH DT I 7V UAIDON T, #EismiER
BIZB DT WK EFRIEREZ R LI L ORERH D, £
2. BEHORAUFHERBRICB W TRBAMEZBD otz & O
ERnHD, [b MR SR E A 2 e to R B R Tk
300 pg/mL LA b, =7 2 U LR IEHENE A O T AR - 2R AR
TIE 2000 pg/mL LA ECREMEE R L2, ~T ARORT v b &AW
EHONAFERBR T, BRHZEICBIT e Mg IREE
(AUC) D 1015 (= R) RUS8FE (T v b)) £ TORERIC
BWT, BRAEITREO 6ol ]

9. EDMDER

(1

2

3

“)

ABNOFHRTD—DTH DT I 7V UAIHONTE, BEinEER
BIZB W THWRAKREEFZRERZ R LI LORERH D, F
7=, EMORAFEERERICI W TRBAMEEZRD Rh o7 & O
BN D, [b FARMILY 85k A - Qe R R R ER Tl
300 pg/mLLL . <o AU L oREHIE Z O T2 B s T 2SR A AR
TiF2000 pg/mLLL ECHtEEZ R LTz, v T AKRDT v hEHWEZ
EHONARMRBR T, BRAHEICBIT S Mg E
(AUC) D105 (v R) KOS (T v b)) E£TOREREICE
W, BRAMEITRD bz hroTz, ]

AHNDHER S D—> T DT NH AT HOWTIL, MEZ
7R CIIEREM 2RO o728, B B U U 28ERE VW =in
vitroJe IR ERER, ~ U A U > 7 4 —~ i B & Qin vivo/MEZ R
TIEEBGEZRD -, 25 OEFIE, in vivosk Win vitrolZ BT,
AFNOEIRE Z N BE IO RaRREFRIEN AT 5 2
LERLTWVD,

KRN DERIE S D—2>THDHT AHEMIONTIE, w7 ALK
T v MZBT 2 EHNAFMERBRICBWC, SR, R, B
fige, BEBE, U 8Hi, BN ICEMEE A A DI & OIS
N5 (v NEFBREFEE (AUC) D24~32f%, =72 LaKkiR (e
MZBW TS T D@ H IIAHE L2V OREEHZ SV TIX6fs, )
DT, b M D ENLRNE L 15E EoF R+ chEt
T5HZ L,

AFNDHEIR S D—>THDLT NI ENTHONTIL, TAABEL
BUEMBEE LI~ U AR OT v MTRBWT, BELHEMENRD
bhiz (B hEFBEE (AUC) DT 2ME0RE) |
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KAT 7 ZENT U DA - T30 EVERERIE

- TITVUEESE

T I TV TND BV R A

A EOEE | (5) MW THEisShEZTr 20T 0 7R B (1956 41) [2BWT, 7 | (5) WA TEESNTEZTaAXr T 4 7R B (n=1956) 2B\ T, 7
NI OS5 BRIARTIC HLA-B*5701 DA 7 U —=> 7 % Efi L NI e OGS BRIARTICHLA-B*57010 A 7 ) — = 7 % 325 L7
ﬁwﬁ& A7 Y —=7%%EE L HLA-B*5701 {#HH % 4k L wﬁ& A7) —= 7 % FE i LHLA-B*ST0LERA & & ot LIz iE

T-REZ B DB D B b 2B BUE O RBBEE N, Th T BT BEERIER D & B DIRMBUE DFBMEE R, FhEh
N 7.8% (66/847) . 3.4% (27/803) . FfE v F T A MLV I@é%&%ﬂ\34%(Nmm)\&ﬁﬂ/?Txb Tk R
PRESNTRBUEORBUEEN, TNE1 2.7% (23/842) . 0.0% NIBBEUE O RBBEEN, TNE2.7% (23/842) . 0.0%
(0/802) TH Y. HLA-B*5701 DAV ) —= 7V DFEHHEIT LV (0/802) TH Y. HLA-B*5701D AV U — =1 F DFEHEIT L v @i
HUE DI ELRE D RF FHNCABITIKR T2 (p<0.0001) Z &2 JEDOFBBEE DS FMICERICIE T T 5 (p<0.0001) Z & 23R
RENTZ, T2, KB RE TIZHLA-B*5701 227 ) —=7 Ehic, Fo. ARBER CIIHLA-B*S701%2 A7 ) —=v 7 L7z
L2 WERIZ B WO CREREE IR 2> & B8 BUE 23 B oL 7= 66 517 30 i, WERIZ B W TEEARAEIR 2> B I BOE 23 S b v T2 66651 530051, F2Je /<
G %y 7 A M THERR S T B BUESEF] 23 511441725 HLA-B v T T A MM THER S U7 W BUEE 12361 251 23 HLA-B*5701 %
*5701 2 F LTV, LTV,
HANIZB T B 8UE & HLA-B*5701 8 O BIHEM: >\ TR AARNCET 5 IBHUE & HLA-B*57014%4 O BIEE (DU T AR
TH V., HLA-B*5701 DRFHFEITA AT 5~8%, HAANTIX TH Y., HLA-B*ST0LDORA HIT AN TIE5~8%, HARANTIX0.1%
0.1%& DHERH 5, EOHENRD B,
(6) HiLHIVEDLHIBHRIE A Z T TV D BRE 2 AR I LHEIEDIE

BMEE R L= 0 A0 7 0 TEEEFHIEICBNT, T
e OFERBENS 6 5 A LN O EBE TLHFIZED U X 7 38
MT 2 EDBERD DD, ERRBROF M & £l L 7= 552,
KPR & TR U C 7N AR S REORE R DFEEED ) A 7 1%
WO OLNEI ST, TN ENL ELGREEOBEICOWTIE, B
ED L ZAfEmIIHTW ey, THREE LT, 7B ELEE
U#HW%&%%%?%FA X, EERE R B OEER Y R
7 EBEL, mILE, & mr\%ﬁﬁ\%@%wﬁéﬁﬁﬁﬁ
&T®UX7E%%%mméﬁétm@%E%kézk

SR LT I

S —— — 2013 4F 1 HEGET (B8 9 hi)

ik — —
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TAETITTENS AT AXy NS RNV EEY ST REL

— x4 RATF 7S ENF N DA TR ELRRRE - 737 U e Tk LT LR g
FREOERE | 18FICRAT 7 ELF R UL S26mg (AT 7 ZELELT 1BEFIC LV ET 7 ZEL150mg, 2 AH » M50mg, =& MU
50mg) . 7 /NA EVEREEME 702 mg (7N ELE LT600mg) . T ZEL200mgk T JREN VY TaXx T < VEEE300mg (7
ITV300mgEEHT DT 4 Vb a— b RENL Y TRF Ll LT245mg) #5H8TH7 4V La—T 4
7 G
ZhEE - 2 | HIV EYYE HIV-1 [ YiE
ZheE - RICEEET SERALDER <PhEE - HRICEEET HHEALDEE>
(D) LT oW oo HIV EYYE RS IR Z &, 1. RIFERBR D7 WHIV-UBYHEBRE AT 2 &, 72, #mw@
1. 5t HIV ZRIZ X B IR BR O 7e W B, X BIRFERBR D & B HIV-UBRGHEBF 123 L Tix, AAIER G
2. A T 7T —PHEKUSNOH HIV I\ & H1RET Y A L A2 DM R OV AP IR LTy,
LY=oy S GAYAN Y- &3 2. AFNZ X BB HT- - T, AIREARG A IIIEAIMERE (B
3. RAFZIEN - TAAENL - TITVUVDMBEDLEIZEIY Y FRIENT 8> 2 VT RBBENT) #2BITDHT L,
ANV AFRIHIAE STV D B 3. /NRHIVEGE IS LTt AREIEGIC L2090, eatEri i
(2) B HIV (2 X B8 TREIC 7 A /L 2223 235 STV % BEI LTV,
BWT, AR B2 I EARERIZ /WD, FLrrrs I el -
TRAEN « T IT VUL BIREET U A L A EIE RS ST
WD BELSNZEBN T, BHI~DEI Y FZITHER S,
Q) A 7 77—V ERKICHIEZ AT 5 BEICK LT, AAIOMHE I
HIRENRW (RAFZFENL - TRHEL - TITDO0D 3 15y
TIHRE SN RBRIZ e
DAANZ L DRI STz > T, ,%\%03‘7@‘7?%@&@3{@%&%%&:61%
FMERE GBI H 2 WITERBRNT) 2551 Nl
(X7 LAY KRR G R ESEI ié%ﬁ%%#&éﬁA
ﬁ\x&vij%@%E%$m£%:ﬂ¢7mﬁﬁﬁ%ﬁtfw
RN D D)
ik - HE | @, mA EIEN1 8 (RAT7 270 LT S0mg, 7 AT ELE | 8%, RAIKEIENSE (L7 7T ELELTIS0mg, I BV AH Y

LT600mg N7 27V LT300mgaah) 2RBEFEOHEIND
LT 1A ERAEET S,

FELTI50mg, =AY ZELELT200mgh T /) ARENL TV
TuX LT VR E L300 mgE A ) 1R AR R T AEE
RO &53 5,

1.7 - p. 52

((
i

ity

<)




TAETITIEN S a v Ay N2 AN UEE Y /T ) RENL

_Ru S = S5 . N > RlRYE « S5 I S0 ANy
W4 RAT 7 I N Y T A« TN EIURREREE « 727V U EEEE T
A EORE | Bk - BEICEAEYT AEALOEE <R - ARICEET SEALOZTE>

(1) AFNC X BIEFET, T HIV BB+ DB 2 ROEMO b & T

Pllad 5 2 &,

Q) AKFNIRALT N, TRIEALKLVOTI TV OEEHES

EAETLEEHITHDHOT, AFNINZ T RLVT 7T e isl, 7
NAENVRK T ITOUREA LT AHEI - T TV A
EOFHAEG LenwZ &, 2L, RAlE= I Y Y (U M FEL
TT7 =AML rT7 7 —BHEAEFRHLRZWGS) . =77 E
LY, RETEY, AR PELY XTI 77 v YU RN
LHAIIE. AT/ TE0E LT 50mg % 1 A 2 a5+ 2505
MWHDHDOT, RVT 7T ENVBAERARSOK 12 FREZICES
THZ L,

1. AFNZ, =AEFFFEL, a2y b, TAMNIVEEUR
WTF JAREN VT aFx i )L 7 VIBEOARS & &a LAt
Thd, ABEOFIKSTHHT LN VEE LT /BRENL Y
VTR N7 VR R E0RRF O LN &

2. BWHBMBEFC I LT F =07 VT T ART70 mL/minkl ETH D Z &

EMERTHI L, £, ARIRER, VT F=0 7 VT T AN
50 mL/minAfi A8 T Lz iizAcf o 52 f k452 &,
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TAET TN AV RSy NS AN A ST ) ARE L

— 4 RAFZFEAF KU @A TRHERREE « 537V il atE S T R b
A EoREE (B &) (&
(1) BEUE : BRUSMEAT R 2 & BE L TV D BE Tld. ARl Hikic Ly, BRIE

1) A OERRBRIZBWT, 730 B 5B OK 5%
BUEORBAZRDTRY, FNCBIEMERD Z ERREN
TW5, T30 XD EUEIL, @, 730 e /Lig|
I & D1 6 MU (FRE 11 B) IZRBT D3, £
Dg bk L TR 2T ) 2 &

2) TN EMC K D BENE T T OERNSBBR VLSS
RET 5,

4

- HEB

 BEBER (BR. B, TH. BEF)

- ERHE. BER

- FLRERAER (FROREHEE, 'HTEE. =%E) &

ZO X RIERPEBE L HGEE. EBICHAEICERES
W, PHRAENICKSBHBEMSFEHON-LZEFFDOEHREE
EbchiEd 52 L,

3)  FHRAENICKZBHEELSFEELLIGEEICE. RLTT/H
ELEEEHA (XF, Y1720z VI T TS LEE
) ZERELGVWC &, ARAOFELIC L BIRFFLIN
IS BICEERERNHEE L, EERMER TS 5
BEME R O 2 I AREER & 5,

4) FRSREE (M, [EX%. WER) . 1V 7L UK
fEMREE. Blask. XIXERAERICKDRMERA L E 2 DN DIE
WHRRB LHEH 20T X BERE (FICBHEEEER
L. BET58B&8LH5) BROONLGETH, FIAE
& DBBEOTEEMEZERE L., BBENTETELLMG
BIIEFOBEEBESICHIEL, RLTERELAEWC &,

5) BEICBEEIC OV T TR L, MEEEZEE T -
EEIER Tl b, o, WBUEEZRILLTZ
BFEIE, TRAELEEEA (KRF, Y170 UREXIT
IJOaLEER #BERALEVWKLS+HERT 22
L

PEFFRDBFRS 2B EN13H 25D T, AAlOEKEZ Tl 2581213+
SEET D Z L, FHIFREMEDSLE ., BT 2820030 5O T
HToZ &,
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TAETTIEN, AV AFy NS AN UEE Y ST R EL

- 11% SIS S . N > 2 A « S5 paws
4 RAT 7 ZENF RY L - T E Rl « 737V 0 REE Sy LT UL A b
HEH EoRE ( Mz . TEERLAKHEE) KO TEHEH] omES

)
2 BEEMFEZEFLTVWDIEETIE, 737V 00 5FIRIC
Xu., BHEEEFENSFERTLIBEZNNRHDDT, KAIOEE%
P 2SI FOEET D 2 L, BICHEREMEDOES, EIE
IbTHRBENDHLOTHEETHI &,

[ =] (ROEBFBIZIIHTRSELEWNI L)

(1) ABIOREAFI 6 LIBBUEDOBERE D H 5 B [Hio, AFloEEIC
BELTIL, 7 AT EEHERA (KA, ATz Ty
a LFLAEE) OIRARERZLTHR L. 730 /U L 5IBBUED
BN H 25613, WL TARFIZ®RG Lino & (M
MEE R EANER] L0 TRIER ] omEsi) | ]

Q) BEOHEESRY [TAVELOMPEER AT &Ik,
BIERN BT 2 BEN1H 5, ]

[ (ROBHIZIEFBRELLZWNI L) )

(1)  AAIOESIH UIRBUEOBEEEO & 5 B

(2) KOFERELEGEHROERE V7o vy, B3 0F XY Y
7 (St.John’s Wort : B>k « Pa—2 X« U— ) GHEMN,. ¥
ERex L3 ¥ I AVUERE, =3y BRI, =T
ARY =l AU, AFLTLITA RN LA UiRtE,. v
VURABTF L BBV R, VAT F I 4T U (LT
A) . ST T o VEEEEKFI, 2 E T T 40 (T RL
) . TuatFrkelr, TEAL=UE Y, UAA—m PR b
V7> o5 IXY75 (THAEEH] oS

1L.EEHES CROBEIZIIREICHEETSCE)

(1) WERERETDAREOD DBE (EROBAEREOD L BHE, K
REFIESHE D Z LRNA LN TVAIES & OFF IEESZ T T
HERE) MEREBHRXIET D etEnd 5 (TEEREARN
HEIRQ TERAEWER] 0BESHR) | ]

Q) WEMIIPEEONEERE [T A0 REN EFT5
Zlicky, RWERSRRT BN H D (THEE 2 EARNE
BEIomEZH) | ]

(3) BRI CHRUFRD A N AEGEH [F#REOEL (FF 02T
¥ EHIE) oBzhnb s ((TEEREANEE)
DIEZM) , ]

@) EinE (TERE A~ 5 DHESR)

(5) MR SUIIEIR L TV A REMED &S 2% N (ThEiG, s, F3lms
~OF 5 ) DIES )

1L EBEHE (ROBEICRREIZHRET S L)

(1) BWEREOHZEE [TEEROCEEOBHBIEEREDH 5 BE
T, =LA MY ZEUROT /AR EADIMEEDN 4
%, ]

2) EEOKEREEOH LB [T 77 e OmHPREN E
4B REENDH B, ]
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— kA

RVTF 7 I N MU DA TRHEEBE - 77V U EA6E

TAETTIEN, AV AFy NS AN UEE Y ST R EL
VT ua X7 < BRI A EE

R EoEE

2. EELERKER

W AHNZIRLF TN, TRIEALROTF I TV ORMENEYS
BT HEAHITHLIDOT, TAHEALILT I 7V 0 EFESN
VBRI TFOBREITIIED D RAT 75 e Rl (547188
TANHENE] (AT 88 XE7IT7V0V8A (meen
) WA Z L, 2B, KT Z T EVEIEL T8k EVREI R
N7 I 7V UHRIAOMEHICH T2 > T, FNENORELRMA SCEE
Hemd oL,

) BHgfEREE (Z V7 F =07 VT T AW 50mL/Ay R 2895
BE [(ZFI7V 0080 LHRENRRTIBEZLRH D, ]

) B IPEEONEERE [T D eAOmPREN EF4 252
Lk, BERAARE T BENLNH D ( HEERE ] OHES
) . ]

Q) AEIOERICHT=> Tk, BHED CD4 U > BRI Ol HIV
RNA BEXfERTHZ &,
Q) ARNOFBLEE2BETHERF,. WO EIWZEETHZ L,

c FNRAENIZKZBBUEICEET SERIE. BREICIYAE X
UVEELGBRISBOONDE, EELIEERTZE/LEICEST
BEERHLIDT, 7D ENIZESBBUEMNEEHLN-BEIZX,
RLTERELGWNC &,

cFRAELESERA (BH, Y170z oRXETTPaLRE
) #hIEL-BHEFEERS L. 7/\h ELLBRBYEEDBEE
HHREETELEVNESEIERE LAV L,

- BEAFIERNCREUE O BN (2, BE, BIERSE) o1
DDOHHFEE L TNV BEIZIL, AFIOF MR EHRNEE LR 25
EHB SN DEEITOR, LEITGE U TABROL & THRE5E21TH
Z &,

< BHUE DRER USRS BN TR > - BH I L Th,
ELICEFRGRICEETE D I L EMR L ETHREE1TS Z
L,

2. EEGEARNGEE
(1) AFOMAIICEE L X, BEXIZCRD2EUREICKROS

HIZOWT KL HRPLABZ /&, TSI L,

1) AANIHIVEYGYEORIEFIEE CIXR2 N2 &b, B IR
YUIiE %5 e HIVIRYWIE DOHER I LK O J99 & FAE LeiT 5 alhE
PR B DT, KA GEGEEZOFHRRROERIZONTIE
TRTIESEIZHRET DL,

2) AFIOEMEEICLDZEBIIONWTUIBIEDO L ZARHATH
5Tk,

3)  ARANC X BIEFEN, PEREEAR U MR Y L A E A~ D
HIVIER O ERIEZ KT S 2008 9 EEEH S Tunan
&,

4) MHYECHE R LICHRZEFE LY, RAZFIELEZY L
A AN

5)  AFNIOFAEFIEHMEERZEZTZERHD0, IRAS
OFTRTOFEXNEHYEICHETHZ L ( [FHAEEH] OHE
BH) . Fo. AFITHRETICH T OIER 2 IR 55
A FRNCHYEICHRET D 2 &,

Q) AAlX. CYPIADERWMEE THHa L A ¥y hEEHTH

72, CYP3AIZ LV & LTRE SN AEAI L FHT LA

i, FHEOMPBEE=4 ) V7 ORREAYEEOT, T

BIILCTHAEDOREZERT AL EREIRET S L

( THEMER oESR) |

(3) AANT. HIV-UEZHEICK L TIFITHEEEZIT I LD TH L0,

HOFHIVELFRALEWN L, /2, a3y 24 v b EHEBOK

HERAZAEL WD Y e agiefls] KOz A M) 2

v B OIAIME, 7 A VAR E R LTS T I TV

EEBAIEOFH LT &,
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TAETTITEN S A ARy b A N E ST ) RE L

— 4 RAFZZEnF MY TA - TADEARRERE - 7379 Uil atE ST T R b
A EOEE | @O AAOERICEL Tk, BEXXIEEFRICROIENGEIC, ROF | @) =L)X EUXET ) REN VY TaR VT < ViEE 5
BIZTOWTKLHHALAEZA-#&. (fHTZ L, TolZ IR AR B ML E K o B 55U 2 h b o fFHFREIC &
1) AN HIV EIE ORIGEIEIE TRV &b B RK 0., EERIEET Y = AR OWEIAILEC & 2 EEOIFEK
YUIE 25 o HIV BRYLE DO TERRITLE 5 505 2 R0E LiseiT % wlhe HEWGRE) 23, i< #ESnNTVWbH 0T, AB7L F—Y
RSB DT, AAIE GBSO BERKRROERIZONT AX(IFMREEAEFOLNIBREREREERE (FS/ F
. TRTHLUEIZHET S &, SVRIzS—HORBELERE) NBOHONIZBEIZEK. FH
2)  AFNIPHHER AR ZEZTZ R85 20, IRAH DBEEZ—BHIET 5 - &, BICHEBOERRF 26T 58
DOFTRTOFEXN Y EICHETHZ L ( [FHEER] OHE WCBWCTEHEETDZ &,
ZM) , £, AR THEBRPICH IO ER ZIRAT 28 | 5) AFZEOHHIVEO SR HREEZToBE T, RETEE
AT, FENCHEYSECHRET D Z &, EREE N HE SN T D, HGBA%., EBEENEE L, ER
3) HEYEOHTRLUICHBEZEFLEZY, RAZFIELIZY L HOAELTREBRMEAMERE (R1ANITUILFTEDL
ezl ((THEEH] oEzH) | AVTULYIR, YA P AFOAIDLILR, —Za—FEVAFREIC
4 TABENLOBRESEHBEOENTH L, FICBSEH LR 5 2 £3ED) FITHITIRERGHERERT I L03b5, 72, %
ERHESNTND, BEEZEET DI — NIZR#f & T FERSREDRIEIZ AV A Oyl (FIRNRASRE LA . 238 MER)
WDEBIEIIRER Th 2R E. KB, BHRE. B, 855 K, XF 2« NU—JEGERE, 7 RUEEY) NREET S L OWE
ek (ES. W, TR, SRS R OWRREHER (R A BHHOT, TNHOMEREFE L, DEFICEENLZEEREE
WEOWHEETR ., WRE) ENRBLZEAE. EHICHYEICH - R
HL, ABIORAZFIETREDENETREZITDHZE, £ | (6) AFEEGENCZ VT F=2 7 VT A REROBIRERORBREA
7oy BEUEEEET D — NIIEICHEE T 2 L, EERWET D&, Fio, ARG H%LEMNRRESICL Y BE
5)  TABELGHEMA KA, ATV IS Y a DORIEZR FERS BB L, BHERED Y 27 26T 5BF I
BeAEE) OFBEGIC L v BEIE UL BBEAD 22 BUE 23 SRS DL MmiFY > OMRELERT D2 &, BEMEE2ATIEFE O
PIZRET DA REMERH D, LIzdi> T, AFIOIRM 2z il BT D ZEMEE LW,
LE%ICBUZRAHELEEEA (K#, Y1701 URX
FXFPaLkEeRk) FRATIRICE,. RFEIEICHB
T5Z L, HYEIERGRZ2ED ST ARORA
EBRHHEEHT LWVHYEEIEZD I L,
6) AFEETIAEOT HIV FEN, MBI iYL %
I LB~ HIV RO Z KT S ¥ 20089 MITEE
BHEH TR,
7 AFIOEMESICLBEBIZOWTIE, BIEOL ZARHAT

HHT L,
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TAETFTIENL, A AEy NS AN VRS T ) RENL

— e RATFZSELF MY L - TS EAREER - 5370 iaE SR LT e A
FEHEOEE | Q)T AV EAVKRT I TV EELX T LAY RRVEGHEZREA | (7)) AFORKRBR T, 96EEG ORI T, EHE & KRG S

OHEMEHE I N b0 REICL Y, BERIB7 F—2X
(BHER., BRECRIE, 272KERLD ., GEEE, MU REE, HE
s | BFEN UEViLE L 2 EEOEA, BT Z ST,
BHECE LS MEENTNEDT, FROB7 Y F—L AXEFE
HMRRONIEREROREERENZD DN GEITIE, K

OFGZ—RhiEd 5 2 &, R, WREBOERRET2HT 5845
WKBWCEHERETSZ & ((TEXZEIER] OESBMR) |

6) FLHIVEDOMFEHIZ XL, (KIEVOBSAEREIS bID Z &N
HDHOT, BEPBED ONIIGAITIT#E R LEEZITH Z &,

(7) R % & Leht HIV O LRI RBIEE1T o T2 BH T, S8
RIEFUSIEEREN G S TW5, BSBHIA%., R iienmE
L. JEEVED 72 b PHSEGENE B FIRIES: (A a7 T U g LT
EoLaryT Lyl A A AT BTA IR, —a—F AT A
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SIPATV, BENRO LGAICE, #EEPIET 57 L)
TRAVEZATS Z &

7) HEBEBRERE GEE )  BEREERH D bhA Z EN D
DT, EMIHREZIT S 72 CBEE FOITV., BESRO L
NEEGEIE, BEEPIET 572 LBl E21To 2 b,
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TAETITITENS AT AEy NS ANV A EY ST RE L

12 SIS . N 3 iy T ITUN pas . D
W44 RATFZSENFT R UL - TR ELRRE - 53 70 REkE Sy LT UL A b
R EoERE 8) Za—0A/NRF—HEERD), sEEKRE (1%KMH) . EREHER

) =

:L“"]:I/\O%“—\

BEHLIRTE,

BN D DN Z &b D

DT, EMRNREZAT O 2 EBIEZ T2IATV, REBRO S
NIHEITIE, G2 PIkd 57 R0 E %

9) DAL (1%AT)

Pa—

17952 &,
DR ERHLDLND I ERHDHDOT, EHH

(CHAEZIT 9 70 EBIS 2 T0IXATV BEDRO NS EIC
3, BEETIET 52 CHEYIRLEAITS Z L,

2 #0to=ER?®

(2 ZOHOEIER
FROBENRDSDNSD = L RbHDOT, BEE AT,
Tt 570 DN A G R AT 5 = L.

1%Ll E 1%k i AR FEYH AR 2%LL F 2% AT
ot PR SR AT RAR AROE. Bal A7 u— L NJE. &
RER JE T el REMsE, o > 2 ) L ARHE, 7o —
ARfitE, E#3I2 DXZ, @hU 2
TS . BUW. 1% | RO, NZ. B | RIEME= = — Ut U NIRRT
E - D E N, RE | IR mRF— | R | s BB | RS, 4. 5. U E R
MIEFR | . 5 o, M Wb RIS B, GOTHE. HRAE. <=
R, MRS v U RAE, BV BERL, KR
. FA. UG | IR, W, | . R W EAE, RAchEE, RIS RRE
) SR, IR | FJ B WEREE | B, B | IR, W R, B EE. R
Ao | HIERR, K PEsh U W, ORI, RO OBSEEREE . Ok
AU, RE & HIEERE . R, BT MR,
AR MR, WA RakEE ., v
i 1% MR, EBRT. FRAENEIE
i ZOMEIE. EIE | BB, S, T | . Bak | IREE HOEIR. BAMEE. IRZ . R
= JE. % WO, ARG, IRIRE
Wy, WENE R, Bk, A | JEEh. (KR | AhEE E L . T | WA, R, R, EEas. 8
VTNV UYRRER | B E L K FLOWE M| PR, DN, H R ER
PP BOERETRG. B | . A g B MRS, NORBEHUR,
Wb, SLEEZ . ACPAEBERG . LR,

R, WETEE, PHERESEM, FE9
B, DR, IR, HEEE
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TAETTIEN, AV AF Y NS AN UEE Y ST I REL

— kA RATZZEenF MU DA TADENRREBE - 77V VELAEE ST LT e LKA B
A EOES ABRIGR RIEMI O/ Sy | RO B, O, REME O EE, B
i /R (M | R FARAkREE . ZIFRE. FIBE. BRI EBIR S,
W, it o SeABEERIG, B AR,
fE s, K VERZ & 25, W5, FEREENR. AFREERME
Ry, Eik o WA, EBMERE. RE%.
REERU fENw . B AR IR AHE
R . MIERE | AR RE O e, SEBARE R, . AR
BLHAIN, (B | A kb L PRSP, . LR
w72 B AR
Z—EHN. [ EERO MR, AR, HIR, B, 270
EFLERMAE . | Rk TT IR, B
BioK —i - g | Ry B, B, . BuK. 5
R E RO EE Ve, . MO, RRSMERIE, o7
‘E&ig HER WALEIN = VT PR, ZEIE, AR 1ERR
REEE R S
BAER . AIPR. | miREE. BR | MEERAE TP | CK (CPK) | ALT (GPT) #8/0. y-GTP #8i0, U /<
Bl P B, R | R, R R R, ik =
m ; AR BB | VAT m— i, LR T R R
R R R P, 7 ST | e L e R, e R
%K EOL A, D — B, |, /MRS, JRAE [, @
e GE R . AST PR TR T AT
K, [EX (GOT) # | A, Mthz L7 F=28h, fhy
FRIR S %K. Rl B M AF R b, it b Y 2 YD REIN, ~E
PN Hoh A% 2 DR )|
= LR | Zofh PEAE, Leo< b, @i, 13T
RAE D, S—F oy N U LS, B, S
TR BEUE, EEEtED E . FFRE. i
Y REAKIN, KEBD, W7 2
1% JE, V2N v TS, k. RERIRIEIE R
iE E2) =AM X EURIFIIIT /AN DY Ta X LT VR
L BUF O ERHRER, B IR AR R OV JE s 2 Ty Sl
VY e %7 Lz,

HE3) ZL—R3 K04 DERREERT 2R LTz,
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TAETTITENS AT ARy b A N UE ST ) RE L

_ U > — S — ~ 1 . \» >~ e /L“‘E .S 3 IRDA A‘,r'-»
4 KT ZZENF MY DL« TROELERE - 737 A8 DV LT LB A b
HHEorE ALT H8N, ASTHY | RERD . 1

ERERIRE

IR R =
S, Lt v
TF=8Em, N
FEREMR AT S . M
7 R o RERE N

7R DR
B KEHH
. KR E
A I EE R
FafE s n, i
Hp R T SR
N e R
T TF IR AR
* F — ¥y
. mH sy
77Uk RiE
m, m= v
AT a— )L
hn. i AR ER
. ¥R
MER S FEHE N

~

RBHER OBEIZOW TR, A HIV EGUEBHE 2535 & L s iR

B A (ING114467, ING113086, ING114915, ING112276) (23 & i

L,
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—fxA

RVTF 7 I N MU DA TAHEEBE - 77V A6

TAETTIEN,/ AT AF Y N SN UEE Y ST I REL
Uy ra X7 URER A b

R EoEE

5. miE~NOKRE

RIVT 7T, TARABELKRT 2TV OmEmE B 5 R yEhe

RSN T, —RICEEE TIIATRREE (IFHRE. BHRE. O

BRES) BNMETLTRY., AHEEZA LTV U0 20 L <

WAGEMNZ DT, BEOREZBELRRLERLTRETSZ

L,

6. TR, EiR. BIAREF~AO®RES

(1) W SOTER L TS RTREME O B D id A2iE. 1RIR LB MR
falritt s A5 LW SN A5G A OREETHZ L, ERF
DO LT BT D2 AMITHESL L TRy, E7-. BimERICBW
TRATTTEN, TRAELVKOETI TV IZELTKROZ L
NPHESNTND,
AT 7 TE0N Ty b THREBBITHRBED LN TWND,
TRHE BTN T, T AH BT E ORI IR
WHETHLZENRINTWS, 70, 8 (T FORHR) 1T
W, T3 BV 500 mglkg/ B XUTENLL Lo b8 (KA
BlZBIT 5 hEFBREE (AUC) Of28fF] T, BXIRIRIC
*9 BN BIEORE, ZREOEGFE, WK, RERD, 5
BEDEIN) MBRBDONIZE OHRERD D,
TITVY TITVVIEE MR EERT S, HAEROMmES
T T UV, RO REBLO Mg oK O AR R EE & [
CThaHIEnNHEINTND, ek, BER (VHFX) Th
WM (RO CHOEM) AmEIh T3,
TARBEN,TFI TV X7 LA BRI S P A
(NRTD) % 7= P UL B ER S S o BB R OELIRIC
WT, 2 har RYUTEEICLS EEZ OB T—BEDIM
BHBREO EARHE S5, £, EFICENICRER
FE, TAMARRTIE, MOMREELHREINL TS, LR
NH, TNHHEGE NRTIO - NIREE, JEEIRE L o
VIHESE L TRy, ]

5. BlRE~NORE

AHND EEE B DY B REIIMG STy, ABIOBHIZEE L
Tix, BEOM, BEOMEREDIK T, &0HE, FHEEL S35 E
T5HZ &,

6. bEiE. EWR. BILBE~ORE

(1) W SOTER LTS RTREME O B D id A2iE. 1RIR LB RN
falritt s EE 5 E W SN AL AICOREETHZ L, ERF
OFEICHT DL EMEITH ST, ]

Q) FFRATIBAERLESEZ L, [ZAET I TEALN2
A&y ot MLHFS~OBITIFAHTH L, =AY X
EUROT JAREADE NLHFA~OBITHRREINL TS, B
EB (T v b)) IZBWTZAET VI EL, abt v AEy K
T RELVDHA~OBITHRHME I N TS, £z, LMo HIV
JRYYEBE L, FLE O HIV 28T 2720, ILIRICRIE 5 %
RNWZ ERLEELLY, ]
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TAETITITENS AT AEy NS ANV AEY ST REL

— kA RVTF 7 I N MU DA TRHEEBE - 77V U EA6E DV E UL T LR A b
ERHLEOEE | @ AFEETEIRALTILIELL, [FATT7IEL: T b

IZBWT RAT 7 EABRATHFICERITT 2 Z ERRESNTE
D, B MZBWTHIEAHHIIBITT A Z ERTHRENS,
TXHEN Ty MTEWTT D ENLRREDORB AT
WBATT D2 EDNHEINTEY, b MIBWTHHINPICBAT
THZLERTHEND, FIT7V v RagkbEasni-=737Y0
e MR HRICHRE S AL, IR ORE LR T (0.5~8.2 pg/mL)
ThHHI ENMEINTVWS, £/, —f&iZ, HIVOILIE~DR
ITHBET D720, HHWPHRUWTICEWNT HIV TG U7 ZotkiT
FILTRE TR, ]
7. INRE~ADES
R ARER, FraAle, 2R,
WU (BERHRRBRDI 720N
8. BERE
B -ER: N T 7 ENOBEREICE DT —XIIREN TN D,
BRRBRIZI VT RVT 7 )L 18] 250 mg F CREEER AICE S Sh
0, THITE RVBIERIZHE STy, BB, 7B EL, T
T VIR BB G L DA OffE, ERIFEED BT
v,
WE : AHF OB 53 U CRBIZR IR 2, BE#E DOBEEIC
I, EERCEE L, VEIDS U GEYRXERIEEITY 2L, FAT
TIEIEWVEARAEREBT D0, MIEITICLVBRETE 51
REPEIR Y, BRN 2T — 2 IR SN TR0, T 2 7P U3aET el
HRTHDHI LD, MEIZLUMKENT 21T 2L 2BETH &, 72
B, TN BB EBLENTCIMBOENTIC LV BREIN D02 E 9 T 5
MTRN,

SR T/ x5 22 eI me s L€

7. INRE~ADEE

R ARER, FraAle, 2L,
TR,

8. BERE
AFNOBERGIBET 27 —ZIIR N TV D, BERGRHIRE O
BEERIIAATH 5, EBEER G, AFIORIWER ( TRER] ©
HSM) IZOWTHSICBIE ATV, MR U— R0 7 fHERE 21T
HZ L, TARITEFEUKROT VR EVTMEEITIC L Y —HRES
N5, TAEFZSEALRORI LT RY Yy MIMEEHR & OESENE
W, MIEENT XITEBEETIC L 2 BREITAHTIERWEEZ bR
2o

SR ST/ ) D 2 IS S

9. BMRALDERE
T DI EMET — Z 13 STV W= AR A Fe L TR L7
WZ &,
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—fxA

RVT7Z T M) oh - T ENRERE - 77 VA

TAETTIEN,/ AT AF Y N SN UEE Y ST I REL
Uy ra X7 URER A b

R EoEE

9. TDOMDEE

(1) EEIOHEDES D—2>TH DT /3 ENTHONT]
7R CIRERFEME AR RN -o 7228, B MY U ERE Az in
vitro Ye oK B RER, ~ 7 AU 7 —~< BN O in vivo /EER
BRClIaE 23872, \_ﬂ“LE@n"*% . invivo & W in vitro [ZF 1>
T, RAOBEBREL AT G5 I0Hm W REaRESHRIERNEET
HZLERLTND,

) $ﬁ@ﬁmﬁ D—DTHAEIT AHEMZONTIE, v TAKDN
Z v MZBITHEHDBARMERERICI N T, B, Bk, T
fige., BEBE. VL R ffi, BTG I EMIEE S 2 b & oS
Ndhs5 [BEMAEICB TS MaFBRERE (AUC) O 21~281F%,
2 LEERE (B MIBWTHY T A8 EIXTFELRY) OfFEE
WZOWTIERI 5%, 1 OT, b MR DIBIERERME & 1A% L
O S 2 e s N 1 s A N

3B) AHNIOERS D—D>THDBT NI EIZHONTIEL, TABEL
T 2EMBEE LT~ U AR DNT v MTRBWT, BELIHAMENTE
o [BRRARICBIT e MaEggER (AUC) O 7~211%
ORHE] .

@) ABHIOFEHEZD—2>THDT I TV AZO0TIL, EfnmiR
% TEWTHIWREAKREEFRIEHA R LI L OWRERH D, £

. BEHIORARHEREBRIZB W TN AMEEZRD 2o Tc & O
i#%é (b FoRREM Y > ek % O T2 et iR B sl BR I
300 pg/mL BA b, = o 2 U R JERRE A O T B R - 22 IR SR
TIX 2000 pg/mL PL E TRt E R LTz, ~ U AROT v bEHAWE
EMoONAFRERBR T, BAARICBIT 5 MEHRERE
(AUC) D 1015 (w7 R) RONS584%F (7 v ) £TORERIC
BNT, BRAEITBO SN oTz, ]

I, M A

10. ZDHDER

) ?/TE»y/fm%V»77»Mﬁ@v7X%%mtﬁhﬁ@
R QEM) BV, BERARICE T e hORSIRERD
10 15 THEIS Wﬁ@%@mmﬁf CHRBLIEOWMENH D,

Q) BEREHERE H D VT S S OB E 2 H 9 D iBRE
DEBRERE (GFR) ICKIFT a2 4y hOEEBELHF LI, A
TN =T VT T RITTAEB RS T2, G2 VT F=
VEERAWEHRE S VT F =07 U T T AR 24 BRI
LT F=o 7 VT T AT T BRI R TR 28%E T L
7=. 7B, EFEHEBRE CRIMEREAZNE L 2 A, Bld/
Mol
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—fxA

RVTF 7 I N MU DA TAHEEBE - 77V A6

TAETTIEN,/ AT AF Y N SN UEE Y ST I REL
Uy ra X7 URER A b

R EoEE

)

(6)

WS CEIME I N2 T 0 A7 T ¢ T3k (1956 f5) 128\ T, 7
NI e OFSBRIARTIC HLA-B*5701 DA 7 U —=> 7 % Effi L
RWEEE . AV U—=U 7% F NG L HLA-B*5701 A& 2RI L
TR T D ERARIER D b B b 2 MEUE O R IRBEE N, ThE
N 7.8% (66/847) | 3.4% (27/803) . G/ v F 7 2 M XV
RS NTORBUEOFRBUEEN, TNE1 2.7% (23/842) . 0.0%

(0/802) TH V. HLA-B*5701 DAY V—=2 FDOFERMIZ LV
TUE OIS BB N IEFH FHNCH BRI 5 (p<0.0001) Z & A
IRENT, £, AKREERTIZ HLA-B*5701 2 A7 J—=17
L 72 WEEIC B TREFRAEIR 2> BB IUE 23 e oA = 66 511 30 5,

R G % F7 A M CHERR STl BUEE R 23 51144123 HLA-B
#5701 ZH LT,

HAAIZ BT DI HUE & HLA-B*5701 A O B>V TIER
TH V., HLA-B*5701 DRFHFEITAANTIE 5~8%, HAANTIX
0.1% & OHENDH D,

YL HIV O ZHIDFHHEEZ 2T T D BRE 2RI O ZED 3
BMEEZRE L= 0 A0 T ¢ TEEEFHIEICBNT, T
HENAOMERABRLED 6 5 HUNDBRE TLHFEZED U A 7 )38
MF 2 EOREND DR, ERRBROGA MR 2 Fh U7 fE R,

SHRRE L LB L CT7 " B AR R OB 70 DD U A 7 1%
WO OLNEI STz, TN ENL ELGREEOEICOWTIE, B
ED L ZARERITH TV, PRIEELE LT, T ELEE
TPl HIV L BRET 2541013, WERME IR BOWBERN U 2
7 EBEL, @MUE, @IEMAE, FERWE, WEEOYEEWRE T
RTCOV AR EHR/MES G D100 EZLEHZ &,

SR LT
VR SCE:

201443 AtkET (B3R

(ke
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1.8.1. WftcE (B

1.8. FHIXE (¥
1.8.1. FBEXE (F)

TIRITE () BEBEEREOLEDTHD,
RO NEZBHT AL,

* BT HRGR I AR BERE (R
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# AfErk 1R

I AER A it 0y AR
87625

7AW REEEEA

®
F)—A Y BRER
Triumeq® Combination Tablets
RLTTSELFRYDL - PRAELERIE - SSTOURER

B ik SRR

fEHIR - adEIcFRR

KR
S AT
ARFERAYA
| BRFE AR

il i
o|z|z

(1) BIREE :

1) #EAOEERRBRICIW T, T30 BV BRE DK 5%
BEBUE O RFZRDTEY, EHICEHE 725 Z L0
IRENTWD, TABENMC LA \BUE., @E., 72
B e NVIIANT X 5 1RERRLA 6 LN (Rl 11 B) (2%
BT B0, Z0% bkt L CTBIZRE 0t o 2 &,

2) TAHENMC LD BEIECIZIUTOERNEBBRUE
BIZRET S,

- RBE

- HEB

- BRER (B, BH., TH. BES)

- ERE, BRE

- FRIRSRAEK (FRREE. WEER. %) £

ZOX D IERSER LIZEAE,. BEbICHEYEICHRE S
B, PRAENIZKIBEENEDOA- L EEERFDE
BE#EBICHIETSZ &,

3) PIRAENIZKZBHENRERE LIBEICIE, RLTT
RAELEEFHA (FH., A7z UvWXITT ST
LEEHE) 2BHELAEWNI E, ARFIOHEEICLY
BRI LANIC & HICHEB Z2ERA B L, BB LK
NSRS D ATREME R VM &G T Al REE N B B,

4) MR EE (k. [KEX%, BEERX) . 1070y
FHREER. BB, RIIFAFRAICLZEERE S 2
SUDIEIRN BRI L=HAH 50 ITEE X BEERE (X
ICRHEEZEL. BRET2EE81H5) ooz
ATH, PRAENICKZBHREOTEEZEEL. B
BEMNBETCEHWMEERIFFOBREEESICHIEL.
RLTEEELEWLCZ L,

5) BEICIBEUEICOWTH TR L, BEEZEET D h—
REFIERTH LRI D2 &, £7-, BBEUEEZR
HLUERE L, FRAELEEEA (KREl, 472
TVRMRIFT T OLEER) EEEMALLEVEKS
TaEET AL (IER] | TEHELERNEE) &
O TRWWER) oEER)

(2) BEUBMIFRZ G0 L CVWDEE T, 717V r0&bH
kv, B BEBMHEITFAPHRT28ENRHLDT, K
KOG 2 hlr+ 25813 FoEET 52 L, BICHER
EMEOEE, BT 2BENNHDLDOTHEET HZ &,

(4R% - fE4K]
1. %

1EEFIC RAVT 7T BT Y DA 52.6mg
(RAVTF 7 ZE/LELTS0mg) \ 730 E
JURRIERYE 702mg (7 3L E LT

600mg) . 7 I 7Y 300mg A EHT D,

sy - E

D-~v~v=Fr—, ATFTT VU~ FT D
A, fERELE—R, KRRy, o7
7Y a—igr N v A BEMbsk, =
fbdk, =27 o =—/L 4000, KJ =17
Na— o afen) v s ] Bk
FH

i

(% B] (ROBEFIZEFIEBELLGWVWIL)

(1) AANOEITIH VBBIEOBERED & % 8F K2, KA
DG L TR, T EALEHERA ORA, Y170
=RV 3 AREHE) ORMARERE LR L.
T NT E AT K D ISBIE DWEALED B D B Aid, L TR
Bt Lionz & (MEd) | THZEQRERNER] &
O TRWEM) DoEZH) | ]

(2) HEOHEEFERE [T D EAOMPREN BRI 52 L
IRV, BWERREB T 2820’ dH D ( [HEYBRE] o
HZH) . ]

2. R
AENIHEAD 7 4 bm— FEET, @bl = — FEROIRIT FRLo
LBV THD,

s | O % ® | wE | EE
-

. @ e =

A7 572 Tn1 20mm S 1720.8mg
¥ [T SRS 7.6mm

11mm
[2hEE - ZIR]
HIV YL

R - HRICEET SERALDER

1) U FOWFho HIV EUERE ICERT L2 &,
1. HUHIV I L DIRERBR O VB,
2. AT 7T —EHREKDSOFT HIV I X DB T A
JL ARG B AL TR W RS
3. RKATZZEN « TARAEN « TI TV DOMBEHE
2LV T A NVAERIHIA G LN TV D BE
(2) Ht HIV RIC X D% CREIC 7 A L A2 8 % ST
HHRFICBNT, AFNCY Y B Z 7o ARRBIT R 20,
RAVTFZIEN « TRIENL « FIT VNI LDHIEHETY
A IV ZFEIEI RS SN T WS BEDSNT I T, ARAI~
DY) 2L S R,
3) A v 777 —BHFRICHELFT 2 BHEICK LT, AFH
OFERIFHERER SN2 (RAT7FE)L - TRBENL - F
T VLD 3G TR SN RBR T )
AHNC L DRI H T2 > T, BEDOIBHRE R O Al e/
AT IRAN MR E GBI TR & 5 IR R BT
EBEICTHIE (X7 LAY FRUERGREHELERIC K
DIRFRRBR N B 255121, X7 VA Y KRG R
EIIZKIT AMMEEREZT L CWAAREMERH D)

(4

=

(A% - AR]

WEL. RANZIE 118 (RAT 7708 LT 50mg, 730
ELTO600mg KONVTI TV LT300mg #5FH) #BFOH
2L B RERROES 35,

R - REICEAET SR LEDER
(1) AANC X BT, BT HIV BB R R a2 o R




Db L THBT DI &,

Q) AANIRALTZIEN, TRHAEALKRORTITPUOEE
HEZEHFITIHEHITHD DT, KANMZ T RKAT S
ZENARAL TN e ARAL T TV RAL UTT N
HEN s FITVURAERAEG LN L, 2L,
ALz rZEeVy (U MFEALTT =AML BTT
—PHEAIE FHEES L2WER) . =7 7L Y xR
I, AR PEL I 77 LBV U EREHT S
WA, RAVT 27 FE0E LT 50mg % 1 B 2 [H#59
HUERHLDOT, FAT 7T e VR 2 KR EDRK 12
WER I B 595 2 &,

[(EALDEE]
1. REBE (ROBEIZIFREITHRETEH L)
(1) BREIIET D2 TREIED H 2 BE (RROBEEDH 5 EH .

3) HYEDHRALICHEZER LY, IAZPIELZY L

mnz & (RAEEH) oEBR)

4 TABENOREGHRBHPENFEI L, ENICBEEN LD 2

ERME SN TV, MEEZEET 20— FiZitfian T
WHBBESUIIER TH D, BB, BHEE, B, Wik
SER (RS WEM:, TR, IESE) K OWRREIER  (FE A
. OMHERRE . %) EAEBLGAE. EDICHYEICHR
HL. AFORAZ R IET~EhENEREZ TSI, F
7o MEUEEZTEET D0 — FFFEICEE T 52 L,

5) TABENVERRA KA, A7 V=TTV a L

BAHE) DR EC LV B TSI 7 B EBUE 23 SO L
PIZRBT D AREMER H D, Lz o> T, AAIOARA % ik
LEBICBUTPADELEERA (FXA, Y17z Uk
RETFPaLEER) ZRATIRICE, HFHRYEIC
BT 5 2 &, Y EIERMR 2D D55 AR A O

TERZFIE S WD 2 DB BN TV D HA & OO IRIEZZ T
TWHEHE) [BEREFEIRET D Etrd s (TEH
ZREEARIER ) RO TERZEIER ) OHESH) ]

(2) BEXIIPELEONFIEEBE [T D EAOMmMPREN EA$

DT LTk, RERARET BN’ DD (THEEREAAR
P | R O TR B | OIHE M) ]

(3) BEIE C BIFFR U A VARG E [0 (FF R

TIFT—BLEAXIIHE) okthnrbs ( TEEREANE
B OHEER) ]
mii (MRS ~O#& G DHEM)

(5) IR XITIRIR L CW D ATREME D & D N (TiEdR . pEMG . 123

ImEA~ORE ) DESR)

2. EELERMEE
(1) KANL RLT 7 I UL, TAHEALRRT I 79 O ER &

EERTHHEAITHLDOT, TXHEALTT I TV VO
ERES LB DL ORBFITIIMEMNO RvT 7 e VA (7
A58 . TN EARE (AT Ve vEE) ETITY
VEIFI (e AEE) WD ZE, B, KT T e
Al TR EAVBAR R OT 2 TV UBBIOFICSHT- - T,
ENENORERMASCEEAGTT D2 L,

1) BHRERE (F LT F=2 27 U T T AN S0mL/y R %
HT5HE [5I 70 0EnhEENESET 2 B200
b5 (IRpyEE OESH) |, ]

2) WRFE SR EEDOMFEERE [7/30 Lol g 5
THZEICEY, BWERARRBETIBZARH D ( TEER
5 EOERYEhRE | OEZR) | ]

Q) AFIOFEHIZHT- > TE, BFED CD4 U > SERE L QN

HIV RNA E&# T 52 &,

B) AHNOFREEZBEST DERE, KOZLITEET LI &,

cFRAENIZKZBRBEICEET ZERIT. BREIZEYH
A& YERGARIZBOOND, ERGOFETEE/LE
ICEZAHEMNRHEDT, F/AHELIZK ZBEEMNEHLL
=EBEICIE, RLTERELAGWN L,
cFRAELEEEA (FRH. YA 7Pz UvRRIETTISaL
BEafk) #PLLE-BHZEERSL. 7/A\DE)L L BRI
EOREEMNBETELVNESIIBERELAENI &,
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. R ROV EM | B, T /N E | FREEKTFIESLH | It/ A MF
OB K OEE 2—)L RN D 5, U Y 7 CYP3A4
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BE{BETHZ L, John’ s Wort, hn, KVvrr7 e
ThIEY FAF 7S Lo | 2 b o 3E N o b Vs DR DM X
R & Cmax T | CYP3A4 K O° — X T — nas,
52%,. Ct T 88%MK T & | UGTIAl ##%iE 4 b GERM
VLW ERHLD | ik, K V77 | RAFZSEAromiE | V7ry B 0n
T UTFORICER | V777 ELofk N O EE % Cmax T | CYP3A4 KON
THI L, MRS D, 43%, Ct T 2%fEF S | UGTIAL % #FE 5
- AFNEDEHT D5 E TEEORENH DL | DTk, F
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o % Cmax T
39%, Ct T 75%K F &
Tl oWMENRD D
2 FATFTIENE
LT 50mg # 1 H 2[a
ICHEETAMNEND D
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TARHELORFHHE
LAV S -4 - T
ZFBH, TNHEILD
AUC 239 41%Hh0 L 7=
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BFEE : FFi8EEiREERE (AST (GOT) . ALT (GPT) %
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BIEAOEICOVTIE, A HIV BREBEZFR E LB ERKRSBRAHE
(ING114467, ING113086. ING114915, ING112276) I=EDE&EHL 1=,

5 mERE~DOERE

RVT 7T e, TARBELVKRDRT I TV OEEREICBT 53
PEREIIRET ST e,
RXHERE. DEERESE) NETLTEBY, APHEEZA L TWV5D it
DFEKNZHFH L TVABENRZ VO T, BEORELELZE LN
LEELTREGT DL,

6. IR, ER. RILEE~OBS

(1) B SUTIENR LTV B ATREME O & D i@ NI id, 169 Lo f st
DR R 2 E SN HEIcoRZEETH L, [
IR OGRS B 22 IIMENL LT ey, £, B ER
WWBWTCRLT 7 I8N, TRAEALKERT I TV LT
WD Z ENFEINTND,

AT TN 1 Ty b THREBEBITARD LTS Y,
TXBEIL BB WT, TN BV UL ONRGHEI R
WRMETHDLZ ENRENTWDS, o, @88 (T hORH)
ZBWT, 7B ELD 500mgkg H XizZn Ll o5&
(AR EICBIT D hEFIREE (AUC) O 28 %] T,
WESUTAR RISk 23l (IR OTRIE, ZR L OFE, WIE,
RERD ., FEEOHNN) BRD LN EORENH D,
TITVr TIT Ve MR miR T 5, HAEROIMmE
P T ITVUREIL, Sl REBLo I K ORI i R
LRILTHDZ ERMEINTWD, B, @WFER (7¥X)
ThRIEENE (RHOMIECEOHM) H|EIh b,
TARBEN/FI TV X7 LAY FRVEFEEEILE
Al (NRTI) % 15 NI SUIE PERIRSR S - AE R R ORI
WCBWT, 2 hary RUTHEEICLDEEZONDBEM TR
PO MELBRMED EFBHESN TS, /2, FEFITERIC
FEERIE, TADAMEIME, moMBREBLHREINRL TV,
L LN G, ZHBHHEREE NRTI O IR, & PEgRE
& OB LTV, ]

AFEE TR 2S5, [FATFTTEL: Ty
MZBWT RAVT 7 I EARHANPICBATT 5 Z EnlbEan
THEY, B MIBWTHHANTICBIT T2 2R TPHEERD 7,
TAAEN Ty MTBWTT 230 BV O DR 3L
FIZBITTAZENMESNTEY 9 v MW ThHAHT
WIZBATTHZENFPHREND, 737V ROEESNET
ST Ve PR HICHRIE S, iR ORESFRT (0.5~

@

~

— R EE Tl AR (e,

82ugml) THDHZENRPEEIN TS W, Fh, —RIC,
HIV O ~DOBITEZRET D720, HHPHRILTICENT
HIV TG U2 et I3 i~ & Ty, ]

7. NREADRE
RHIAERER, BrER, 2R, SR OINRISK 3 2 2236k
SEL TRV (EHRRERD 220

8. BERE

Bz -ER: LT 77 V0BBEEICLDT—ZIFR6NT
W5, BEERBRICEWT RLT 7 Z )0 1 [a] 250mg & THREFER A
WG SR, PRITE R2VREERIZHE STy, 25,
TARAEN, TITVCEERERGIC L DA OMIE, iE
RITFRD BTV,

WE : AFIOBER G (S5 L CTERIZR BRIV, BERS O
LA, EEECHEE L, LEIDS U Tl e R/ RiE 1T
&, AT I EMEERWEBRBEREET D720, MIKENT
WXV BRETE ZHREHEIIEV, BN T — X3RS T
WA, FITVVIEBMARETH D Z b, BHEIDS UmiEE
BrairTo e aBETHI e, 28, T30 LA EREE <01
WOENTIZ LV BREBEEND D E I DT S TRY,

9. ZTOMDEE

(1) REIOBEERS D—2TH DT /3 BTN T, fMEEH

WERBR CII A RFEM 2D o728, v U kA v

72 in vitro PAEKRERER, VAV 7 4 —<H B LD in

vivo /MERER CIEBEMEZ R T7-, 25 OFERI, in vivo KO

in vitro [ZB W T, AFIOERE 2 AW 7o HA I O Yk g

FREMEATHZEETLTVS,

KRN DEIESY D—D>THDT AHEMIONTIE, =7 R K

WNT v MIBITLEMNABRMERBRICBW T, AR, B,

JF, BERE, U 2oNEIL BT RS IR N A b - & o

WERDHD (BEARICBTSE agIgEEE (AUC) O 21

~28 i, 7 LEER (B MCBOW TS T 2B IIFEL

720N DEEFHZOWTEIR 55, 1 T, b M HETER

fakilk & 15 OB EEE RS 2 L,

KRNDHEIES D—D>THD T RHENMIONTIE, 7AW E

I 2AEMBEG LT~ U AR OT v MTEBWT, B G A

NROLNE (BEARICB TS e MaEgRERE (AUC) © 7

~21 fEOHE] |

ABNOFNEYD—2>THDT I TV NCHONTIL, Eaitt

HEIZB W T W AKRREZRIEMAZ R LI ORENH D,

Tz, BEHORAFEHERBRICB W TRBAMEEZRBD 2 hoTz b

DOWENRH D, [b MR Y >S5k E A7 Yt (K Boi iR

TIE 300pg/mL LL k. ~ o R U o) JEME 2 T2 B AR 1 258K

2 HGRER TIT 2000pg/mL PA ETHBMEE R L, v 7 AKRDT

v hEAWEESONAFEERBR I, BEARICE T e b

EHgFERE (AUC) O 10 5 (w7 A) KO 58 5 (T b)

FTOBRBEEIZBWT, BRAMEITRD N7, ]

WA TR SN T v A7 T ¢ 7B (1956 fi) 2B\ T,

T NH O BBETIC HLA-B*5701 DA 7 ) —=2 7%

FEi LiaWEEE, A2 Y —=2 7% FEi L HLA-B*5701 {4

FaBRIN LT BEIC B T D BRI IR > & B o 2 WRUE 0 FE B

JENR, ZNTI 1.8% (66/847) | 3.4% (27/803) . KJE /<o F

T A MLV HERINRBUEORBHBEEN, ThLEh 2.7%

(23/842) . 0.0% (0/802) TH Y, HLA-B*5701 DA Y —=

V7 OFERIZ L0 BEUE OB N ARICE BICE T

% (p<0.0001) Z &R ENTz, Fio, AREFER TIE HLA-

B*5701 Z A2V —=1 27 LARWEEZ B W TEERAEIR 2> 5 1@

FEASEE DIV 66 BT 30 B, FAE/ Sy FT A M CTHER S LTz

SETCRESES] 23 414245175 HLA-B*5701 24 L TU -,

HA NICI T AI8MUE & HLA-B*5701 {543 O @M IZ >\ T

IR THY . HLA-B*5701 DA RITAANTIE 5~8%, HAR

ATIX0.1%E OMENRDH D,

(6) B HIV FEDOZAIGFAIFRIEZ Z 1T TV 5 B & RGO gE
ORBFEZPE LT~ 70 AT T ¢ TBEELIICB T,
TR ENOFEHBGENES 6 5 AUNOBRE TLHHED Y 2
IR D L OWEND DO, FEEREROMA RN & Ehi L
TR R HMRRE & Ll LT 7 3 BV 5 RE O T A O AR 5E
DOV RAZFRBDONT2 0T, T8I E L L LHREIED BE IS
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DOWNWTIEL, BED & ZAfERmITH TV Ry, FRE S LT,
ToNA N E G HIV JRik % BAT 255121, EEilkiE
DRBOEMENY 27 2B L, SiLE, @SIEmAE, BRE.
WURSE DR FE AR T R CO Y A7 WNTFE2E/MESED-00
HEE2EDHZ L,

€27 )-3))|

<BXAIZBIT 5 HE

1. RAT7Zend kY v AHE G TORE
HARANBERERA S (6 #) KOt @ #) C V77 oE
JVBIA] 50mg A BEHE O Lo Mg KvT 75 ero
IEMFNRE T A — X B RK-1VIRT, RAT 77 BB G5#K
3 WERY O MR R I L, WA 15 BRI CH
of, Fo. AARANCET 2EYERIIANE SR T 5 R YH)
LRk TH T,

#-1 BARMNERRAC FAT 7T eV 8IA Somg % Hilak O #& 5
U7-FEp I KV 775 L OIRYBRE T A — X

Cmax Tmax AUC e tin Cy
(pg/mL) (h) (pg-h/mL) (h) (ng/mL)
2.37+1.23 3.0(2.0-4.0) 47.7+24.6 14.7£1.56 0.73+0.36

FEEHE R (n=10), Tmax : F9E (HPH)

2. TARAENL « I TP UBHKICORE Y
TARBEN T IT7VUMAN e 2GR R RS L b 0T A
NEN, TIT VU DIEMBRE T A —F HFEK-2ITRT,

#2 TARABEN - T IT VR A REEE RO IR ERE ]

TA—=Z
Cmax AUC AUC,., Tmax* tin
(pg/mL) | (h-pg/mL) | (h-pg/mL) (h) ()
TN EN 5.68 12.56 12.89 1.00 1.50
(2.04) (4.01) (4.22) (0.50-1.03) | (0.16)
FITVY 3.58 13.81 16.30 2.00 2.49
(0.61) (3.56) (5.058) (1.00-3.00) | (0.55)
0=9, PR RS, kTl (/M — kR )
<HBEABTLHE

1. AAIE RO R Y
SMELNREREAA (62 ) (AR A 22 GRS BB O 5 L7
oM ST 7 I N, TRAELVKRT I TV 0y
BB T A —H K3 ITRT,

K3 AHH R GROEMEIE T A —F

Cmax AUCins AUCo Tmax* tin
(ug/mL) | (h-pg/mL) | (h-pg/mL) (h) (h)

FALF 75 2.53 42.12 4275 3.00 13.00
e (0.70) (15.41) (13.15) (1.0-8.0) 2.72)
TN EN 413 14.35 14.32 2.00 2.69

(0.95) (3.54) (3.53) (0.5-3.0) (0.84)
FITUL 220 13.13 12.70 3.00 16.28

(0.64) (3.22) (3.24) (1.0-5.0) (7.69)
n=62, PIMHLREENE, s« Fafi i/ Ml — Bk )
1. BRI

(1) AT ZTENF b 7 NEMRES TORE D
KT 77 B ARANIR OS2 L 0 Eehr il s, &5
%R 2~3 W CReEm M IREICE LT, RAT 7T el
FERO#EE LR iEd ST 77 eV OBRGEREx, 2~
100mg OFIPH TITI G EIIMOE A % Fal-> THEML 7z P19
2N, 25~50mg OFIH TIIHEEGEICIEIZRA L THmMLEZ 7,
() 7 /3% EABRERYE B 5T o R 1920
HIV EYYERF (12 61) Z%I5U27 3 EV#LE] 100, 300,
600, 900, 1200mg % Hi[EI#R A5 L7285 Cmax KO AUC,.
wel XIS BICRAE LC ER U, R RO i i B (2 e b5
9 1.5 BRI R ISR AL I Ly YOI 1S BRI T
o719,
— 77, HIV BEYERE (20 #) ZXIGic 7T S H el
300mg % 1 A 2 [\5E L2546 O e IRIEICEIT 5 Cmax 134
3ug/mL, 12 B#fE TO AUC 13K 6pg * mL TH-7- ", %
7oy W RI R I3K 83% T - 72 2,
F 7o, HIV EGERFE (27 #]) ZXRICT 0 e Al
600mg 1 A 1 [\[f5RE & 730 B VEE] 300mg 1 F 2 B35
DEFIRIEIZB T 2B T X — & &Ll U7 5, Ml

WANLREN =D VEROIRTEIL, 730 V] 600mg 1 A 1
B GRED TR RKE < AUCh, Cmax KN Ct R ZENEN
32%. 99%K TN 18% /N L 7=,

(3) 77V UHME G T ORE 2
A HIV 12 2mg/kg 2 1 B 2 [8] 15 BRI OIS Lz &
x| Ve ER TS 1.5 RIS R m i F R E O 1.5ug/mL
WCEEL, L 2.6 R TH D | 15 A58 CIdi b g
IEFRBIZE L, @ REX 19ug/mL Thotz, Fio,
A HIV Y12 0.25~8mg/kg Z BiEIRE O#% 5 Uiz & & o4k
PR SR I3 82% Th o 7z,

2. B

1) FATZFELTF b U T LEEE TORRE 2
ML77Zerob MR ARIIN 99.3% Th o7z (in
vitro) 2, @A B LT 2T e 20mg (RBIR) %
R O 85 L7 R0 BT O MAFEIL 12.5L Tholo, i
e/ Mk CEYME) 13 0441~0.535 THY, KLT 7T EL
D MERBATHIZE 2 > 72 (5%A) o In vito IZBWT, Kb
T ZEMIE b PHEAEKLOE | Breast Cancer Resistance
Protein DIETH 2 2, MifEdh R7 7T €L oSy
TEBERERE N TR 0.2~1.1%. 1% O [R5 B4 THY 0.4~
0.5%. % OBEHREREBRE T 0.8~1.0%, HIV JEYYE B
T05%CThoTz,
RAT 77 EVIIIERER P IC b 9T 5, KT 77 e Ll
Fl S0mg KRONT SAEN ST I TV (600/300mg) A
- &N 7Ht HIV 3EIC K 1RO 70RO HIV EEYYE B3

(11 #) 1I2BWT, FATF 7 I EAOMEEEE THEE (hifk

) X 18ng/mL TH Y . MIFHFIRED 0.11~0.66% T -7,
KT 7 Z BT O BIE D AR AT 5, FERERA
T VT 77 EVBIA] 50mg/H % 5~7 BRIFROES Lz
WRED 75 SR, = SRR R ORI BT 2 Ry T /5
EL O AUC IXEFIREETOMEEH Rv7 77 o AUC D 6
~10%Th oz, Flo, EFERAFHEIZ RLT 7T LA
50mg/H % 8 HREIRRA#E L =B it OB k2 3810 %
KAV7 7 Z E® AUC FEFIRECOMmMEET FLvr 7o e
D AUC DT RR1T%ThH o712,

(2) 7 /3H EILRRERYE B 5 T o kg 102020
HIV BEYERE (6 ) ZRIRITT A Eb% 150mg $IRIN %
H L7z & EDANTOSARBITH 0.86Lkg THY ., LM
MR 5 2 LR St 1020,
T NHEE 10pg/mL FTORMBERGHT, b Mgy v
R FEBRIT A% E —ETh o1z, £io. MK O
RERENR U ThH-o7=Z b, RIEITMERICHE BICHHid D
ZERENR,
HIV YYEBRFICBIT 27 A0 E AL OMEFEER (CSF) ~0f
TIXRIFC, miEHh AUC IZx9 % CSF H AUC Dlkix 30~
4% TH o7z "0, TARBEL 600mg 1 B 2 BIEEROEE
TR O FEMEIL ICs, (0.08ug/mL & %M E 0.26pM) @ 9 £ Th
57210,

() 7 I TV UEME L TORKE
B HIV Y12 4~10mg/kg % 1 B 2 [0 2 B L, EER N
B Uz e &, 85 2 R o A BE IR IR B i PR 0y
6% ThH o7,

3. KR8 - et

() FATZZELT N LRSS T
NIVT 7T BT KT UGTIAL T/ V7 b U BiA &
nn®, F£7-. KLTFZF 0T CYP3A ThPFnicRgish
2R AIC UC-FAT 7T e 20mg (UGREBTR) A HLERR
A# 5 L= 0BG EDK 9.7% 8B LI HY & L TR
FIZEIY S 7z,
R A VT 27T B 20mg & BEIRE 035 Lizro
PR IR 1T TH Y | OB EED 53% N ARZEE L LTt
HRE S -, 70 RIS ARG RO 31%03 ki S 4,
ZONFRIE 18.9% N =—F VA 7L 7 o VBT E IR, 3.6%08
N-JiL 7 v AR, 3.0% M DAL OBLIETH Y . REAL
X 1% KM TH o 72, In vitro [IZBWT, FLT 7T E/NTE
AT = A T o AR—Z—1 (OAT1) . OAT3. OCT2,
MATE1 & O MATE2-K %4 L7zl & fE L7z (ICs : ThE
212, 1.97, 1.93, 6.34 J1X24.8uM) 03D,



(2) 73K EOVERERYE B 5T o Rl 1029
b MIBT D EERBHIE, S AR CBERD -7 v m
VEBRARTH o7z ), v MFHEKEEE AV in vitro 3R
ML TN H EOVITAFRIVANEE S 12 X0 BT & 2 5
TIVRUEEREER LTS, FI 2 u Yy =A@ TIET7T A
LML = 5722030 12, T30 EL OB AR
F R mr—2Ah P450 TiEel, T/a—ATk RusfF—=E/
TATE FTFE Fayr—EBR0E5 LT\, R, Zhb
ORI A N ATE X 2o 7=, F72. B b UGT %
BlR % FW i in vitro BRERIZEBWC, 7238 ELIE UGT2B7 ©
DB E 723,
EHZ, B MFI 7Y —2%MWz in vitro RERIZEBWT,
FEEME B ComME R RE CIXF b7 o —2h P-450 &1
CYP2D6, 2C9 KN 3A4 ZZE L2 & AR &z 19,
T 3K BN TIEERB TH S VR BV Z Y RIS
R, HIV BYERFE (20 #1) 12735 EJL 300mg 1
B 2 [EfeE LR EFEREICB T 2N LR REL =Y &
P oD 983 20.6 BRI TH o 72,
HIV &YSEBE (6 ) &R “C 7 /30 L 600mg %
AR OB 55, KOIRNEIRE 2 BEt Lo, RRBUREEDK 99%
PR S A, ERPEIREEITIR (0 83%) TH Y, FEHITITKH
16%HEM S 7z, SRAICHEE S U2 R BE DR 1% I RZ B IR
THY ., 9 30%0 5-INVHRERIE, K 36%0 5-7 v a
HAEERCH 72,

(3) 7 I 7 VB L TR Y
E P TOEMRBEIZNT o RA-ZLEF T MK (1-[(2R,55)-
trans-2-hydroxymethyl-1,3-oxathiolan-3-oxide-5-yl]cytosine ) C &
577, BN HIV &YH I 2mglkg R 05 Lz & &, #%5%
12 BRI BT v Z-A R F S RIKREEG- 8D 52%1FE L
7=
F 7o, MHPRENEFIRIETORECAEIEIRITN 3% TH Y |
BN T 2 TV DERANS DREDO ETEARARKE TH L Z &
WRENTZ D
In vitro IZBW T, T3 7 V% OCT2. MATEL &8 MATE2-
K DEETH D 99,

4. EMFHRRFHE
TEERRCA 62 fFllz, &Kl 1 8, RAT 7 Z e ABiEl (KvT s
FEN S0mg BEARTLHRAD ROTADENL - FIT7V M
F (TR BEIL 600mg KT 2TV 300mg & EA T D A
A1 BEAZEHEIRFIC BLEIRR DB G- U, AW R & 1AM L 7,
AFNF G L RVT 77 BRI R ORT N I e - FI TV
WAEIOGHEGRED RLT 7T EN, TATELKRDT I TP
VD AUCy. AUCoine 2O Cmax 1%, AW 2[R o0 | iE FE e
CEEED D 90%FHEX LY 0.80~1.25 O#FIFHMN) &7 L,
EMZERRSEMEN R Sz,

5 BREOHE
TR 12 Bilic, @HENGA (869kcal, 53%MMAEHIHISR) fHHL
BICAF 2R OBE Lic b &, ZEREGR_E LT, v
T 27T B0 AUCqine & T8 Cmax 23 FLEH 48 O 37%H40 L
o £l2, 737000 AUCqins XY Cmax, 7237 LD
AUCpint WCEALITFED BRI o T2, T/AH ENLD Cmax 1
23%(K T L7z,

6. NEFEADERE
/NIRRT D AK O IR RE TR L TR,
12 WL b 18 R O/NRBEIZRB TS KV T 7 I e, 7N
HENKRDNT TV OEMBIREITRA LR TH -T2,

7. BREEREE

() AT 7T ENF kU 7 NEREES T O
HEOBEHKERSE B #Hl, 77 F=227 077 A
30mL/min Kii) #HTDHEEFICKAVT 7T BBl S0mg %
HERROEE L, TORR, EEOBHEBREERFTICHT 2
S Eh BT RN & ORICERIRAICEZE CTh 5 21T A bR
Mol Z Enn, BRERERE IR LT RLT 7 Z e ils|
OREREZAT O LB\, B, BITEETO NLVT I
ELOIRMENREIC LIAT T B OV TR L Ty,

(2) 7 /3% EVHRERHE B 5 T o kg

)

R BB (GFR : <10mL/min) (28T 57 30 EL DY
BHREIT, EHEREDS EF 2B ORMERE L Rt CThH - 72,

(3) 7TV EME L TORKE Y
BHSEEDIK T L7z HIV BFICT 2 7 V0 % 300mg HilEIRE O
Hlictx, ZJv7 =707 7 ADKTFIZ2oNT AUC
RO R SN U, EANMER L, Aoy s
VT T AR LT,

8. FF#fESEE

() AT 7 FEF b Y o LB S CORdE >
KT 7 Z e ViR TR# s TRt s s, F5ED
JFEgREREE (8 . Child-Pugh 3% : B) AT 2HEHFIC KL
777 e VA S0mg A AR NG Lic, EORER, R
DORFFERERE E BE 21T DB RE T F R A L R TH - 72
ZEnh, PEEOIERE IS LT RAVT 7T ELEHE O
HAERSOLEIXR W, 2, EEOEIERERSE TO KL
T 77 ENNOIEMBREIC KIETREIZ DWW TIRFT L T,

(2) 7737 EOVIRERH AR B T O i O
B DONFIES (Child-Pugh 2O AR R :5) 2635 HIV
JEYE BF BT D T 3 LD IMENRE &R L7 g
AUC K ONHR PRI E 24 X720 HIV EYYEREF O X
NEI 1.89 (5T 1.58 (5 Th 7=, WO EEEIC
HIEEARD 23, AUC IIHFREEIC & 5 B A2 e b
ST, B, ZNLEEFICKT HHESHR G EIXH 5T,

() T I 7 VU HME G TORRE
PR OEEOFREL AT HBEICBITDMEEY,. 72
TV OERYEREL, FFEEICL > TERREELZ TRV
EPNRENTND,

9. ZDOMNER

(1) 51
HERERR A RAT 7' F e 250mg (BiR) ZHEREO#E L
O M#ED FAT 75 EADEYBIEE T A —Z 1%, Bk
(17 #) Ko btk 24 #) OFPRDT D EKRK 20%) 12
EVME RN A BT,
R HIV BYRE B % w15 & U7 05 T HE R OV T AR GABR
TOREREDBEREMAT OFER, RN VT 7T BV OIgE
BT L TR 72 B2 RIE X 2o 72,
TARAENVKRONT I T Vst LTh, MERNTERRA 72 8 %
MIE S Igho iz,

(2) AFE
R HIV RYUE B 2 55 & U7 %85 1A L OV T ARRABR
TOREFEDBEMITO/BR., NEIXNLVT 77 BV ORE
IR L THRN e BITRD bz o T,
TARAENKRT I TSR LTH, ANFRIXEERA e 8 %
RIES 2oz,

B)BEFARUCEHIFADVAIRERRLEE
C R D A N A BBIEGEH x5 & U - R 3B i fig
HrOFER, C BIFR T A NV AEGRGET VT 7T BV ORHE
BTt L BRI R B2 RIES o T, 7ok, B BFR Y
AN ABEBRBBF BT D RVT 7T eV iE R 55 o 3Ky
FEET — X IR SN TN D,
TARAENVKENT I T VTR LT, BRIFFR KON C BT D
A NV A BEAGREY BRI J T T I OWTIRE SN T
(/\73:[,\0

10. #E%R

1) RAFZFEenF b 7 AL TOR
FT 7 VR A SR & B LT RO I BITE < 7 2
— 2 DEAE | T4 ROFE-5 IR,

-4 BEHEAOEYBREICRIET AT 77 LD

LTy KT 77 e VRGO EOR RO OF
P . N 141 FEEA| DI ENRE /ST A — & D
e = s Ll
DHRFAR AR ;‘J;% S L 0% (E KR ; BB L=1.00
- Ct X2 Gy AUC Crmax
TFoATA T 50mg s 1.02 1.03 0.99
D —L 0.035mg 1L H 20 093, 1.11) | (0.96,1.11) | (091, 1.08)
50mg 0.99 0.98 1.00
AY 2 20-150mg 1H2M | 091,107 | 091, 1.06) | (0.94, 1.06)
T S 25mg o 0.95 .
ST 4 3mg 1A 1 10 (0.79, 1.15)
. 0.93 0.98 0.89
Norelgestromin S0mg 151 (085, 1.03) | 0.91,1.04) | (082,097




(P A550) 1H 20 (2) 7 /3% eV R B 5 T O Rl 4
%2;5:1%59‘/ S0meg 121 1.06 110 TAHENDERRBMRTHLT L a—LT L Frrf—2
25mg 1A 1 1H1[E 161 (107, 1.38) | (098, 1.16) | (0.99,1.22) /TVT e KT b R r—ER2~OHEDNRE in vitro FRBRIC
E e S0mg s 119 1.12 1.09 BWTHEH LR, 7V ELVAY, CAbLDBHRLHEL
300mg 1 A 1 1 H 1 (1.04,135) | (101,124) | (097,1.23) 9
AR 50 1.79 1.66 GO
N X m, . B — . . = ) —
500mg 1 H 2] 1H 1g 14 - (1.65,1.93) | (153, 1.81) t MFER T A A% 7= in vitro ®ERICEBWC, HIV 27 7 —
A RS S0mg 1 - 245 211 EHEA CTHLT 7 LT EMET A EAOREH A LE L7
500mg 1 H 2 [[] 1 A2 (225,2.66) | (1.91,233) I ie.
N e N . . T3 H BV OB KT ORI OB E L6 12, OFH
#-5 FAT 77N OFEYERRIZKIETOFHEA O S S Be- 3 S B9 A7
BN O ENHEIZ KT T T D BNV OEEER-TITRT
KL AIDEFRIEGEGD 7 75 Ero . - °
e A A e v K6 TS0 EA ORI EIET A O
ADRR Ciicy | AUC Crmax 7 5H €A R RO IGO0 DR AL
7 AFF e 30me 280 Lol 150 P SEHA] TN il FEWBNRE ST A — B DRI (90%(F
400mg . 12 : : : F O BF O F & # HEIXH) ; B L=1.00
hE LA 1@ (252.311) | (1.80,2.02) | (140,1.59) T = —
iifffww}~ PNy TNAEN 1.22
2 30mg 0 221 162 133 o 600mg1 H | 24 (1.06- N B
300/100mg 1A 1 (197.247) | (1.50,1.74) | (125,142) s 2 [l 1.42)
1 F 1 = TAHEN 141 115
T e ivixé "~ 600mg e | 2 - (135-148) | (1.03,128)
0ome 50mg s 092 1.01 097
THE 1A 1E 082,1.04) | (091, 1.11) | (0.87.1.08) )
e -7 PEAZEKIOIEHBNREIZ RIT T 7 S /L%
- 30me g 0.62 0.78 0.89 AR FEDE GO 7 /7 €L DR
600/100mg P 056,0.69) ] (0.72,085) | (083,0.97) (FFISE TABEA | B | BT A5 OB (90%[FEK
TT7yELLY RO B o & % fil) ; A L=1.00
600me 50mg 2 0.25 0.43 0.61 CL/F AUC Cmax
. ERYE (0.18,034) | (0.35,054) | (051,0.73) — T =
TroEU o 600mg 1 H | 24 (0.96, 0 7%815 04 0 52'605 80
200me 50mg is 0.12 0.29 0.48 40mg 21 1.43) (0.70-1.04) (0.53,0.80)
TH 1A 1 (0.09,0.16) | (0.26,0.34) | (043,0.54)
igﬁﬁﬁfg 50m 0.63 0.75 0.88 (3) 7 27 HURE 5T DR
200mg+ K o . . ! PFREAIOEMEEICKITT I I TV OFBEL K-8 IT7RT
2+600/100mg 1A 1 052,076) | (0.69,0.81) | (0.78,1.00) e < B o
1A 2
BAT T LFEN #-8 (FHEAOEDBREICKITT I I TV ORE
%Jﬁﬁ? 12&% 12 wﬁ%aﬂ w&%m) w£§%) AP G D Z 3 7272 DAeR
TRoE e o o D FREA) FI7vv | Bl | BT A2 OBMTHL (0%(FHK
——— F O RiF oo ik # i) ; 8 L=1.00
TEF e R CLF AUC CL
e 30mg s 0.94 0.97 1.00 S
?g?ﬁg 1A 1 (0.85,1.05) | (0.91,1.04) | (0.94,1.07) U Aoy
= = DAV T 7
R BRIET VR = [ S, 1.43
U LS KR Somg 6 026 026 028 i}#v/ ;&7;; 14 mé@%) (132, m&%m)
VEDL N Hifa] 021,031) | (0.22,032) | (023,033) g g 1.55) :
20mL 160/800mg/F
HLOKERE T VR = 5 AfH
;gzgﬁwytv somg ||, 0.70 0.74 0.82
Z&OL{_}HL . Y] (058,0.85) | (0.62,0.90) | (0.69,0.98) (B ER Fed )
%’a/r.\{rf‘; jﬁjﬁﬂ 50mg 0.68 0.67 0.65 (HEINISE 1T D B
15 18 1M ] 161 056,08 | (0.55081) | (0.54,077) HESLCTHENE SNt HIV BRI K A1ERRBRO R WEE . RO
TATT I S0me 0 0.95 0.97 0.92 HIV 32 L A1BIERBAH Y . o HIV A 7 75— HERI O
T - 07120 L 078120 | OT5 LD | g B A BE ARG E LT 4 DOBRERBOBEE LT 0
(GlaES 0] 50mg 1.17 111 1.06 LRV THD,
6omg 11 1 vRE | 2] 06128 | (103120 | 099, 1.14) 1. B HIV (- & 2 8BEROBVEANHIV BREEEEHE8 s L
(W) e F—EEHREEKRR (SINGLE : ING114467) ©
VIrrEvet A2 1 028 0.46 0.57 PUHIV JEIT X D IEFEBR O 22 WA HIV FERYSE RS 833 fi % x4
600mg 1 A 1 ; 023,034) | (0.38,055 | (0.49,0.65) b e o o e
- L ZEERBEGBRIZBWT, M7 27 I 50mg (1 H 1
YTyt . H‘;g " 122 133 118 EEE) LT A_BENTI T OREER (FATF 75l
600mg 1 H 11 b (101, 148) | (115,153 | (1.03,137) BERE) 2414, =77 LV Y/F ) REMT AR LR E Y
VT TF 50mg 0.70 0.95 116 v (%IRRT SEAE 2 |7 E 1) o = %
30ome 1 F 1 varE | 0| ostosn | et | @817 %?fiﬁi (5THHE$) / f19 @ﬂﬁfthF%%é uJ)fﬁwz;Egmf;o fEO)fEEE\
AT o Somg 2 D RE EERHMEE T 285 48 % 0> HIV-1 RNA 7% 50copies/mL #
25mg 1 H 1A 1H1E (1.15, 1.30) (1.05, 1.19) (1.06, 1.21) i) T 272 DOFHIE L, XHFED 81%IZX% NI A =
g 0 T o T BEOFEIL, RO 8I%ICKH LT, FAF/TE
?%Tﬁﬁﬂ€ “ NRETETIE 8% CThol, VA NAFHRIRIRARIL, FAT
éSf)fZOOmg ’ chva | M| eatom | omos | @sbosn 77 ENBEREO S%EOHEEED 6% TRO LIz, £z, #5
1H?2 96 D HIV-1 RNA &A% S0copies/mL i Td> - 7= FBH OFIG I,
FITVEL somg [ 137 125 119 SHRBED 2%k LT, RAT 275 EAERETIE 80% Th - 7=,
750mg 8 B¢l = R (129,145 | (1.20,131) | (1.11,1.26) IS SN N . o
Boceprevir '74)/1/X+H/‘J7L£(uﬁ?_f%ﬁ&&i\ N A t/l/&’;l—'ﬁ@ 76&0}@3“6\
CIEES ol jﬁ; 13 Wr&& mgmm w%%S O 8% TRO LN, I, #5 96 BEHLKEICIEEH T TRk
e Sgii“ﬁ* - PG %o TR, HIV-1 RNA £72% 50copies/mL i T - 7=
DN EBE S mg 0.27 0.51 0.67 A N JU S PR 1 RSN
oome 1nae | anim |9 ] esresn | wsbess | oo BEOEEIL, FAT 7T RERETIE 71%, SBEETIE 63%

a FAT 2770 50mgl H2EKREG LY 7y BV 20 L FAT 27 B 50mg
1 H 2 [F 5 & o

b RAT 77N 50mgl A 1EHEE LY 77 B2 0FH LI KAVT 277 BV 50mg
1 H 2 [\#E L okl

Thol, VANAFRRIBFEIBEL, VT 77 e b58E0
10% K OSKHBEED 7% CTREH LTz,
e, RRBRICBIT AHBAE OB Z R IR LT,



#-9 B O ZEA

AT 77 ENBERETIE 82% Th o7z, HRBRENMG & CER

bz sz e Al SIF 7 A VAR IRIGRERROE, SHRRED 4% TR B8,
omel f1 e FAT 25 E LB S RECIRRD bR b T,
[EES FARAENT I T D 18 1A fﬁ%‘ K%ﬁ%ﬁ@zﬁﬂjéﬁ%ﬁﬁkﬁfﬂ:@g%%ﬁ-ll @:HT\‘ L/flc
(414 1) (419 f5i)
48 96 i 144 3 48 96 3 144 3 F-11 RBRRE O TR
DVARNANA L sean | a2m | 206w | 3ser | s | 265 K777 ER PRy
o (88%) | (80%) (71%) %) | 2% | (63%) Somg 1 A 1 800mg+100mg 1 B 1 ]
+ +
7.4% o o THR N SIS S S D) N R e N N ]
TR DY (2.5%, é'gé’ (ggof B TN t};/;@f)? oy 7N 1:;(»8/()7@]\)7 S
(95%(ZHE X ) 12.3% P Do
) ) 138%) 14.6%) 48 i 96 i 48 JA 96 il
A LR FHY 21 41 31 4 o 26 il 33 #if 30 {4 HIV-1 RNA 58 . X 68 i )
TAR SR (5%) (7%) 43 17l(10%) (%) %) | (7%) SOcopiesimL it 714 (90%) | 65 il (82%) &5%) 60 13 (75%)
D TABEL600mg, 77V 300mg ATV anPEAE LT A L ERS TR O3 (RS 4.9% 7.3% (-5.4%,
£2) =77 ELYY 600mg, 7/ REAYY T X7 < LEE 300mg, =4 R Y (O5%ISTRI ) ) (—5.4;%, 20.0%) -
4 £ 200mg % Atripla Bl AgEE LT 1 H 1[G — e 15.1%)
H3) N—2F A L OBRIKETIC L b Zniﬁﬁ;éiﬁ_nlwif/t—%é ) ] 7 7
TE4) UANVRRERNRNAR A DT, Bl 48 i, 96 X 144 Bk £ TLRBRIEH iz :72)4 IV AR T iR 0 £ (0%) 0 %1 (0%) 2 4 (3%) 361 (4%)
O AR LIER], #5 U< I 48 3, 96 3L 144 i HIC HIV-1 RNA 7% ESiS

50copies/mL LA_E T d - 7= 5iE ]

2. FLHIVEICEDABREBROGVRA HIVBREREERHEE L
F-—EERLERR (SPRING-2 : ING113086) *

PLHIV FRIZ L D IRFERERO 720N HIV ERYE B 822 Bl 2 x5
L L CEERIERBRICBNT, FATFZ S84 50mg % 1 H 1
BIELG L (RAVTF 77V EERE) & VT 7780
400mg % 1 A 2[5 L2l (ZAT7 77 b)) o £h
Zh o411 BlOBENEELIZH Vo, 205 RV TF T
FENAEERED 169 Bl NT AT 7T EEED 164 BlIC, 42
HELTT NI EMT I TV UBNItAEE SN, TORE, 7
RAEWT I T DU BN SR BHICRBW T, EEmE
H T 54 48 1 @ HIV-1 RNA &7 50copies/mL Kiifi T - 7=
BEOEIAIL., FAT 7T ELEERTIL 86%,. Z/V7T 77 L
B GRETIX 87% Ch oo, IRBREMGEECERZ SN T A LA
ERRIBRRRIE. ST 7T VBRSO 4% KNIV T T
NEGRED 5% TRD bz, £7-. %5 96 ##% D HIV-1 RNA &
2% 50copies/mL AKfili Cd o 72 BEDOEIGIL, FAT 77 A EEH
TIX 74%., FNVT 7T ENEERTIE 76%Th - 71-, 1GBREMG
WECTERINTZ VANV AFENRBERIE, FvTr 77 e
HHEERI VT 7 7 EAEEREDOK 5% TRD Lz,

7p¥s. ARRBRIC D iBREAE DR A F-10 IR LT,

#-10  FBRAGE O EHY

D) TABEL600mg, 77V 300mg =7V a s EAGEE LT A ERS
1£2) $eh 24 WHLFEOMAIIS T 2 [HERE LT HIV-1 RNA #73 200copies/mL % L
8] > 7= 35 5]

4. FLHIV BTk ZABRBERMNHY. DDOHIVA OTFI5—EERE
HOHERBROLVEA HIV BRESEEHRE LEEELSLE=
ETHITRBLESR (SAILING : ING111762) *©

PLHIV 3RIC X 21BFRBRNH Y . o HIV A 7 7 T —EEHA
OFERRRO 2N HIV EGYERF 715 flaxig e L —EE
BERGEBRICBWC, HRFEEZIH L CRALT 77 e 50mg %
1 H 1 EEEELEZEE (FAT7 277 e bl & SsRiEz2 0N
LCILT 7T EN 400mg & 1 A 2 [5G L=k (7»77 7 l:
NBEERE) 1T, TN 354 BIKRTN 361 Bl B DN EMEL I
i bﬂf:o %031‘ R, TEFHMEEE TH LG 48 B O HIV 1
RNA 73 50copies/mL Kjii CH - - BEOHEIEIL, FLVT /I8
WERGHED 64%IZxF LT, FAT 7T ENEERETIE 711% TH -
7=

B, RRBRICBIT RGO TN & £-12 IR LT,

F-12 ABRAGE O EH)

KVvF 77 en FNT T T EN
50mg 1 H 1[A] 400mg 1 H 2 [H]
. + +
iR FABEMT I T OLED FABENT I TOLED
(169 i) (164 i)
48 3 96 48 38 96 3l

KAVT 7 en TINT T ZENL
SOmgl ER ) 400mg1 H 2 [m]
ﬂziﬁ{l ED ﬂaiﬁfi
(354 f5i)"? (361 )2
HIV-1 RNA 73
SOcopies/mL il 251 5 (71%) 230 i (64%)
IREE "D 7.4%
(95% (M X ) (0.7%, 14.2%)
A L AR IR IR R 71 il (20%) [ 100 il (28%)

HIV-1 RNA {73

i )
50copies/mL Al 145 01 (86%)

1256 (74%) | 1424 (87%) | 124 1l (76%)

RO ZECR ) -0.8% (_'1'1'6(:@ B
(95%IE X ) (-8.2%, 6.6%) o

7.7%)
TEBRt CE

BINTT AL RE
7RIS

714 (4%) 9 14 (5%) 8 1 (5%) 8 1 (5%)

H1) 7B ENL600mg, 737V 300mg 7Y ACEAEE LT A 1 RS
12) #4524 WHLFEORA IS T 2 [EHfE LT HIV-1 RNA fit73 50copies/mL LA LT
& o T-EH

3. FLHIVEICK ZABEBBROLZVERA HIV BSEREEZRREL
- AL EEHRLEHBR (FLAMINGO : ING114915) +°

U HIV EIZ K 2 IBPREER O 72\ W R HIV FRYLE BT 485 Bl % x4
L LTI ERERGEBRIZIBWT, RAT 7 Z 0 50mg % 1 A 1
G5 LI (VT 77 e 58) 12 243 ffil, ¥ en+l b
J B/ 800mg+100mg % 1 H 1 [5G U-#f GRHREE) 12 242 s

BAEBIZEID T oz, 2055 484 BINHGRME - LaMEMT
R AT 7T ENEREEED 79 FIROSBEED 80 #liZ,

BERBEL LTTADEN T I TR Sz, Dk
B, TABEV T ITVURIFREE SNIZBFEICB N T, EH
P H TH B 5 48 % D HIV-1 RNA &3 50copies/mL i T
Hol-BEDOEIGIT, MIBEHED 85%ICx LT, FAT 7T e
HHETIE 90% Th o7z, IBBFEMGMETERINTZTA LAY

B IR BRI, HIREED 3% TRO LN, KT 7T ek
HETIIRBO BN ho T2, Fio, &hf,u 96 H# D HIV-1 RNA &

73 50copies/mL At Td o 72 fBE OEIGIL, KHREED 75%I2%t LT,

1) T EL 600my T X7V 300mg (=Y 3 ACEAEE) DERIXS B, F0o b
1Hli~7 e r s L 060

12) 1 ERHEHITIBNT, F—Z EATED =0 4 FlRAVERT > B RS

H3) R—2F A L OEMETIC L0

[FxhFE]

<KATFTZITELFT YT L>

1. ERF
RAVT 7T ML ba oA VAOBERICLERFERTH D
HIV A 7 7T —EBOIEMEL & F5A L. DNA ~OFLAZL DR
@ HIV-DNA SO T A7 7 —%[HETHZ LICLY, HIV
AT T TV EETH,

2. ;A I R{ER (in vitro)
HIV-1 BaL ¥} OV HIV-1 NL432 #RICE Y S W72 R B C
. UANVARBEREIZHT D RVT 7 F ENOH T A )V ATERED
50%PREREE (ICs) X, THZEH 0.51nM, 0.53nM ThH -7z,
HIV-1 B FRIZRYE S E72 MT-4 Ml FvT 2 F e 280
LT 4 BXIES BESE LIZIGAOH T A WV ATEMED 1Cy 1%, £
NZi 0.71nM, 2.1nM TH o7z, Fio, KR L7 HIV-1 A T
75 —¥ LETALUE L2 EE DNA WA TV RET A
77 —HET A T —~ v FTIE, LUA NV RTEED
ICsold. FNEH 2.70M, 12.6nM Tdh - 7=,
13 MOBERMIZ SRR YT H 4T B DBk T 75
—¥ - a— NEEEA WA NVR - A T 7T — B y
HrE T, ICs 1 0.520M THY |, @EWPLT A NV AIEMEZ R L
72 ET72RAT 7T B VIXERKRICILET 250 A VAER %
LT, 24 FEO HIV-1 BRRDEEE [ v—7" M (7447
A. B. C. D. E. F. G) &7 /1—7 0] & 3 fD HIV-2 FEAK




SRR © 732 B 2 SR VERIZ X 2 AR L HLAZER 43 BT akiR <,
HIV-1 BE®D ICs0 1% 0.20nM TH V| 0.02~2.14nM O TH -
77e —J5. HIV-2 ¥R® ICs 1% 0.18nM TH Y . 0.09~0.61nM D
FPHCH o7,

3. A

F N7 2 Z €L [Fold Change (FC) >81] (ZxI9 %ifn 1A K&
OCRBBOMIEZ AT 5 30 fE0 K SEERRIC OV T,
Monogram Biosciences £1:0> PhenoSense 5347 % fIVC Kv7 775
BV (FC=1.5) (x4 BEZ M2 H~7=, G140S+QI148H 4y
MTlX, RAvTF 70D FC X 375 THY ., Gl40S+
QI48R 4y Hfikk TIX 13.3. T97A + Y143R 4y EfEkk TIE 1.05,
NI55H 53BERRTIX 1.37 ThoTz, TAT 7T ELOERGRBRO
HHBENSEE LT 705 DS LT 7T EAMMKIC OV T,
Monogram Biosciences £1:> PhenoSense /347 % F\V T, KT
T EMCKITT AIEZ A TR, RAT 7T EE, 705 fEO
BRI ST BERR 0> 93.9%I2%F LT FC A% 10 Rii T~ 7=,

PL HIV I X DI5EBRBAH Y, o HIV A > 7 77 —F[H
EROREGRBRO I BH E X515 & L7z SAILING Rk (KT
77 ENARERE 354 ) IZBWT, &5 48 I T A VAN
TRIRIEIBE D 17 BT 4 6T HIV A > T 75—V ERNC
PERBO BN, TS 4 B 2 FUHA D R263K A T 7T
—EEAREDO L, FC ORKXEIX 1.93 Tho7e, b5 14
Wi, 2RO VISIVIL A 7 77 —BERNED 5 FC Ok
KX 092 THY, &Y 1 BlUITRBREIN DA VT 7T —8E
ROFENBEDOLNTEY ., BECA > T 7 7 —EHREROFKS
RN DD, XFA T 77 —BMEU A NV AIEG L=
D EHEE STz,

HIV 4 > 7 77 —FBIERICmtE2H T 2BEFE 2R E L
VIKING-3 3B Clx, #4524 Bk £ Tz 183 il 36 FlCTw A
Jb AR IRIEIRIIA N RD bz, ZD 5B 31 FIT OV T,
IR BRI B OV A L RS2 72 YRR SR SO 0D 1l IRF 55 C AR AT R it
T —2 3% 0 31 Bl 16 B (52%) TEHIHE S ZRIR

2 e KR L TREMMEEZ R L, — ., YRT PR =
TR R R LT,

TARBENE HIV 7P uTF 7 —EHEAR & ITEEESE N R 5
LD, WE SR E AR AT D AR IR EX T L
I FRWHREEEHE L EA S WHRGEERE OSSN R 5 =
b, REMENSEAET HAMREHEITEVWL DO EB L HND,

<TFITVU>
. {ER#RE Y

FITVUITMIENTY VEME S, HIV %Y S M
TOEBRK 12 B 5-=V UEbiRics#sns N, 5
T VY S UBBIRIE HIV OMREREICL Y VA LR
DNA S{ICHViAE I, DNA $HOMEZEILT 52 LI2LD
HIV O ZLET 2 2, £z, 71700 520 VERMEIRIT
HIV O Wi SRR & B A MICE T2 %, —JF ., in vitro T,
FARMIMI Y 8Bk, U U RNECR - BER—~ 2 7 7 — UROK
fEAifE PR O~ O MERERTERAINICH 27 2 7V o
Mg - 72,

RV NRER Y

in vitro THOF 7Y ® HIV-1 (RF, GBS, U455 %' IIB) 2
%95 ICs fEIZ 670nM LA T, HIV-2 ROD (253 % ICso fEIZ
4nM ThH Y P, PRI VU LT D Z LIk v RN
TANAERRRO b W, . FITVREMBT, U
R 72 MR R ST Bk O 1Y p24 PR S 2 SR WAL E R b
~66~80%IE T &H 7,

- I

7 I TV EETHHIV TR Z 5210 7o HIV-1 YL BT T
BT 55 I 7D HIV-1 1T, 7 A L AR SRS DTG
BEALICHTV 184 BHDOT 2 VRO AF A= inHnNY DR
B O(MI84V) BB BB D, Z0 MI84V EROFER, wA L
ADT I TV NKT DI PEITZEIAE T L 599 in vitro T
DA NADOERFENFET T % 7, in vitro T, ¥ R7 Vi

O LT, MERINTZIEET COERITRAEALRIT L74LM WO ANAFY R TV VRN TI TV ORI TITY
(1 %) . E92Q (2 #1) . T97A (8 i) . E138K/A (7 f) . K LT 255 &, ¥ R 7Y uias LTz MEiEE

G140S (2 #) . Y143H (1 #) . S147G (1 #1) . QI148H/K/R

(4 #) . N155H (1 #) KO EISTE/Q (1 §) Th-oi=, £,
BT CEROHBNRO ST 16 FilF 14 plicB T, AR
BRIARE XX Z N LLRTON B Q148 DERZ A LTz,

<TG VR IR >

1.

#m&# 47)~49)

T NI EOVITHIBRN CHEFPERESR IC X o TIEMEREH O LR
B ZY UBRICERE NS, AR EN S UERITRRIVE
dGTP E8A L. WAL ADNAICIRVIAENA Z LIk - T,
HIV-1 ##EE#EFE (RT) OFEEEZETS, BVAENEXY
LAy RBERIZIT 3'-0H EF/E L7728, DNA ${o i
WCARAIKR TR 53R AR T AT AFESOBEARES ., 74
JLAD DNA HRME I35,

YA LR AR

35, . 1 HIV EOBERKERORWEFIZY N TV K
NI I TV EMATAZEICEY, YRTVUMMET A VA
OBINEIET S Y, S5I12, FLHIVE (FI7 V%51
DEFIPERFRIEIL M184V ER T A VA ZATT 5 BE & FEE.
PLHIV OB O 2 W BEICB W T O AN R ST
W3 59).6(])0

22 50 59606

URTVUROY =T YR 77 VU HIV-L ISk L
FLY AV ATEME 2 a5 5059 0 7o BT M184V 28R
DBNED BN TND T A LA LT, LY A L&A
HEFF9 2 9, o, DXV UROYAL T Z VIR, MIS4V ZE
ROANAZK L CTESZEMET T2V @RERH LB, Z
WO OEZMEOT & BARIROBRIIHA L NI TN

63)
o

(F2RS BT S BILEHAR]
—4 : KT 7 Z e F MU UL (Dolutegravir Sodium)
{b5%4 : Monosodium (4R,12aS)-9- {[(2,4-difluorophenyl)methyl]
carbamoyl}-4-methyl-6,8-dioxo-3,4,6,8,12,12a-hexahydro-
2H-pyrido[1',2":4,5]pyrazino[2,1-b][1,3]oxazin-7-olate

T3 BV HIV-1 TR % ICso fi1E HIV-1 B (T4 LT 3.7
~58uM, FERABERRIZH LT 02620.18uM (8 i) . HIV-1
BaL 2%} LT 0.07~1.0uM THo7z, 7=, HIV2 IZxT 2
ICs 1% HIV-2 (Zy) &% LC 4.1uM, HIV-2 LAV-2 {5 L C
7.5uM Tdh o 7=, In vitro T 7L FEL, ZFETEROY
KTV EDPFRICE > THEEADRD L, V& v,
TITVV, =T VRO L Z e EOPFHIZL - T
FIER BRSO Hivlz, Flo, & MR EEZERD HIEMHEL Y I3 TE - 44136
VSEREBROZBAIT, KDV HIV EREZR LTZZ &b, HEER

TAHEN T TR VR ANV AERERT b L H CH,O

ONa
EiZbhb, ' / o F E
o/k\/N = H\:@/
H
O

3. EHIME 0
T K E KT L TIREEAZ MED HIV-1 A3 BEREDS in vitro VT

R ABR~REAGOmE, KITEITFIZKL, =% /) —n

(99.5) ITIF & A EET 220N,

45F 2 : CyH sFaN3NaOs

NAENEEBENLHEESNTEY . Wb Wi ERESRIC
M184V, K65R, L74V KX Y115F OERNBHERESNTZ, Zhb
OEREZ 2L EELZ LI2LY ., T30 VST 1/10 12
IETF U7, BGPRAYBIERE TIE M184V K TR L74V D28 3 s [al |2 8

BN, Al AR 1 BRI 350°C CIRMR & RIFFIC R S,
4. TEmE SYBUAREK ¢ 2.16 = 0.01 (23°C)

TSI L D WER BRI R A 2 DL BALASA A TS HIV-1

FRD 9 AL, in vito TT I TV, VX VU RS —#x4 0 TN EOVEREREE  (Abacavir Sulfate)
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b4 ¢ (-)-{(15,4R)-4-[2-amino-6-(cyclopropylamino)purin-9-yl]
cyclopenta-2-enyl} methanol hemisulfate

ﬁ%iﬁ : (C14H18N60)2 * H,SO,

Sy FH : 670.74

HEIES

a

PE R BA~BERCOBETH D, MY TS o BEERICE T
T <, KIERRET T, AF )=V ERZH ) —
b (95) ITERFIT< W, 0.1mol/L HEFEHAIE K O /K iR (b
F R U U ARIRICET 5.

Al R 219°C (1)

ECERE (logP) @ 1.20 (pH7.1~7.3, 1-4 27 & J —)L/K)

— %4+ 7 2 7Y (Lamivudine)

{bZ4 : (-)-1-[(2R,55)-2-hydroxymethyl-1,3-oxathiolan-5-yl] cytosine
4512 CsHiN;O;5S

Sy T8 229.26

SR

CAA~E A RO REOR R TH D, VATFILAK
XY RICRITRT K, KIZORR T, A% —
XiF=# 7= (99.5) IZRRFEITIZ K, YZ=Frz—
TIZIE & A ETEIT 720,

M #176°C

BlfR%% 0 -0.9 (1-A4 2 &# 7 —)V/KFR)

3@

(@]

MU — XA JEASEE - 30 82 Of)

(€349

1) tENER : EHEEERICET 5238 (ING111603)
2)  AENEERF : EHEEERICET 235 (ING114005)
3)  #NERL : SEMHEAERICBE T 23REB (ING113068)
4y FENEEL : EHEEERICBET 235 (200901)
5)  FEPNERE - SEHEEERICEE T 5B (ING113099)
6) FEANERE : IEMEAEERICET 235 (ING111602)
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13) RE HFRIEZH  (LPRIE O IR, 24, 87-98 (2008)
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1.8.2. e - DRRUVED

1.8.2.1. DEE - R
HIV &YL)E

X EARHL

e - RICEET HAERALOERE
(1) LLFOWT o HIV EYHERFICHEHT 52 &,
1. HLHIV 32 X DR D 72 W,
2. A7 77 —BHEEKLSOFTHIV FIZ L D1EH T U A L A FRNHI 35 540 T

WR RS
3. KT IEN « TREEINL « TITUDOMBEDEIZLD 7 A VA2
NELNTWSEE

(2) HLHIV 3T X DR TREIZ U7 A L A FHIHI RS DL TV D BF TN T, RAIC
B0 B2 I EREBRIT 2N, AT 7T EN - TRAENL - FI 700285
IR T U A VAZIMEINGE LTV D BELDSMNIIB N T, RFI~OE) 0 B 2 13HE
TEXHIR,

Q) A7 77 —EBHEFERICMMEZ AT 2 EBFITH LT, KAOHEMTHREI L2y (R
T T TEN « THREENL « TIT V003 TIRESNIERBRIT 20 |

(4) AFNZ L DIERICH Tz > TiE, BHEOIREER O AR GA XA M A BB
THURHT & 2 WVIIRBIBRNT) 2BBIZT 52 L (X7 VA Y RRPEE GRS FEK
IZ L DIBHERRN S DH AT, X7 VA Y KRR G FR L E IR 64 2 M2
ZHLTCWDAHREMELRH D)

1.8.2.2. HERL

AFNL, BAGBRS THD KVT 7 Z e+ v o (LLF, DTG) | 7730 B Vil
(LAF. ABC) kOY7 X7y (BAF, 3TC) ZEA L-BAITH D, AREIOIEFRDIEIT,
DTG OEFKRBIFR 7' 1 77 JIHSE . FI2H HIV I X 2 1EHERER O 720l HIV EYYAE
B 2 RIS C I L 72 5 T AR AR 2 (b — B i SR e R L3R (SINGLE -
ING114467 55, SPRING-2 : ING113086 #klik) W ONZ %1% T AR MEAE A L IE B i 23kt IR
LeEGRER (FLAMINGO : ING114915 35%) TRHEi L7z, 156 ORBRIZEHBW T, DTG &
ABCATCELAHD 1 B 1 EPFH L YA 0%, BEfFOBLHIV 3L F%E S L<IZZENL Eof
it (T A NRFRIHR) T 2 EBHER S, PUHIV I X DIRERBRRH 0 . H»
DHIV A V7 77 —BEAO B 55RO 72 AN HIV EYYE B % x5S CI2ki L
7255 AR IEAE 0 — B i I3 IR aER  (SAILING : ING111762 #E%) 128\ T,
ABCATC 8o X F SR RFIELZHLTDIG 2 1 B 1 REE LG &0EM (v
A NVRFRINR KO CDA GPE Y /BRI OSE) AR STV D, Eo, R %t
G L L72 ING114580 3R IZ 3V T, DTG 50 mg & T ABC/3TC Bl &4l 600/300 mg O ffFH L
DA ERAN BEE OEWMFEHRIEEDHER SN, 2D OB IS & ARH
DORNEE « D% THIV IEYYE) ERE LT,

1.82—-p. 1



LU IZER EARML & 72 o 7= B R SBR AR & 7 3,

1) SINGLE (ING114467) E&

AR, PTHIV FEIT L D TERRRBR O 72 0 B HIV EYYE B 2 X512, ABC/3TC Bl
F&ZGHLTDIG50mg 2 1 H 1[H (DTG+ABC/3TC #f) Xix=7 7 LY /7 JiKE
NI TN TR S N N 2 A HIZ 1 H 1 E (EFV/TDF/FTC #)
355 N H _EHERIEEGERBRTH 5,

ZORER, FEIMETER Th 5 &5 48 % OHIV RNAR D 50 copies/mLA i (2K T L7z

(LLF. ANV AFZRNREBRBO Hivlc) BEFOEIEIX,. EFV/TDF/FTCH D 81%IZ%f L T,
DTG+ABC/3TCHE Tl 88% CT& ¥V . EFV/TDF/FTCIZ %9 2 DTG+ABC/3ATCOIELPENFED &
e (F1.82-1) o UANVAFRIRIGERIE, DTGHABC/3TCEED 5% &% U'EFV/TDF/FTC
BED 6% TRO LT (F1.82-1) , BH 96 LD 7 A NV AZLHIZNENFRD S BED
£ &1, EFV/TDE/FTCEED 72%IZ%F L C. DTG+ABC/3TCHETIL 80% Td V. %5 96 il
IZBWTHIELUERFRO b (R 1.8.2-1) , VA L AFERRIEEKLBIE, DTG+ABC/3TC
HED 7% O'EFV/TDF/FTCHED 8% Tidsd Hivlz (K 1.8.2-1) , Fio, RERBALEIE) &5
96 % £ TOCDA LY » BB DR GHIE% O V418 D) 1X. DTG+ABC/3TCHER
+325 /mm’, EFV/TDE/FTCHEEA+281 /mm’ TH V. WEER DT 44.0 /mm’ TH -7 (95%(F
FEIXE : 14.3~73.6 /mm’, p=0.004) ., HIV RNAE7S 50 copies/mLA & 72 %5 £ TIZE L 7=
M (FdefE) 1L, DTG+ABC/3TCHE T 28 H, EFV/TDF/FTCRET 84 HTH Y,
DTG+ABCATCHE CAH EIZHE -T2 (p<0.0001) , S 51T, #1596 HZLIFIZIEE M T TRk
PG AT o T FER. 7 A VAR ENERD BT %‘(D“ﬂ %, DTG+ABC/3TCH Tl
71%. EFV/TDF/FTCHETIX 63% CTh o7z, U A VA7 AL, DTG+ABC/3TCHED
10% K% OEFV/TDF/FTCEED 7% TR bz (£ 1.82-1)

*) RERBAAARF O R A AR L LT, KEREET V&2V TRE LT,
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% 1.8.2-1 BREBEDEN (ING114467 FRE : Intent-to-treat exposed F£[)

DTG 50mg1 A 1[4] EFV/TDF/FTC 2
) + ABC/3TC P 1 H 1
s (414 f51) (419 f41)
48 ¥ 96 iffl 144 38 48 ¥ 96 it 144 38
HIV RNA &7 50 copies/mL 364 {5l 332 {3 296 13 338 {3l 303 {3 265 {3l
A (88%) (80%) (71%) (81%) (72%) (63%)
M RER(DTG+ABC/3TC- 7.4% 8.0% 8.3%
EFV/TDF/FTC) ® 7% (2.5%, (2.3%, (2.0%, _
(95%/5HE X ) 12.3%) 13.8%) 14.6%)
T A L AR IR IR RIS Y 21 44 31 #l 43 14 26 #l 33 #il 30 #l
(5%) (7%) (10%) (6%) (8%) (7%)

Data source: ING114467 (Week 48 Full CSR) Table 7.1, Table 7.3, ING114467 (Week 96 Full CSR) Table 7.34, Table 7.35,
ING114467 (Week 144 Full CSR) Table 7.1, Table 7.3

ED) 7B EA600mg, 737V 300mgzT 7Y asBEAEE LTI H I EHS

T2 =77EL Y 600mg, T/ ARELY Y FaFi 7= LB 300mg, =AY X EY 200mg & Atripla®
BlASEE LT1 H 1S

H3) R=2F A L OEHRFIT & v

W 4) UANVAZREERART 0o, #5548 . 96 U 144 % E TICRERFEA OG- 2 F 1L LRER, b
L <IX 483, 96 # XX 144 i HIZ HIV RNA ®72 50 copies/mL L k- T& - 7= 5E ]

2) SPRING-2 (ING113086) EX
AFERIX, $THIV FEIZ L DIRFRBRO WA HIV EYYE B & X5, 75 5k
(ABC/3TC % TDF/FTC B2 &4 Z0FH LT, DTGS0mg 2 1 H 1= (DTG &) x>
NTZZENTY T A400mg 2 1 H 2[E (RAL Bf) #5455 U1 —EERELEGER T
H5,

ZORER, FEREIELE LTABCATC BLARINIFHE G SN BEHEDH B, EEFHMEEH
Th LG 48 W% D 7 A )V AERHEBRBD b BEHEOFEIX, DTG #TlX 86%. RAL
BETIE8T% Th o7z (F 1.82-2) . IRBRENFHEE CER I U A VAR PR IR R
1%, DTG #ED 4% K% TN RAL BED 5% T btz (7 1.8.2-2) , #5 96 BB DO T A )L A%
RN NGRS BT BE OEIA L, DTG BETIX 74%. RAL BETIX 76% Th 7= (£ 1.8.2-
2) ., IRBRSEMIGHEE CER SN U A L A IRERBUL, DTG B OV RAL #EO4 5%
T L (F182-2) .

% 1.8.2-2 BREFEDE (ING113086 FRE : Intent-to-treat exposed £[)

DTG50mg 1 H 114] RAL 400 mg 1 H 2 [a]
) + ABC/3TC *" + ABC/3TC *V
GRS (169 #i)) (164 B
48 1 96 18 48 8 96 1
HIV RNA 75 50 copies/mL A8 145 {51 (86%) 125 5 (74%) 142 51 (87%) 124 il (76%)
W#EH (DTG-RAL) D7 (GRilI) -0.8% -1.6% B
(95%IE HEIX ) (-8.2%, 6.6%) | (-11.0%, 7.7%)
VL [==g i Sase=—= .
@?iﬁj;?ﬁfﬁgziﬁ? 71 (4%) 9 i (5%) 8 15 (5%) 8 5 (5%)

Data source: ING113086 (Week 48 Full CSR) Table 7.5, ICH Data Listing 9, Other Data Listing 14, ING113086 (Week 96 Full
CSR) Table 7.5, ICH Data Listing 9, Other Data Listing 14,

FED 7B EA600mg, 77T 300mg #T 7Y as®EAesEE LT H I ERS

E2) #5524 BHLUKEOBRAEIZR T 2 [\#kE LT HIV RNA #2350 copies/mL LL_E T & - 72 i
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3) FLAMINGO (ING114915) #B%

AFERIL, PUHIV FEIC K DI O 22O AN HIV EYYE B & k3R, 75 5RE

(ABC/3TC XIX TDF/FTC il &4l Z#0FfFH LT, DTG50mg % 1 H 1[5 (DTG #) Xix4#
BV 800mg+ U R EL100mg 2 1 A 1[E (DRVARTV #E) #4572 % 155 111 FH3E
EREERBRE TH D,

ORGSR, HEIEIE L LT ABCATC BEAFINPFHE G S NT-BED S 6, FEFEHEE
ThHHE 48 WHZED T A NV AFRINRDFRD LT BEH OFIE X, DRVARTV #H D 85%(C
* LT, DTGEETIZ90% Th o7 (F1.8.2-3) , IGBAEMFHECERINZ VA LA
HI72IRIR U, DRVARTV LD 3% T L7223, DTG BECIERBO bz otz (#
1.82-3) . 7o, %5 96 WED U A L A PR DNTRD Lz BEH OEIEIL, DRVAIRTV
BED 75%12%F LT, DTG B TIE 82% T -7, ?A%ﬁ%ﬁmﬁﬁif‘ FINTZTA L AFH
IRIRIERIUE. DRVARTV BED 4% THRO LAV, DTG BETIEGRD b oiz (£
1.8.2-3) .

£ 1.8.2-3 HEEEOEH
(ING114915 EE& : Modified Intent-to-treat exposed &= " )

DTG 50mg 1 H 1 [f] DRV 800 In% +1RIEITV 100 mg
s |
wk ’ ABSS;JC ) +ABC/3TC *?
™ (80 f3il)

48 96 1 48 96
HIV RNA 73 50 copies/mL A 71 B (90%) | 65 B (82%) | 68 {5l (85%) 60 5 (75%)
WM (DTG-DRVARTV) D7 (RFH%) 4.9% 7.3%
(95%1E #E X [t (-5.4%, (-5.4%, _

TR 15.1%) 20.0%)

TRBR IR & CEFR S
94 A 0f (%) | 0% (©0%) 241 (3%) 361 (4%)

Data source: ING114915 (Week 48 Full CSR) Table 7.11, ICH Data Listing 8, Other Data Listing 15, ING114915 (Week 96 Full
CSR) Table 7.11, ICH Data Listing 8, Other Data Listing 15

A1) ViV #3E N L 7ol o ERIZ B\ T GCP R#SFR b o 72 1 sk (2o 7)) @ 141 (DTG #E) #FR<,
W2 7ABEA600mg, TI7V300mg 7Y as®iiasEs LTl H 1 EERS
H3) Bh 24 8% LEORAEIZIVT 2 [\hEE LT HIV RNA &3 200 copies/mL % E[a] - 7= i)

4) SAILING (ING111762) Bk

ARBRIT, PLHIV HIC K DIEEREBRNRH Y . O HIV A 7 77 —BER O 5185
DIV A HIV EYUEBE & %512, ABCATC 25 ie 3 F S E Al k2 0HH L <,
DTG 50mg % 1 H 1[0 (DTG #f) XIXRAL400mg % 1 H 2 0] (RAL #f) #5954 111

HERKERBR TH D,

%ﬂﬁt% TEGHMEEE CTH DG 48 WK D 7 A VAL ENFBO ST BE OEIS
X, RALBETIX 64% TH - 72DIZx LT DTG RETIX 71%TH V. FHitFHMICH B R ZENR
HHTe (p=0.030) (£ 1.82-4) . VA /LAFHRIEREEIL. DTG FED 20%&0 RAL
BED 28% TR bivlz (F1.8.2-4)  F7z, RGN O G 48 % £ TD CD4 Ptk Y
VSEBOEE CEXYE) 1%, DTG BE23+162.4 /mm’, RAL B£73+153.2 /mm’ TH - 7=,

I LI, WRFERICA 7 77 —BBEFIZHERRD D72 BEHIT, RAL #2350 T 361
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BIF 17 5] (4.7%) T oDl LT, DTG FETIZ 354 BlF 44 (1.1%) THY . DTG

BECHBID )72 (p=0.003) |

= 1.8.24

HERREDEN

(ING111762 ;B& : Modified Intent-to-treat Efficacy =" )

S

DTG 50mg1 H 18]
+ HEEE
(354 f5il) ®?

RAL 400 mg 1 H 2 [A]
+ HREE
(361 f5il) *2

HIV RNA &% 50 copies/mL A

251 i (71%)

230 i (64%)

WiRER (DTG-RAL) D7
(95%(E 5 X 1))

7.4%
(0.7%, 14.2%)

T A )L R RR IR IRIR IS

71 651 (20%)

100 51 (28%)

Data source: ING111762 (Week 48 Full CSR) Table 7.1, Table 7.4

1) ViV AR FEHE L 72 thOFRBRIZ B\ T GCP RsSERH - 72 1 fEsk (m 7)) @ 4 4 (DTG #% 3 i, RAL #f 1 1)
whR<,

7£2) DTG RED 8 #il L O RAL BED 9 Bl FHIE & LT ABC/ATC OELAHI LA BEAIDOFHE S S iz,

H3) N—=RT7A L OREHKRTFIC LV

5) S£WFEMREFEEREE L - ING114580 5B

HVEERERR N 62 BT, A 1 8E, KON, DTG A (DTG 50 mg Z &4 5 8A) KO
ABC/3TC Bl &% (ABC 600 mg }2 (Y 3TC 300 mg 2 &4 HHA) 4 1§84 22 R HER O
Be b U, EWFRSEE 2 5T L7,

ZDOFE R, AAF G & DTG A} OV ABC/3TC BLAHI OO 5128611 5 DTG,
3TC KX ABC @ AUC(0-t), AUC(0-inf)}2 O Cmax (%, AW FARIZMEOH) 5% CEBfE
D LD 90% (5 FHIX [E 23 0.80~1.25 OHIFAN) Zii7- L, AHK & DTG #H) % OY ABC/3TC B
BHRIDEH LY A v & OEMZRZMEN R ST,

1.8.2.3. hee - RICEET HEA LOEEDHRERRD
HEEERHI B EN D ERARRER O e kG BEH DY HLHIV EIZ X DI O 72 0 EA

HIV JE&YE B35 (SINGLE : ING114467 5%, SPRING-2 : ING113086 7% & U8 FLAMINGO :
ING114915 3BR) Th o7/, AFIOXEEE L LT)D 1 [H HIV FEIZ X D IR
DOIRWEE ] EHRE L, £70, HIV A 7 77 —BIHEAR OB HHER O 7\ HIV [EYE
BE RIS L LR ER (SAILING : ING111762 3BR) Tix., 7 A /L AZIMHEIRE SR
TWARWEREDLNRIZETHoT2720, (NP2 E LT (2777 —BRERUSNOH HIV
HIZ L DIBEET YA LR FIHNELN TWARWERE ] 2R E L LTRELE, L
L, BRI RAT 7T e « TG ENANRE - 717V 02 %53 TWHIEHET,
T A VARG DT WD EEIE. RS OBLEAI~OE) D B2 XL T &
HWrEh o7, (HDDO3ELT IRATTZITENL - TATENL - FZIT VOB DE
IZRY TANZZRIRBEONTHNDBE) ERE L, —FH T, TS OEAEDE
DL HIV FET 7 A L 2 ZHH OF 53T 2 B3 TORRREBR G XS STz
72, (2)& LT THLHIV ZEIZ X AR CREIZ U A L A2 IHIN S 5TV b B IZEB W
T, AFNCEI D B 2 7o ABRBR T /W2, RAT 7T - TRBENL - FTIT VUL
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DR C U A VR FZRIHIRE BT D BELDINZIBN T, REI~OE) Y B2 3R s
RN, | EEBEMEOREE L, £, AT 77 —ERERICHIMEE AT HEETO,
AFNZE D 3 oy DA THEM SN BERRB G IS O TV RN, [EEMREE L
TQ) A7 77 —BHEKICHMEZ AT 2 BFICH LT, KEIOFERIFHEREI RN
(RATZIEN « TRBEEL « TIT00 3D TIHERESN-BRERIT /W) o | Lok
L7c, F7o. FLHIVEESIC, B ORI OSEAIMEREZ S5 L 55 2 & 23S
SNHTD, (@) TARANZ L DIBEICHT- - TL, BE OIREE K OVRIEE 72354 1 I3 3EA i
PR GBI AT & D VIR BUBENT) 225107528 Lrt#iL, AFINRX T LA
¥ FRPEGFEERAER L SOEEHEREGAITH Y | FrIZF 27 7 2 DOIEANTITT DifittEo
HIENDFNCHET BN H 5720, HEMEOHEHHE LT I (X7 Ay RRifils
GREFRILERICE DIRFRRBRN S 2551213, X7 LAY KRG EEFRAE IR 5 it
HERZELTWDAREERH D) , | LB LT,
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1.8.3. ik - AERUZTORERN

1.8.3.1. ik - A&

NN &AK@lElﬁ(F»?ﬁ?Hw&Lfsmw\7ﬂﬁewkbf6mmg&@?
TV ELT300mg 2 EA) 2RFOFEII»NOLT 1 H 1 ERAKET 5,

41 @4

Ak - AEICEAET SERALDIEE
(1) AANCEBDIEFE, FLHIV BB E R OEmMO b & THRET 52 &,
Q) ARENERALTZ7ZEN, TAAELERTIT y/@lﬂiﬁﬂafzaﬁﬁ“éﬁﬂé\ﬁl 1T

HDOT, RANTIMZ T RAT 77 e VBl 788 EVBIAL Z 70 A
TNAEN « FITVUORANEFHBEG L b, 2L, AFlEx b 7t)/
(U RNFEALTT =AMLY Tr 7 —BHEAIEOHES L2WGR) . =778

LY, XETEY. IANRTEELNTY 77 //%{}Fﬁﬁﬁ“éiﬂ/\ Zix. Rk
T ZENELTS0mg & 1 H2EEGTLIMLERHLOT, N7 77 e iz
AHNE GO 12 Rz I G352 &,

1.8.3.2. Rt - AEORTER

AR ORE « HEIE, ABLEIZIT 5 A Bk E ORE DN i R KB R 0O plofg 12
S&, K77 Z7e (BLF, DTG) & LT50mg, 73%E/L (LLF, ABC) &£ LT
600mg X7 7Y (LLF, 3TC) £ LT300mg#% 1 H 1 [EFRAKG TS LNHEYT
HDHEBZ T, PLHIV I L DIRERBRO VA HIV BYERE . L OWLHIV XD
TR B0 . DO HIV A 7 77 —BIEA O GRERO 72\ O AR HIV EYWEBH 2
*92% DTG O - AEOBRERILIZHOWVWT, BLFICRET D, 28, ABC X O3TC O
% HEIZOW T, ZERENOERMSTEICHE SV TEHRE Lz,

1.8.3.2.1. FLTYS5SELDORE - BE

HLHIV 32 X H1RERBR O 72 VO R HIV EYLE RS . K OWL HIV 3812 X 5 18 RER N &
V. IO HIV A U7 77 —BHEAORGREERO VAN HIV EGYEERE 25925 DTG O
VL - B, UTORBREERICLY, DTG50mg 1 H 1 BEENHEY THDH LB 2T,

1.8.3.2.1.1. I IHERER (ING111521 ERER)

PUHIV FIZ L IR OO AN HIV EYYE RS . L OWL HIV 32 L D IRERBRN &
V. DO HIV A 7 77 —EHEROEGREERO WA HIV EYYEBE 25512, DTG
2mg, 10mg, XIX50mg# 1 H 18, 10 HEE L7z, TR, mfEH HIV RNA O
D (FEEFETEHME) 1T, 2R 1.54, 2.04, 00 2.48 log) copies/mL T -7z, DTG
50mg 1 B 1[G S 7RECiE, ERE (DTG REOKRERIE (Ct) /Z "7 HE
THHIE L72 90%PLEMRE (PA-IC90) ] 2819 2720 DTGS50mg = 1 H 1[5 L=5A
® Ct 723, invitro TO HIV BRIZXI T2 Z L /87 E CTH#E LT IRE CTh 5 0.064 ng/mL % KX
< kD Z LR SN, £, Cr ERBRBHAGR D O e HIV RNA 24k & & O
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BAfR A #EAM L 72 PK/PD fi#AT IZ 3B W Tl RZDRE T M S TIXO 2R R DTG 50 mg % 5-1%
10 HH® Crizxt LT, RBERBAAERE S8 5-% 11 H B £ CoMfEH HIVRNA OE{L &I —
EL 72D ENHERENT,

1.8.3.2.1.2. HRHAENAEER (SPRING-1 : ING112276 FRER)

PTHIV I X DIRBRBRO 22BN HIV EYEBE 25t 5 & L, B R SRR %
#Il (Nucleoside Reverse Transcriptase Inhibitor : NRTI) (2 #I) % 0fH L T DTG 10 mg, 25 mg,
XX 50mg & 1 H 1B LG EOaMER L EMEEZ R Uiz, HIREECIXIEm R
G EESERHE Al (Non-Nucleoside Reverse Transcriptase Inhibitor : NNRTI) THhH= 7 7 E L
> (LLF, EFV) % NRTI Q&) &pfFRKES LT,

ZOREHR, AR HERICHBIIA OGN >Tc b DO, DTG IZWT o HEIZEHE N,
THRBEOTLY A VAR Z 7R L, NRTI 2 A1) & 10mg 725 50 mg £ TOM&ED DTG %
1 H1EPFREGT 52 & T, mROUANVAFERIEZ7RT 2 &P ER Iz, DTG IET
NTOHEFICBWTHRAEMEEZ R L, 72, WTHOHERIZENTH, AEFES
ZEH T LR IEFORIE T, BEFRZEER OB T e 7 vy AV ER L, B8
PERT A= ZZOW TR E RO b 2 BRI A DR d o7, EWHAEER, %
WKE\K%QQTFET7/2\Xi%®@@EI X5 DTG BT EOIK FIokied %
728, PLHIV FRIZ X B IRIERER O 72 A HIV JEYYIE B K O HIV K2 X 2 16550
HY . MOHIV A T 7T —EBHERORLRERO 2N HIV BYEBRE 2R & Lo
55 I FHRERIZ 351 5 DTG O L - Fl&E%Z, ARBRICK T 2 &&mHED S0mg 1 H 1 [E#F5
ERRE LT,

1.8.3.2.1.3. FHEINERER
HW%y%ﬁ?—ﬁm%m@&ﬁﬁﬁ@&wWAHW@%E%%%ﬁ%kLk%mm&w
HHIENTHRBR D 4 RBRIZFBW T, DTG50 mg 1 H 1 [BHEDOAH MK OV RV iR S
770 PTHIVERIZ K 2 IEHERRER D 22 il NHIVIEYRIE B 126 LT, mn&omm@mmA
ROFHLIA Ty EL Y /T )RENY I TaX I VT VigE /o A A
v’ (LR, EFV/TDF/FTC) BlA#lE o thladin  (SINGLE : ING114467 #5#R) . NRTI (2
A) GFHTFCTODTGE Z AT 77 enH ) v (LU, RAL) & OB (SPRING-2 :
ING113086 #&f%) . KUNNRTI 2 #l) O FTODTGE #/vFe+U e (BLF,
DRVARTV) & DO #GRER (FLAMINGO : ING114915 #BR) #3fE L7z, Zh b OBRHE
EMMOHIVA 7 7T —BIHEA 2 AW RBRAGE 2 i35 & . DTGO 7 A /L A RN
1%, MSD#:A3 %M L 7-STARTMRK#ZER V123517 HRAL (86%) KM UCKEFV 7 R« 4=
VY RN FENE LR RER VBT A=A e T 7T L (BT, EVG)  (88%) & [RIFREE
ThoT=,

PIHIVIEIZ KX D VEHRRER D & 2 s N\HIVIERGYE B E 123 L ClE, ABCATCZ RS E & F
7o B LA O L7256 ODTG & RAL & O Lk (SAILING : ING111762 7k6#) % 5@
L7, MoOHIVA 7 75 —BREAZ AV -albr & ol Tid, MSDAE2 56 L 7=

1.83—-p. 2



BENCHMRK-1 8% & O'\BENCHMRK-2 38212 3517 ARALO BEA e P (PSS™ 231 L2 T
ZIEIN 61% KN T1%) WONKEF Y 7 R« A = o X423 5 L72EVG & RAL% [
W B O ERRERBRIC 51T 2 i P (EVGEE 59%. RALEES58%) &Lt LT, DTG50mg ! H
1 [B] 48 WL HAL D 7 A )L A FHN I B Ch o 7=,

1) SINGLE : ING114467 FRER

PUHIV FKIZ L DI O WA HIV EYEBF A %15 & L. ABC/3TC Bl #l % OFH

LTDTG50mg %# 1 H 18] (DTG+ABC/3TC #f£) X% EFV/TDF/FTC Fda#1% 1 H 1[5
(EFV/TDF/FTC Bf) #5. U238 a0 OV M & it Lz,

FEFHMEIE B CTh 55 48 1% D HIV RNA &5 50 copies/mL AfZIK FL7= (BLF, @
A VAR RBRD HiTz) BE OEIAIL,. EFV/TDF/FTC BED 81%IZ%F L C.
DTG+ABC/3TC #£ Tl 88% CTd» ¥ . EFV/TDF/FTC #2535 DTG+ABC/3TC BEDIELMEN
B LN, £, &5 96 kD T A NV ALRIGENTED BT BE OEIEIX
EFV/TDF/FTC BED 72%IZ%F LT, DTG+ABC/3TC #£TIX 80% T W . &5 96 % IZHB T
HIELMEDRRD bivTe, S HIT, &5 96 HLLIFICIEEMR T Tk 5 21T o ofER, v
A IV AEHPEH IR DR O Bz B OEIG 1L, DTGHABC/3TC £ TIX 71%, EFV/TDF/FTC &%
TIE 63% Th 7=, RERWIR %@ L C DTG+ABC/3TC BfClX EFV/TDF/FTC BEL W A ESH
LIZ K DMBEB DI, ZORER, BIRE L THEREIBINZ o7z,

2) SPRING-2 : ING113086 A&k

PTHIV FIZ L DI OV HIV EGYEBF A 55 & L, sk (ABC/3TC X
I% TDF/FTC BdA#I) Z0FF LT, DTG50mg %2 1 H 1A (DTG £f) i RAL 400 mg % 1
H 2\ (RAL ) #5 L7-HA 0L O REEZ2BRE L,

ZORER, EEEIEL LT ABCATC BEAFINIEHE S SNTBED I B, ;‘E%Wﬁlﬁ H
ThHHEYG 48 BB D 7 A )L A FHIBNENRD SN BEDOEISIL. DTG BETIT 86%.
BETIE8T% T o 7=, H 96 kD v A )L AR NGRD b i-BE OEIAIL, DTG %%’"f
TlX 74%. RALFETIZ 76% Tholo, E£72, AFFHELORBUHEIL DTG #f & RAL #£ TlE
EFRIFRETH Y . DTG #EIE RAL B & AR OZ 2R OERMEZ R LTz,

3) FLAMINGO : ING114915 5B&

PUHIV BEIZ L DR O 72V HIV EGYERE 255 L L, I 50FE (ABC/3TC X
% TDF/FTC Bl &A1) 0 L C, DTG50mg % 1 H 1[5 (DTG £f) Xi% DRV 800 mg+
RTV 100 mg Z 1 H 1 [A] (DRV+RTV Bf) &5 L7286 OF MR O a2 at Lz,

ZORER, WRFEE LT ABCATC EEAAINIHHE G Sni-BFED > b, FEFHMEE
ThHEG 48 kD A NV AZLHIH RN D i B OEIGIX, DRVARTV O 85%IC
*L T, DTG TIZ90% Th o7z, Fio, &5 96 WHED T A VR FRIZRBZBD Btz
FHDOEEIE. DRVARTV BED 75%I2%F LT, DTG BETIE 82% CTh o712, HEFHL ORI

«) FHBUMESZPE 2 27 (phenotypic susceptibility score)
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1% DTG #f & DRVARTV BECRIFEE TH VY . DTG BEiL DRVARTV BE & [AEROZ22ME RO
BRMER R LI,

4) SAILING : ING111762 B

PLHIV HKIC L AEBREBRNH Y . O HIV A 7 77 —PIEFOHKGRBRO 72O A
HIV JEYYERE 238 & L, ABCATC 25 Te X & & E Aoy 5k % 0fH LT DTG 50 mg %
1 H 1 (DTG #) XIZRAL400mg % 1 H 2[a] (RAL &) 5 L7258 OHIMNER 0% 4
PRzt Lz,

ZORER, FEFHMEEE Th D% 5 48 WH O U A IV AZHENED Dz BEOE S
X, RALBETIL 64% TH - 7-DITHk LT DTG BEE 71%TH VD . Mt ArICA B2 20580
bz (p=0.030) . DTG @7 A L AFLRIhEIX, MR, AFER O HIV %7 % A 7ED 35
YT TN —TRICB W TCEE R o T2, £72. DTG BE T Bk M OFRER B A O 38
M DOENZ D BT T A VAL RILFERE CH Y . RERBMRE O S EIC R
T2 A3 2 3AIE S, 2 FIRM, 2A80WTFhogat, DTGEHIEIRALREL Y $£<
DIBEE T A VA ERARERRBD BT,

1.8.3.2.1.4. Eoae

AN I FAERBR (ING111521 38BR) . SPRING-1 (ING112276) #BR. O SPRING-2
(ING113086) FRERDKE AT — & & W T RHEERISEEhREMEAT ORGSR, PERI, AFE, i,
RE, CHIAFR D A N AFEORERBEYUREE, EOFE, vILrEey, 77=20T I/ 7
VAT 27— (ALT) \ TARTIXUMET I /) b7 2727 —F (AST) , Z LT F=
YU UT T AL DTG OISR RISk L CHRMICAE B R 22 RIS ol 2 L vk,
INHDOYERKTFICL D DTG DHEFEIIRE L EZEZ 5T,

1.8.3.2.2. FNRNAELRUSIITDUNORE - AE

AANOEA RS T D ABC 600 mg & TN3TC 300mg & 1 H 1 B35 L=56 02T,
AHFFEEHIE EN 2RI L > TREITWD, BIfE, ENICHEWT ABC/3TC Bl &AL

TFVa LA EE L TIRFEAR SN TE Y, B OWRMCE (2013 4 1 AKETH 9 i

T, 3TC £ LT300mg X OVABC & LT600mg % 1 H 1[EREOHFET D X H>LHEShT
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Do TNAENLD AUC R | F—F OREHEEE &
A% L=, =& | LTHATALEER

=V ORBITHEEZ | DITND
Frehol=boWEND
2o

AR AP RD7 VT T AN | BEFFAR
%M LTZZ &b, Bf
AT BB IE AT Kook
BNVEE RDEEDRHD
EEZBOND, Ik, T
J BV O I B RE T R
MEZROD DB E ST
7277 (Cmax 2 35%78
AL, tmax 2% 1 FFEZEE
L7228, AUC 3214k L7
Mol OHENRHD) |

ANT 7 A RSV | TITV0 AUC B 43% | BEgIZIB T B PEER

V= P U A RS
U LEHl

e, &7 077 A
MN30%. ZF7 VT T AN
35%IB LTz & OGN H
Do

FITOUE R R
N7Y ATHET D
LEZLNTWD

TARYTHEE Y

MiNIC BT A A R &
ol AV IV 7 2 (7 NN
L. 737V K= A b

T AR THE
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AKHNORKIT T D RV
T 7T VNG T F A
VEREBETHI LI
0 ARFN OFRMEHHE X
NIRIAME T35 2 &
MHRE LT,

AAHNEDOPFHIZE D | A
ARV S O E
ENERTHZ LG
FBRE Lz,

AENDRS T BT N
I ENVORFHZ T Vv a—
LT Rasrh—Ene
G935 EEZ LTS
:&ﬁ2>$ﬁ@%%@
-7 29 AE S AT N =
ﬁﬂ%é;iﬁ%EﬂE
L7z,

AHNL DPFRIC LD (R
B R oL R EAME
T omREENRDH D Z
EMBEIRIE LT,

AKNDOR TH DT
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FH EoEE (8)

A EARAL

U2 e ORI S
L LEDOWEND D,

BT DOMEERIZ T
STV ULEREEEIC
MIB4VIINETH Y |
FITVET AR
U & ey OIEAMm
HEELTANAE
AOREPE IR L T
2,

FITVURRTARY
T DINRDIET

THRREMNH D Z L

MHRE LT,

4. Fl{ERA

WS DEEARFER (ING114467, ING113086, ING114915, ING112276)
IZHBWT, PLHIV HICL D IRERBRORWVEEZXSRE LT, FL
T I ENLS0mg KONT A" AEN T I 7T (600/300 mg) ZFH
5 LI=8A ORIERIL 40% (679 il 274 #1) (23D B, E7eH]
TERNEED (12%) . RIREE (7%) . 58 (6%) K ONFEIED F U
(6%) TH-o7=,

(1) EXGEHERD

DABEEE CEEEARD) 730 EAOEET L) BB
LIRS OB OB b 5 OIS = & D 5 DT, B E T
SSTATV, BUFIORT & 9 A0 U A B & b = A I,
BB R PIE L EOREETH 2 & ([EEAREANES)
DIEBR)

BIE: Bg (G,
L MALBE
JHAERR : IES. B, TH*. BET. ORES
FEIRRR - FEREREE. B¢, HEEA. SMTR{RBAESEE. I
% 5
FrHaER  EE. BEER
mig : 1 oREKigd
BFiE : FBEREERE" (AST (GOT) . ALT (GPT) &0
t8) . FF2
HEE: HRET. BTN (BN, HEES) . BEEE.
CK (CPK) £E&®
WBRB:VLF7F=ULER. BF2
IR : #EIR %
TOfh - FE, BIR*, SRR, BRI, FE. )/
EiE. MEET., HEEE, 7+F715F>—
T NT BT K DIEBIEFEBLEE D O B 10%LL EIZ A bz
)FRFIMEBEEEIRE EE A - EAMEREUEEERE S S Sbh
HTENDH D, IHER E L THEB, BENRA LI, S BICIFHERE
BESE . U L NEENR, AFEREREE 225 A 0k 5 BAENE O B S Al U R
WHHONDZLNHLHDT, BELZHFITATV, 20 &9 ZER
N OOLNTEEEIIE, BEHICEGE2 I L, @YR0E 1T 2
Lo ek, BHERIELR GRS, RKEL, IFHSRERES OIS R S
HUNTBIEALTH Z ENHLHOTHEETH Z & ( [HEEARIEAE
B DHEBMR)
3)thEM R RIBFEMARLE (Toxic Epidermal Necrolysis: TEN) BTt

BEIR EIBNE RS SUTFEMRS) |

S ERRER BB AL
SERiE L.

(D

1)~9)
REIORKTHD KL
FTITIEIN TN EL
KON 27V 0HEM
BEX T ns oA
FEIZ LV EFROSER
N LOILD Z EnRiE
INTWBH=H HEL
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A EoEE (%)

A EARAL

BEEHIEARSEIZEE (Stevens-Johnson fEfREE) . SWABE (LHE
AR R R EARIE . R REIREIRIE R . SRR B
LD ENBDHDT, BEE+HDITATV, A, IBREM, HE
OFEIR, HE « DSBS D NS A, R JERORIE D KA, KLBE,
WHEEJR . T 9 FE. EF BRSO RENERD bNT-HEAICITEBIC
Beh A2l WHRNEEZITY 2 (TEERERNERE] OHE
2

HEELMEER (1%  RFERE, JLmEkED . i, A
ERID . iR ERI D I MR SR B B oD Z E B D DT,
EMIMNCREZIT O 72 EBIEZ + 01270, BEVSRD 55
\ZiE, BEERIET DA CEYIARME AT Z L,

SEER BEEARH) FERPOHLDLNDZENHDHDOT, EHH
BHEAT O 72 CBIE A 01TV, BEPRD N HAEICE, &5
kT 57 PR AEEIT O T &,

6)RBT7 Y F— AR UIBHEEICL2EEDOFEKR (BEFFF)
FEARH) HEET v R— A R OUEIEAE I & 2 EEORFIERD &
LD EndDOT, EMINKREZIT O 72 CBEE 02T
VD BE AR S NTEAIE, B A2 IET D7 Sl e g %
1192 &,

BB RAE BEARY)  BERERN b Db b Z b b
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) =a—R/F— GEHEARH) . SIERE (%K) | ER (EE
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i
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=
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2
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V7Y R
s, =
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A EOEER ()

A EARAL

BB STV, —fRICE IS CIXAEERE (TTFHERE. BHERE.
DEERES) NMETLTRY ., AOHEEA LT\ 5 Xidftho 35 % HF
LTCWALEENELNDOT, BEOREZHLZ LD OERE L TERST
HT b,

BRy b 7a < ElEE IR
2 K EhRE TR S
NTWRWNWEDHRE L
7=,

6. LENR. EiR. RIFBEFE~DERE

(1) T SO L TS ATHEMED & 2 et N2, 1B L oA S MEN
fabttz Lal 2 S SN oG Bl ORKET 52 & UERF
DG T 2 LR AVEIIMEST L T, £7-, BiFERIZEB W
CTRATTIEN TARABENLEORT I TV AEHLTKRDZ &
NEIN TS,

RVTF 72N Ty N THRBBITHRD LTS,

TR EN BBV T, TN BT ORI IR @
WHETHLZENRINTWD, £, 8 (T FOA) 128
WTC, T3 EJLD 500 mg/kg/ A SUEENLL Eo¥e b [ERK
BICBIT 5 hEFREER (AUC) OF 28 %] <. BXITKRIE
WP oM (BIRORE, ZREOFF, WIHR, RERED .,
FREDIENN) NBD NI EDOWENDH D,

TITVr T IT7VVIEe MpEAERT S, HAROMEF
T TV PR IR o WREE O RESL O i o OV AR L R
CThHHrZ EenHEINTND, 2B, BWER (V¥F) Tl
Rt (R ORFECEOEM) NG S TnD,
TRBEN /T I T4 X7 VA R Rafs TR A
(NRTI) % 1= NI EE ST JE EIGR R S 7o B i R OVELIRIS
BT I Far R THEEICLD EEZOSNIEBT—BEMED
MIEALRBEO EENHME SN TWD, -, FEFICENICHRETE
FE, TADARRZME, MOMREELRES N TS, Ll
Do, T HHEG L NRTI O NIRER, & PEGRER & OBE M
VIREST LTV R0, ]

AFFE G IR AL A DI S 2L, [FATZIEL: Ty b
WZBWT RAT 77 EANRHANTFICBIT T2 Z EnwmEINTE
D, B MIBWTHIHHIZBIT T2 Z RTINS, T3
LTy MZRBWTT AN BV RO DORE T T BIT
TAHZERHREEINTEBY . B MZBWTHAMFITBITTAZ
ENRTHEND, FIT7VV  ROBESNEZII 7V U3E b
iyt He s v, iR ORE L[ L (0.5~8.2 pg/mL) Th
HZENREINTND, £o, — &I, HIV OILR~DBIT
ZRET D70, H W HARILTIZIBWT HIV Y U7 kT
BHA X TR, ]

2
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B OFE R Ao LT,

(2)
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T RO®EEG ST
ST VURE FOHH
WCHEE S D Z &

HENTWAT-DRE

L7z,

7. NREADERS
IRHAERER., FrAaR., 2R, SISO/ NRITkH 2 Z M iTresr L
Ty (FEHREBRR W)

NRIZEBT BRE e
ENTWRNZ ENBER
E LT,

8. BERS

BE -EK: KT 77 L ORERGICL DT —XIZRo TN S,
FRBRICEB W T RAT 27 F B 1 [E] 250 mg £ TR AR G- &
e, PRITE ROVERIERITHE STy, 72, 73 EL,
I 7 VAR ERGIC L DR OE, IERIZE D LTk
AN

AVE : AFK| O BB 5Tk U CTRBIZRIEE I 20, BRSO

WEHSICELTHS
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A EOEER ()

A EARAL

I, RSB L, BEIDS U CEYRFREZTI 28, R
NT T T EMIEWERMEREAT L0, MEENTIC LV RET
& 5 AReMEIR, BRI 7 — 2 RS TORWR, FI 7V
WTENFRETH D Z &b BEIDS RSB 21795 2 & 2 EET

5z

Eo B, T ENAPEREEHTROMIRENTIC LD BRE SN D

E D MIFTH BT,

9. TOMDEE

(M

2

3)

“)

)

AENDE RISy D—> T DT /30 BT HOWTIE, il 2 v
72l CII B R FEEEZBD o=, b B UoREkE vz
in vitro Yeto A B ER, ~ 7 AV 7 3 —~< B & OV in vivo /)
BRI 2R o7, 26 DREFIZ, in vivo &V in vitro
IZBW T RFIDOERE 2 AW -5 A 15 W e K B H 3 A
EAETHZEERLTVD,
ARNDEIE Sy D—>THDHT NI ENMTONTIE,. T AR
Z v MBI D EMNAFIERBRIC W T, G R, R,
ik, BERE. U 2 NH B FRRRSE (BN S 2 ST & DA
Nd 5 [EEAEICB T e Ne2ggERE (AUC) @ 21~28 1%,
T2 LER (B MZBW TN T 28 B IXTFEE L) OER
WZOWTIHRI 5 5, 1 DT, & NI DEERERE & 1R -
DAEWEMEZE T3IThmErdT 5 Z &,
AHNDHEES D—2> T DT N HEZONTIL, T3 H BV
B 2AEMBE Lz~ AR ONT v MW TR LA ZAMENGR
o [BRARICBITS e v BREE (AUC) @ 7~21
BoOHE] .

AHNOEZNERSYD—2>TH DT 7V NON L, B ER
BBV THWRAKRBEFERIEHZ R LI OFRERH D, £
7= EHIONAFEHERBRICB W TENAMEZEBD 272 & O
ENBH D, (b PRMIMY R ERE V- e R R B Tl
300 pg/mL LA b, <~ 2 Y oS JEAHIG A O T2 GBS 1 28R A B
BRC1E 2000 pg/mL LA ECREE R LTz, ~ U AKRORT v & H
W EMONAFHERBR T R RICB T 5 NEgIREE
(AUC) D105 (w7 R) RON5814% (7 v ) £ TORERE
IZBWT, BRAEITIERD b enoT=, ]

WS CEE SN 0 277 ¢ 73 Bk (1956 1) 128\ TC,
T T B O 5 BERTIC HLA-B*5701 DAY ) —=> V%%
fii L2pWEEE . A7 U —= 7 %3 i L HLA-B*5701 (A4 %
BRAN U7=BEIC R U D ERARAEIR 2> B B o 2 IR BUE D R BUAEFE A3 |
ZNZH 7.8% (66/847) . 3.4% (27/803) . Fif§ /X F T A MZ
KU R SN MBUE DO RBUREE N, EE 2.7% (23/842) |
0.0% (0/802) T& Y. HLA-B*5701 DA 7 U —=1 7 DFEfElC
X 0 WBEUE O R BBEE SR FEHICHEBICIK T 5 (p<0.0001)
ZEDIRENTL, £, AR Tl HLA-B*5701 2 A 7 U —
=2 7 LR OB B W CTRERIEAR 2> & 1\ UE 2 B o 4072 66 i
30 B, FER§/N T 7 A MM CRHERR S v T2 B BUE+HER] 23 414651
23 HLA-B*5701 24 L Cu 7z,

HARNIC BT 2EE0E & HLA-B*5701 44 o BEEM: 2>V T
A THY , HLA-B*5701 ORAHRITE AN TIL 5~8%, HAANT
12 01% & OWMERDH B,

(6) HTHIV DL KO WL Z 2T TV D HBE 2RI O EED

(H~4
RENORSY T D T 3
HENLVKRT I T
BT, FERRAR B ORE
B — OB R
THMEDORERIE B
TWDHTORE LT,

(5)

RAENDRKASYTH DTN
BB T, ST
Elifi <=7 m AT
T TR O R 8
JEDFETL L
HLA-B*5701 O &
OB ENRH D = &
G STV DTk
ELT.
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ZANSES TRy (W e
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i EoEE (%) A EARAL

UL ZRE L7 0 A T ¢ TBIEEFRICBW T, T | o7 a AT 4 73R
NAENOERBIMEI D 6 5 AUNDOBRE TLHFEED Y 273 | 128\ T AFIDORKY T
HINT 5 & OWE DB 20 BRRBR O ST 2 340 LTS5, | HDT7 T ELOE G
RPHRRE & LEl L CT7 3 ENAREREOBE 72 DFEZED U 2713 | Ko TORFEZED U =
RO LN T, TNT BNV ELAZEEDOBEIZ OV TR, B | 7 23804 % & oHwE
HEDE ZARGRITHTO WY, PHHEELE LT TRNHELEE | DD ENLHREL
Tept HIV BIEZ BRAT 254121, JEEIRME DR B OBERN Y | 1=,

A7 HBE L, BT, @SIRMAE, FEIRP ., BUE S OUE A HE e
TRCOV AV NS ER/MESELT-00EEZ LD L,
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1.9. —EBHAMIZEIXE
1.9.1. RVFTSELFRYDA

PR L O — A4 T JAN)E, Ak 26 45 1 H 9 AAFSRATFEATE 0109 45 1 512 L 0 2%
524-3-B20 L LTI TV D,

JAN : (AAR%) RATZ7Z7ELF R DA
(#4)  Dolutegravir Sodium
b4 (BAR4) (4R,12a5)-9-{[(2,4-F 7 /NA T T = =) A F IV IRE A LY -4- X F)L-
6,8-2 A% V/-34,68,12,12a-~F %t Na2H-v'V R[1'24,5|8° 7/
2,1-p)[13]FF VT 7-FF—F —F MU U AR
(#4)  Monosodium (4R,12a5)-9-{[(2,4-difluorophenyl)methyl]carbamoyl}-4-methyl
-6,8-diox0-3,4,6,8,12,12a-hexahydro-2 H-pyrido[ 1',2":4,5|pyrazino[2,1-b][ 1,3]

oxazin-7-olate

1.9.2.  FRAELHKRIE

SO AT JAN)E, PRk 114 11 7 4 BAFEIRES 1630 510 X 0 %% 5 11-
3-Bl & LTl S AL, PR 1948 8 H 6 HATIAFEAIENRS 0806001 512 &V JAN HAL O
BEERINTND,

JAN : (AARL) T30 EiilE
(¥4)  Abacavir Sulfate

g
HN
= N
0
BN Sy TN g4 H:S0
n
WA
‘CH:0H

193. 3S3TVv

IO — AR JANIE, Rk 745 11 H 28 B ATSRIFES 45 510 K 0 BERE 5 742 &
LGl S, k2145 3 A 31 AAFSRERATEEE 0331004 512 LD JAN OEEZE L7
HLOLLTARSIN TN,
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1.10. BE - BIEZDEEEETEHOE LD

b4 - B4
M1
BhHE - R | HIV EYE
Mk - & | @E, RAELELE (KL 7 7 Ze0rd L T50mg, 73 ELE LT

600mg KT I 7Y L LT300mg #54) 2REOFEI»PDOLT1IH L
[ N e A I

BIREDOIRE

JRA A

TRAKLKOF | I SVT 778N F R UL - T ERBE - 71720
By - i | WAl R U — A2 CEAEE (LEEPFRAT SIS RY T A526mg (RLT 2
FENELTE0mMg) . 734 EVERERYL 702mg (73 ELE LT
600mg) . 77 300mg & A ]
Pk RVT 7 E)v
2k BERs OBSE R R O(mglkg) PN (mg/kg)
Z v b (i) - >10
A4 X () >500 —
v (M) 300 —
g | gt GRS RGREK Beh& HEF R
(mg/kg/ A) (mg/kg/ A)
T vk 4 36 A 2, 10, 100, 1000 100
Tk 26 A f#] x| 5, 50, 500 50
Hv 4 35 ] N 25, 50, 100 50
ERAZ 38 JEH H A 3, 10, 15, 50/30 15
Z v b BMEOHMm, BEEMSHY (=500 mgkg/H., 4 KON 26 #H
e 5alR)
oL W@ R - REED (100 mo/kg/ H . 4 B SRER)
L - (REPD - BEEEKT - THLREE - BARSEONS A - i
(=30 mg/kg/ H . 38 i [ 5-:A5R)
T oNTI eV
2 LD50(mg/kg) B
~ A Jg'1731.7 £>1900
Z v b >2000
[HiiFs
$h 4 feE e 511 iR Beh& HEFE
(mg/kg/ A) (mg/kg/ A)
~ A 15 HH #&n 110, 330, 1000 330

F7epT A - 1000 mg/kg/ H B CHFEERIN, FMRIERL, NV 7874 K-

L 25 m—)L k5

~v 2 | 3 H HEE | 110, 330, 1000 | 110

E22FT R - 330 mg/kg/ H DA EOFECAFESEEM, AFMEER., NV 27 UET4
R« a3 x7o—/L R 1000 mg/kg/ H & CHARINEESE, GPT L&A

v k| 1 AR | o | 35135530 | 35

F2PT A 135 mg/kg/ H A EORECHEEM I, B, 530 mg/kg/ H# T
N7 VT4 K -GPT bR, FEREERED, KHMluiEk

H ] 15 A I [ 50,140,420 | 50

TP - 140 mg/kg/ HUL EOFET R Y 77U &7 A R EF- 420 mg/kg/ H # T
A

1.10-p. 1




it

P 3 5 A [ o ] 50,140,420 [ 140
FE2pT AL - 420 mglkg/ B BECIEME, (RERECD . ITFEEHEN
12
~ x| 6 » A It | &0 [ 55110,330 | 55

F7epr A 110 mg/kg/ BUL EORET RY 70T A4 R - a b ATr—/L E5
330 mg/kg/ H & CHFEEHN, TR R

% 12 % H T N 50, 40, 420/300 50
(6 3 B 12 )

F72PT AL - 140 mg/kg/ H LA EORETHFESESEM, MU 27V BT 4 K- GPT LA
420 mg/kg/ H B ClmrE, (R ITFRIER

FITVV
Ak LD50(mg/kg) s
<A >2000X2/ H
A X >1500X2/ H (14 H f#5-)

ik Yks

EULY/Ei 51 [# e 52 % e b5 R

(mg/kgX2/H) (mg/kgX2/H)
7 b 4 A #& 0 45, 300, 2000 300

AR : 2000 mg/kgX2/ A BECIEFE DR MERE « ~E /Y « ~~ b2 Uy
M. MCV B4

vk ] 13 [ #n ] 45,300,2000 | 300

F7e AT 2000 mg/kgX2/ H BETHEE DR L EkEL s> . MCV « MCH + MCHC #
. EMRIEIE. BIRMELRE

FENE 13 JH | #®&no | 45,260,1500 | 260

F 72T AL : 1500 mg/kgX2/ HEED 2 3 5B, 260 mg/kgX2/ H LI EORECHR i BREL
W, WEEE O MCH + MCV 40, 1500 mg/kgX2/ B & C (A i Bk B . APl s
wAE. MRZERE, D GOT « GPT - ¥ LX) 5

T2k

vk ] 26 i [ #n ] 90,425,2000 | 425

F 72T AL« 2000 mg/kgX2/ H L THRIMLERE R, MCV + MCH - MCHC #5148 i
O AMEBIAD . GOT « GPT L&, #8227 a—« N 7 UETA N

D EWRIE OB R O Ok (B IREIEAT LM IRIRIZ X 0 7
2 TR

S X 52 i [ o 45, 260, <45
1500, ¢ 1000

F7eFT A ;45 mg/kgX2/ B LI EORETHR L EREDR . MCV - MCHC #8/1, GOT
5. 260 mg/kgX2/H LA EO#ET GPT L&, 571500 mg/kgX2/H « £

1000 mg/kgX2/ H # C A MEREDHAD . Plg~E 7V i3 (GPT O E5-
DIAMEARIRIZ K 0 128 TR k)
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Il /EH HARNEE BT DBRABREE IS O N TR WD, BIERHOBEEIZOWT
1L, HIV EYYIE RS & k5 & U7 WA R R Ak g (4 35k © ING114467,
ING113086, ING114915, ING112276) (ZH-3xald L 7=,

BIVER R 274 111679 1= 40%
BIlVE ] o Fi g %%
L0 79
ANRSE 46
GIERT:) 39
FREIE D F 38
T 36
9% 7 33
g 28
M - 15
B3 13
OReL 13
JE 5 A 12
ey 7 =T~V TSR A A
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1.12.

1.12.1.

AMIEM—E
ATEM—F

TERHIT X THAERZ ATV D720, EHEMITAIBR L7,

F3E (BB 5 3CE)

TATE R ZA MV AR I Jti 391 ] BRI i Y T R HBillas 522
. . o . 20114£4 1 S . o .
3 (Dolutegravir, Abacavir and Lamivudine tablet) Quality ~ Ongoing GlaxoSmithKline HES- N E R AEAT
Al GERR AR )
P 54 ST H BRI H T wies | s | O
4223
In vitro evaluation of GSK1349572 as an inhibitor of BSEP 20124114 ? o
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2013N161621_00 OATI1, OAT3, MATE1, MATE2-K, and MRP4 ~201345H , Japan H & PR %
42.2.6
A mechanism-based pharmacokinetic evaluation to predict the effect of e GlaxoSmithKline e s .
2013N171682_00 GSK 1349572 on tenofovir kidney exposure 201348 A5 RTP, USA A FEPIRER 25
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53.1.2
An Evaluation of the Bioequivalence of a Combined Formulated Tablet
(50mg/600mg/300mg dolutegravir/abacavir/lamivudine) Compared to
2012N145882 00 [One Dolutegravir 50mg Tablet and One EPZICOM (600mg/300mg 20124F6 A . . 5 s -
ING114580 abacavir/lamivudine) Tablet Administered Concurrently and the Effect ~20124-9 A GlaxoSmithKline 4 FEPIEERY aFif
of Food on Bioavailability of the Combined Formulation in Healthy
Adult Subjects
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A Randomized, Open-Label, Single-Dose, 3-Period, Crossover
Evaluation of the Relative Bioavailability of Two Experimental Fixed-
2011N122253 00 |Dose Combination Tablet Formulations of Dolutegravir 50 mg/Abacavir 20114F6 A . . 5 ke -
ING114581 600 mg/Lamivudine 300 mg Compared to Coadministered Dolutegravir ~20114-8 H GlaxoSmithKline 5+ FEPIEORE ¥l
50 mg and EPZICOM™ (Abacavir 600 mg/Lamivudine 300 mg)
Tablets in Healthy Adult Subjects (ING114581)
53.1.4
The Validation of a Method for the Determination of GSK1349572 in . .
RD2007/01425/00 |Human Plasma (range 5-5000 ng/mL ) using HPLC-MS/MS fgggféifﬂ Gla;(}sl,mggfme wsh | Ak | RS
Method Reference Number: GSK1349572HUPLVALA ’
Supplemental Validation Data to "The Validation of a Method for the
Determination of GSK 1349572 in Human Plasma (range 5 to 5000 2010426 H GlaxoSmithKline . - -
201INT12541 00 ng/mL) using HPLC-MS/MS" ~20104:6 H RTP, USA 4} FEPIEDRE il
Method Reference Number: GSK1349572HUPLVALA
The Validation of a Method for the Determination of GSK1349572 . .
RD2010/00175/00 |(range 20 to 20000 ng/mL ) in Human Plasma using HPLC-MS/MS fgé??éfﬂ Glal’;(’TSngl;ihne wsh | bkl | FEA
Method Reference Number: GSK1349572HUPLVALB ’
Supplemental Validation Data to "The Validation of a Method for the
Determination of GSK 1349572 in Human Plasma (range 20 to 20000 20104E12 7 GlaxoSmithKline . - -
3 éﬁ 3 =7
201INT12542_00 ng/mL) using HPLC-MS/MS" ~20104-12 H RTP, USA i} FEPIEDRE Ffl
Method Reference Number: GSK1349572HUPLVALB
Validation of a Method for the Determination of GSK1349572 in 20104F12 A . - -
201IN112453_02 Human Plasma by LC-MS/MS ~20124:3H - W AR i
2012N147635_00 Quantitation of GSK 1349572 in Human Plasma via UPLC with MS/MS 2012458 F #1t - st R STl

Detection
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2012N151911_00 |Quantitation of GSK1349572 in Human Plasma via UPLC" with 201341 H W - st RN B FEAm
MS/MS Detection
2013N161036_00 ﬁ‘*sj‘;;;ag‘;‘;egfi;SKl349572 in Human Plasma via UPLC™ with 201364 1 i [ ] wisk | e | A
DETERMINATION OF ABACAVIR IN HUMAN PLASMA BY 200642 /1 ; g -
2012N133184 00 [/ s o UM | 2006457 A ] wsh | kv | R
Quantitation of Abacavir and Lamivudine in Human Plasma via e N — =3
2012N150069 00 | o S e Detontion 20124E9 /1 445 B wsh | AR | R
Quantitation of Abacavir and Lamivudine in Human Plasma via e N - -
2012N151912.00 | e betontion 20134E1 H #45 B Wk | kst | EE
LC/MS/MS ASSAY VALIDATION OF ZIDOVUDINE, 200449 A s . -
2012N133186_00 LAMIVUDINE, AND STAVUDINE IN HUMAN PLASMA ~20044F10H - L FEAEDR FHl
LC/MS/MS Assay Validation of Zalcitabine (ddC) and Lamivudine 2002410 A N [ -
2012N152558_00 (3TC) in K, EDTA Human Plasma ~20024-10H - i FEPIEORE ¥ if
The Validation of a Method for the Determination of GSK 1349572
(range 1 to 1000 ng/mL) in Phosphate Buffered Saline using HPLC- 201145 A GlaxoSmithKline 5 [ -
201IN112679_00 [\ oo 201147 A RTP, USA iz FPvEE R w

Method Reference Number: GSK13495720TPSVALB
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Validation of a Method for the Determination of GSK 1349572 in 20114E10 A N - -
2012N145767_00 Human Cerebrospinal Fluid (CSF) by LC-MS/MS ~20124F6 H - 5t HEPIETR A
Determination of GSK 1349572 in Human Plasma by LC-MS/MS 201147 H N S -
201IN120851.00 | NG 114581 0118 ] WEgh | AR | R
Determination of Abacavir in Human Plasma by LC-MS/MS 201147 H N S -
201IN120847.00 | NG 14581 0118 ] WEgh | AR | R
Determination of Lamivudine in Human Plasma by LC-MS/MS 20114E7 A . - -
201IN120850 00 | NG 14581 01148 ] wEsh | AR | ERAE
Quantitation of GSK 1349572 in Human Plasma via UPLC® with e 5 el =
2012N147228 00 201341 H 3 TNEE AT
= |MS/MS Detection (ING114580) FLARE L W HARH ¥
Quantitation of Abacavir and Lamivudine in Human Plasma via e N s -
2012N147229 00 |y e VoS Deteetion (ING114580) 20134E1 H 45 B Wk | kst | EE
Determination of GSK 1349572 in Human Plasma by LC-MS/MS 2011422 A 5 - -
201IN117340 00 | NG 111762 2012465 ] Wgsh | AR | R
Determination of GSK 1349572 in Human Plasma by LC-MS/MS 20114F2H s - -
2012N150243 00 | NG 111762 2012610 I wpsk | kel | AN
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RD2010/00559/00

Within-Study Analytical Performance Data for the Determination of
GSK 1349572 in Human Plasma

GlaxoSmithKline Study Number ING112276

A Phase IIb study to select a once daily oral dose of GSK1349572
administered with either abacavir/lamivudine or tenofovir/emtricitabine
in HIV-1 infected antiretroviral therapy naive adult subjects.

200949 H
~20104F6 H

AR

iz
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GlaxoSmithKline
RTP, USA

HEZAS

FEPN R

FE

2011N114375_00

Determination of GSK 1349572 in Human Plasma by LC-MS/MS
Supporting ING113086

2011414
~20124E3 H

HEZAS

FEPN R

AFl

2012N150565_01

Within-Study Analytical Performance Data for the Determination of
GSK1349572 in Human Plasma for Study ING116070
GlaxoSmithKline Study Number ING116070 - DTG

A single-arm study of the safety, efficacy and central nervous system
and plasma PK of GSK 1349572 (dolutegravir, DTG) 50 mg once daily
in combination with the abacavir/lamivudine fixed dose combination
tablet over 96 weeks in HIV-1 infected antiretroviral naive adult
subjects.
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GlaxoSmithKline
RTP, USA
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2013N163558_00

Quantitation of GSK 1349572 in Human Plasma from Study ING116898
via UPLC" with MS/MS Detection

201344 H 45

sk

FEPN R

AFil

2012N149534_00

Quantitative Analysis of Dolutegravir Extracted from Human Plasma
from Patients Enrolled into P1093

20124E9 H #i4

o2

P& R

REAI

2012N135067_01

Within-Study Analytical Performance Data for the Determination of
GSK 1349572 in Phosphate Buffered Saline for Study ING116070
GlaxoSmithKline Study Number ING116070 - PROTEIN BINDING

A single-arm study of the safety, efficacy and central nervous system
and

plasma PK of GSK 1349572 (dolutegravir, DTG) 50 mg once daily in
combination with the abacavir/lamivudine fixed dose combination tablet
over 96 weeks in HIV-1 infected antiretroviral naive adult subjects.
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Determination of GSK 1349572 in Human Cerebrospinal Fluid by 201242 A ; e =
D § 2 =T
2012N136666_01 LC-MS/MS Supporting ING116070 ~20124F11H - W PR A
53.3.4
A Phase I, Open-label, Randomized, Four-Period Crossover Study to
2013N163904 00 |Evaluate The Effects of Calcium Carbonate 1200 mg and Ferrous 20124F12 A . . ; o =
— D é\’ NS =/
ING116898 Fumarate 324 mg on Pharmacokinetics of Dolutegravir 50 mg in ~201343H GlaxoSmithKline 5+ FEPEDRE ¥l
Healthy Adult Subjects
5.3.4.2
A single-arm study of the safety, efficacy and central nervous system
and plasma PK of GSK 1349572 (dolutegravir, DTG) 50 mg once daily
2012N150605_00 in combination with the abacavir/lamivudine fixed dose combination ZOIZEI.H GlaxoSmithKline AN RN R S
ING116070 . . . . N ~Ongoing
tablet over 96 weeks in HIV-1 infected antiretroviral naive adult
subjects
5.3.5.1
A Phase IIb study to select a once daily oral dose of GSK 1349572
201INT17114_01 administered with either abacavir/lamivudine or tenofovir/emtricitabine 2009@57)% GlaxoSmithKline HEs- HNE R A
ING112276 . . . . .. . ~Ongoing
in HIV-1 infected antiretroviral therapy naive adult subjects
A Phase III, randomized, double blind study of the safety and efficacy
of GSK 1349572 50mg once daily compared to raltegravir 400mg twice
2013N158737_01 daily both administered with fixed-dose dual nucleoside reverse 2010&1.())% GlaxoSmithKline S FENE R 2]
ING113086 ) . . . ~Ongoing
transcriptase inhibitor therapy over 96 weeks in HIV-1 infected
antiretroviral naive adult subjects. 96 week results.
A Phase III, randomized, double-blind study of the safety and efficacy
2013N167896 00 |of GSK1349572 plus abacavir-lamivudine fixed-dose combination 201142 A . . ; - -
- . . . . . 1 hK1 b B"E A
ING114467 therapy administered once daily compared to Atripla over 96 weeks in ~Ongoing GlaxoSmithKline i} FEPIEDR At
HIV-1 infected antiretroviral therapy naive adult subjects
A Phase III Randomized, Double-blind Study of the Safety and Efficacy
of GSK 1349572 50 mg Once Daily Versus Raltegravir 400 mg Twice
2012N154814_01 Daily, Both Administered with an Investigator-selected Background 201071 .Oﬂ GlaxoSmithKline NYAN HNE R SEAT
ING111762 ~Ongoing

Regimen Over 48 Weeks in HIV-1 Infected, Integrase Inhibitor-Naive,
Antiretroviral Therapy- Experienced Adults - Week 48 Results
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A Phase IIIb, randomized, open-label study of the safety and efficacy of
GSK 1349572 (dolutegravir, DTG) 50 mg once daily compared to
2013N158804_00 [darunavir/ritonavir (DRV/r) 800 mg/100 mg once daily each 20114104 . . N s -
ING114915 administered with fixed-dose dual nucleoside reverse transcriptase ~Ongoing GlaxoSmithKline i+ FEPIEDRE ¥
inhibitor therapy over 96 weeks in HIV-1 infected antiretroviral naive
adult subjects.
5.3.5.2
P1093: Phase I/II, Multi-Center, Open-Label Pharmacokinetic, Safety,
2013N158943 00 [|Tolerability and Antiviral Activity of GSK1349572, a Novel Integrase 201144 H . . N s -
ING112578 Inhibitor, in Combination Regimens in HIV-1 Infected Infants, Children ~Ongoing GlaxoSmithKline 5+ FEPEDRE il
and Adolescents_Cohort 1 24 Weeks.
53.5.3
Supporting Data for m2.7.2 Summary of Clinical Pharmacology Studies - GlaxoSmithKline S NE R ]
Integrated Summary of Efficacy - GlaxoSmithKline sk PR FTAL
Integrated Summary of Safety - GlaxoSmithKline sk B R ST
5.3.54
2013N167276_00 [Evaluation for the Susceptibility to S-349572 sodium of HIV-1 Strains 20124104 e =
. . e ] AA | PR [ FEE
S-349572-EB-105-N [Harboring Integrase Mutations Identified in Clinical Trials of S-349572 ~20134-3 H
A Phase IlIb, randomized, open-label study of the safety and efficacy of
2013N174706 00 |dolutegravir/abacavir/lamivudine once daily compared to atazanavir and 2| pEch GlaxoSmithKline sk ] S

ING117172

ritonavir plus tenofovir/emtricitabine once daily in HIV-1 infected
antiretroviral therapy naive women
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Reports of Post-Marketing Experience GlaxoSmithKline %Y HNE B FEAM
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