T E4 4 §E50mg
IR 5 &H

AERHIER S NI BRIRDEFI R VTNEOERRERIV 4 — T~V R
FT7THRASITICRBT 2D TH Y. UHEFEREBEIEMSH LSO EF]
BHRICRIAT 52 LITTEERA,

4 —TAILRT TSt




15, ERXIEROEBRRUVRAROEE

RVTF 7 Z et b oa (BUF, A&AFD 1%, EHRUEGRASLEr 77 Y - AR
TA RS (BRIZT 4 —T A~V R S TS OGRS X0 HFERR% S - B
DHI A 777 —BHERTH D, A# (BHF = — F : GSK1349572) (%, >KE. KN K
OB FZIZHBWT 20124 12 A 17 BIC HIV EYYE OIS BUG O 72 D O AGR R FE N 72 S,
KIETIE 2013458 12 HIZ TIVICAY® & L CTHRGEAR S NZ, TOH%, -4, FU. &
—ARZUTROEU TERBINTND, £z, AANT, BARZ ST 13 7 [E CHGRHGE
Thd (01441 AFALE) . M. AHENTHOWT THIV EYLIE TR o 8158 33 A KGR
OB OWT (Ek 10411 A 12 BfF EE3EE 1015 %) | 12D, KEICBIT S
HARHFEERZ AW THAMR S S A ERM & L CREREERRBREEITO 28 & L,

15.1.  HIV BERE

1.5.1.1. N RUVERIZE TS HIV BEEORRK

2012 FE D E#E A Al = A RAFHE (UNAIDS) Offitic kb &, B MERET A LA
(Human Immunodeficiency Virus : HIV) [JEGYIE & OME KIMERE R SIEMRERE (Acquired

Immune Deficiency Syndrome : AIDS) ®BFHIL, HHAE T 3530 F A LH#EFESHTnE Y,
[FAED HIV FU& e E 503 230 F AT, 209 H/NRIT 26 HATH -7, 2001 42405 & L
95 & AT O HIV FBUE G FE0 L 33%00 L TR0 | JetE % .02 HIV EYE D
FATIZE B ENTETNAEN, KK, TRT7OT7 R OFOMO T V7 #ETIIEKKRE LTH
BUBGR N E < BERTHM LT T 5 2,

R EE = 2EMEELOME Nk D & 2012 2B DENOHH HIV B
(FZWrHF I AIDS ARFIE) 131002 A (551E 954 A, #4448 N) . 2008 4= (1126 A) .
2007 4F (1082 A) . 20104F (1075 A) . 20114F (1056 A) . 2009 4F (1021 A) (2 <t
EONOWMERTH -7z, ZD 9 H AKREFEDMYFE 1L 920 AT, H1EH 889 A (96.6%)
Thotz, AAREEDOBMIZ2008FE42—7 L LT, D% AFEMITIL—7 2B IHE
BLTWD2, AAREEO LM CICHNEEE OB 7 & HIIZTBITVoRRICH D, —F,
B AIDS (B3 (2WiEREIZREIC AIDS %38 0E L TV 2B 13447 N (BB 418 A, “ctE 29
AN) T, Z?OH5H HAREFEFT 405 AT, B 387 A (95.6%) Th-o7-, AIDS EHITH
AKEEE D B2 POOISHIME A A3 TV 223, 2012 FE DR 1T 2011 4E L v B L€
W, AEERICBE LTI, HIVIEYEE L 20 ~30 1% (65.2%) (ZHEHF L TRV, AIDS B# T
1% 30~40 7% ft (58.6%) & HLxE LT 205k LA BICHRIAL oA LT\ 5,

1.5.1.2. HIV BRI D @A & B HIV &

HIV EESE ORI, SR IEME . AIDS FEH & K& 3220 bhvd,
HIV IS 2 & BB 9B, U U HilERE O SMEYEIR DB D (BPERY)
HIV (2% 2 BB 2 0 dE SRS > T B & HIVIZRA T 5728, 582213k &
N, ZD%, BEH ORI L HIV NMEHL L IREEDN R WIRTRE < (BEEAERE)
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Z ORI Y HIV X & i, BE ORENTHRAIET L, SN THMARBEZIHE LS
FTUNRRE L 72D (AIDS FIER) . I S AIDS FIEMICE D £ TORFMITERNIZ L
B2 DM, PLHIVIERENMT O R WS, AIDS BIERETICE D £ TOHMIT 24ERET
bhohlaEnTng 9,

HIV JEYYE T, Mg o7 A L2 (HIVRNA) &} O CDA BE Y o 2 SERE S i E D2
FE R A AERE T D DI CTHEETH S, HIVRNA Bl HIV &% 6 » H TIRIE—E
EIRTZND D, 2O L ZDENEWIE ERKROEITHHENZ L0265 HIV EYYEOETT
MOFERE L 705, £7-. CDAMGMEY o SEREIE, HEEERLA TIZ 700~1300 /mm*Td 5 73,
HIV &Y% X - T 200 ImmPARIiiII 72 % &0 RARRE & 722 0 | Filix O B F1 R IR ANTEIE L0
T 2%, CDABMEY v EREIE. HIVIZ X - THEE SN 716 EOREINERE DR IF R 2
L. FLHIVIRERGZ BT D3R b EE AR L 25 9,

BUE, HIVESIEZ O b O3S 2ARIBFIEIIFE L2V, BIED HIV EYE OTEHR D
JRANE, 3FILL EOFLHIVIEZ DT 28511 h v A L 2L (Anti-Retroviral Therapy :
ART) ZX - T, HIVRNA S4B HRFLLTICHHE L, 5 oEFESC HIV BEEIE B 2 5
DEIFLHZETHD, FNITLY | HIVIEGYEDOEIT ZH] L CHRIERBZHERF L, QOL &
HIV IZBE L FRRER A B L, AR O T 2 L2 EEET D, IO DO HEEE
T D72 ciE, BESREOEEMNAZHM L CRREMkT 228 (T ReT T R) 2
BECTHD, 7TRET TUARRRIZRD &, HAOMARENHERFCE T, U A L AHHE
DA SN 20 | FEEIE Y A LV ZAOHBIEEI NS Z L s, THFEIZLH
1EIOARFETHETH HIVERZ S BR SNTE Y, JTHIVEEOGINESREMEDH
ZCT ReT TV ADHERINES LisoTnd, 2L, FHOIRERG TR LN DF]
WY A7 FEWERIZE D QOLDIK T, 7 Kb 7 7 > ADK FIZ X 2 3ANMIEHISE) %
LRI EBEZOND L HICRY . RYOBRBRGAHER STV Y,

1.52. BEEOEE

1.5.2.1. BB D&

WA FRERIAEAI L O HIV 707 7 —EBHEANZ L S ARTIZE D, AIDS OFEEFRE LY
FHURIIAREICHD L TWD, LU, fkx 2BEFOHT HIV SEITHHE 2 73 HIV B
DB NEFIFEMEORBNFRO I THE Y | FEEEAORBRAMLE L SILTWD, HIV A
VT 75 —PREKIL, HIV A 73 A 702 >OEBER KA U, 15 a0 T 4
XU ARERE (DNA) ~D 7 A VAT ) AOFIAIREE ST 5 HIV A 7 75 —F o fitilit
EEEAET D, 7/ AOMIAZRITILV ba A VAEMOBEE /AT v I Th DD, HIV
AT T I—EHEANTH LV T ZADH HIVIEE LTI STV 5,

2007 FFIZIHRMD HIV A 7 7T —BHEBEAITHHINT V7B 7 (LLF, v
T 77 e MBKERMLEZER (Food and Drug Administration : FDA) (2 X 0 &G S 4,
ENTHLT A2 b LA ®FELE LT20084 7 ADIRFGENBM SN, RWTZLET S
7 ELH 2012 4F 8 AICEAAI & LCFDAICAGR S, ENTHAZ Y BV R ORIGEEE L
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T20134E5 ALIRFENBG SN, b OEAOEKRBREE TIX, PLHIVIRIZL D
TR OA 0 O T BT A NV AFHNR & AFERRBDO LN TEY . HIV A >~
T 77 —VHEANIFLHIVIERICB T 2 LWRIRE TH 5 Z L3RSz, TDO—F
T, INVT T TEALROTLET 7T EAOmER & HIZ, HHIV IEIC L DRERBROH
D At L L= 1 FEERER & DR O FHERBR & 9, 1 HIV 32 X 2 1BIEREBR D 72 R
F ARG L U8 WARRER '™ P THRE IR SEAIMIE S S Sh T s, £, il
HHNIE T ZEMESE Z DL T N E VI RELH DY), Lan-T, HFLHIVIKZ L 515
FRBRH Y . IO TNT 7T N ROV E T F T VT ERR 7 A E 2 5 5 B
WX LT, BAZMETre 7 7 A E L8 LWVHIV A V7 7T —BILERIZRT 5 2
EBETH S,

DO HIV A > 7 7 7 —BHEANCIX, 7 ReT7 7 A0 ExE BT 720120 < 20
WETREADBDH D, FLT 77T 1IH2BIORGPLETHY, 1REGETHDH 1
BE 400 mg DEFEAIY A ANKE WD, 1 H LEEGOMOPLHIV HIZHSTTY Fe 77
APMMETFTDREEMERH D, —F, TAET 7T ELERETHLAICE. U M e a
BV AL Y F DX D REEMBREEARRA T (T2 2 —) FVLOMHASETH D Z &
6 B CYP3A4 T S 412 HEHI & o RN BRI BB 2 S A BRI 2459 % Al REMEZR
bbb, £, TAET I ELEEGREAH] (24U EL R OBAS) ZREZICNRTS
VERBHY, T ReT 7V ADRFICORNIBENHDH, LT, TILET TV ITENLESE
TIREIL, PLHIVIEIC K DR OH 2 BFHICH L TINANT 7T L EFRIRREZIT-
728A . WONTHI HIV BRI L AIBERBR O WEEICH L o7 7B LY /T )R E L
UyTaX VT RE (LUF, T /HREN) SEARNY A E S TIRE LG EA L
T. HBMEDOEEERORBMERE N2 ERRESN TS Y, 2 reFsroe
NARGRHINEL I T — A X —ThH ) NFEALaE VAKX y MNIT /A ELOMETRE
FHINESED20, 7 /R EVCHRT 2 RE R 2B s e s Bhnh s Y, =
Di=h, T/ HRENVICEE LB EHEC L 7 L7 F =027 U T T 2 AH 70 mL/min i &
Io T BFITH LT AZ Y BV N ORAEEOHRGITHEE S L,

AFNL, ERORMESZTIRT 2HHO HIV A T 75 —PRRER & L TR 2Rk
Kt 777 « AIR 7 T4 RSt (RICT 4 — T~V A7 T HRASH) o&3a
A X 0 EFFEBRR S iz, AFNTB D HIV A T 7 7 —BIER D0, BFEOHIEC
Db BT, T—AX—ZHETIC LA LR 1EORENAETH D, M T, 16
50 mg DEEFIYA XN T VT T T TR T/hE L, NIRBEZIZDZ Entb, 7 RE
7T ADR EREIRFCE 5, F72. invitro iR & OEEREREROFE R, AFNIHIV A o7
77 —EERNFA OBENTZ T A L AFRPNER L BAEMICI A, WERECIZS WD &R
MR INTWD, RAIEX, L0777 ENLKROT VT 7T eV 2 /3 Ko O HIV
STBERRICXT L CO IR ERIET 2 2 LN TE 5720, PLHIV IEIZ L HIEERBROA Bz

D FEFOMAREEE RO EICE Y YA VR ER AR - BT D 72010, A5 L 7 B A & R SR A IRE T D Al 2 L

15-p.3



M bT, Fo, Bkx 7 T AOH HIV EIZHMEZ2H 9 5% < OBREIT & - CTEERER
e,

1.5.2.2. ERERBAR 7RI 5 A

R L OV HIV ERYSE FB T A PRI, ARAI O 3B e &k O sihie /3K 7775k
R LT, BARNERERA 255 L U2 AR O 550k (ING115381 35R) DfER., K
) 50 mg Z R O F G LR ORIUTESC/TH 0 | BEH1%5 3 Rl ChemiifE P B IS L,
IR 5K Ch o7, 2D ORBREN S, BARAMERR AT 2 3KipH)
REIAMNE AN EHEBIL TR Y . MBI RV E MRSz, -, YR AEIER%
a3 28R A T L, A HIV ERYYE BF 2T D tho$t HIV 384 0FF L 728556 O AHAl
OHEXRODFHEOHEICET 2IEHREZINE LT, SHIT, BT —ZZ2MeT 5720,
e FE O R FERE R 0 ONTHR BE 7> & T4 B D TR RElR 5 2 9 5 BB SR T 5 S Eh Rgak
Bz i L=, 2D ORBROFEMIE 2.7, 2RI OME | (ZF# L7,

ARIOHFFEICE ENDERBRO &4 (5.2 KRR &) (CHH L-, AH 2R
U7 REIRARER L 41 5B 0 . 2 OPNFRIZE 1 AH2S 30 &k, 25 NARDS 45388k, 26 IR O
BWE MR TR TH 72, TOMIZ, T TICRE SN BEITK L TARI 2 S
9%, Investigational New Drug (IND) /Named Patient Program % U* Expanded Access Program
MIEMENTND (15354 ZDMOEGKFER#EE] O ING114916 35k K& O ING115502
B Brief Written Summaries 2 /8)

E7225 IR TH D ING111521 38R, SPRING-1 (ING112276) 7Bk, K O VIKING

(ING112961) AR Tl HLHIV FEIZ L DIRFERBR D22 W A HIV EYYEES . HT HIV 3
ICE DR H Y . DO HIV A 7 77 —ERER O GREER D72\ A HIV EYE
BE. LOHIV A 7 77 —BHlERICHIMEZ AT 2 HIV RYYEBRE 25 HR L LT
Floo1BHAE2~100mg % 1 H 1EUT 1A 2L L, Gl cofFttof, HAERE
BT 27— % RHIEIMER VA2 RHn L7,

A EIHEET 2 ARKANONHEE « 211X, THIVIEYSE ] TH Y. FLHIV EIZ X D IRERBRO
TRV 25 O TR IRV ERARRER 2 A 7 5 AN HIV EYUIE B 2 x5 & L7255 N FRRABR ©
& % SPRING-2 (ING113086) #&Br, SAILING (ING111762) Bk, SINGLE (ING114467)
B KL O VIKING-3 (ING112574) iRBREE T8 5 7= A0 R OV M D AT 7 B HS
TRE L7z, AAISMOFT HIV E L [FERIC, MOPLHIV 3L O 2R E LT D,

1.5.2.3. R R S ER D B

WA CIX, AFlOFELRFHBRE L TCeRBNERINTND, 2055, FLHIVIEIZ X
DIAMEREER D 72 N HIV IRGYE B H 255 & LT, SPRING-1 (ING112276) B,
SPRING-2 (ING113086) &5 &% O* SINGLE (ING114467) fkBRD 3BRNEfE SN TRV |
PUHIVERIC L DB H 0 . DO HIV A 7 7 7 —BHER O GREBRO 72 VOB
HIV EYWEBRE & 5f 5 & LT, SAILING (ING111762) sBasFhi S CTwnb, £/, HIV
A T 7 7 —BERNCIEZ AT 2 A HIV EGYERF 255 & LT, VIKING
(ING112961) #Br K (Y VIKING-3 (ING112574) FBRANEE T\ b, Wi bihodt
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HIVIEE OFHIC L2 EMRGRBRTH D (F 152-1) , 2B, 2 5ORBREEIZHES X,
20134 10 A 30 HIZHGET ST KEREE FBITOIL HIVIEIE T A R 74 280 T, 7T
R LHERINAEKAOOESE LTETF LN TS P,

% 1.5.2-1 THEBHAZE I EEUE I FHRER O

HERA BT YA RRBE JEFIEK ik - & 151
SPRING-1 I 1, PLHIVIRIZK B DTG DTG ## : 10mg, 25mg, X 96 @ ]
(ING112276) | MEfEX (b, WATHE TRIERRER D 72 (10/25/50mg) 1% 50mg, 1 H 1

M. AEERR, | RAHIVEYYE | BEEY . EFV A : 600mg, 1 H 18] | =75
DTG R 96 %% H> 53/51/51 44l AL T Ok
bA—TF L FAULT EFV B D . F—T T OLTORERE | Bk G
Dk 5 IZBAT 50 i 5 Roeshd
DTG 50mg, 1 H 1[g] F TR
F—F 5 FERH k&
IV C Ok nsE<co
5. 1 138 #i il
SPRING-2 55N, HEES PLHIVEEIC L D DTGHE Y . DTG # : 50mg, 1 H 11[q] 96 i [t
(ING113086) | 1k, —FEEM. AT | IRERERD 411 5 RAL Bf : 400mg, 1 H 2 [A]
TER . FEH MR A HIVEYSE | RALEE Y .
411 {51
SINGLE FNAE, HEAEL PLHIVERIZ L D DTG+ABC/3TC | DTG+ABC/3TC & : DTG 96 A [4]
(ING114467) | 1k, —HEEMK. T | IRERERD 2 B - 41401 50mg, 1 H 1[A+
FER. IR MERAER B HIV @34iE | EFVITDF/FTC | ABC/3TC 600/300mg,
B - 419 51 1H1
EFV/TDF/FTC ¥ :
600/200/300mg, 1 H 1A
SAILING 55N, HEES PLHIVEEIC L D DTG 2 . DTG # : 50mg, 1 H 11[A] 48 3E 1
(ING111762) | 1k, —EEMK. T | BRI H 354 {5 RAL Bf : 400mg, 1 H 2 [A]
TER . FEH MR V. O HIV A RAL B %2 .
T 7T —EH 361 {51
ESIRE R
DIV A HIV
VIKING B HE, B HIVA T35 10 1E#S 10 1EHEGR 10 1[E#S
(ING112961) | B, A—F T~ — B IHEANT I BEED .27 | DTG50mg, 1 A 1A HE
N ey MRBR | MEEET AR 1H 2[E#%S5 1A 2[EEGH : 96 A [t
HIV ERiE BEED 240 | DTG50mg, 1 H 2 10 2[A#S
iz
48 @[]
VIKING-3 EINAE, HEE, & | HIVA T/ 183 f3i| DTG 50mg, 1 H 2 [A] #2 24 JA K
(ING112574) | — 7> 5~ Lk — B REAN
WEHT DR

HIV JEILE

DTG: KA F 275N, EFV: =77 LY, RAL: ST 75N, ABC: 73BN, 3TC: FI 7Y, TDF:
FJAREN, FTC: = A RY T Z . NRTI : kRS ERFEAER
7£1) ABC/3TC X TDF/FTC % i/
1 2) Bt HIV 3RIZ X 5735 BiiE 4 O

(1) SPRING-1 : ING112276 #XEr
PUHIV BRI L DIBERRBR O 72 WO R HIV IEE BF 2 xt g & U, B R s G SR A
%4 (Nucleoside Reverse Transcriptase Inhibitor : NRTI)
25mg XX 50mg & 1 H 1 EE G- L2 a0 MR O Zethsd, =7 7 €L VL%t
RE LT L7z, ZORBEERIZE Y. HTHIV EIC X DB O 20 HIV gy
TEFRE KO HIV 3EIZ K DIRERBRDH Y . 2O HIV A 7 7 T —BHER O #5125
DIRVRN HIV RYE BE 255 & U728 NARRBR ISR 2 A0 ¥k - &% 50 mg
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1H 1S EE LTz, ING112276 iRkBro s & EiL,  [5.3.5.1L.HGET A EIEICEST 5
Pk FEERBR R | IZIRAT LT,

(2) SPRING-2 : ING113086 7k
PUHIV BEIC X DRI O 72 VB HIV EYYE B E 2 x5 & L, NRTI (24]) Z0FH
LCAHISOMg Z# 1 H LRI XIZF LT 27T e 400mg % 1 H 2 [\ L7=848 OF 8
KONZEWERG LTc, ZORR, REIDOTZ VT 77 BT D IELMER MR S,
Fl, AFNET VT 7T e E RO L2 R OEAFMEEZ R L=, SPRING-2
(ING113086) #BEROHAFEIL, [6.3.5. 1 HFET 21 JE B9 5 i GBS
WA LTz,

(3) SINGLE : ING114467 75k

PLHIV BEIC KD IRERBRO WA HIV BYYE RS Zxtg e L, 7\ eL /7317
CUBLEAl (ABCBTC) ZOFAHL T, AFIS0mg % 1 H 1EEE I 7y LY )/
T )ARENS A EZEUEAH (EFVITDFFTC) % 1 B 1[5 L2858 0Aa%)
M} OV M et Uiz, T ORGSR, AHI+ABC/3TC BED EFVITDFIFTC BEIZ% T 5 S,
PERFER SN D & & HIT, AKI+ABC/I3TC #ED EFVITDFIFTC BEIZ K3 2 R & R S
iz (F 5 48371% : p=0.003, 45 96#%#% : p=0.006) , F£7=. AHKI+ABC/3TC L
EFVITDF/FTC &t & BB e RRERO LMK OB EZ /R L7z, SINGLE (ING114467) 7t
Browd X, 15.3.5. LG 2 MIGAEC BT 5 ol FaBR RS F ) (TR LT,

(4) SAILING : ING111762 75k
PLHIVEIC X DIBBERBRNDH O . O HIV A T 7T —CBIHEROFKGEBRO 720
NHIVEYERFE x5 & L, BREL 0 L TARAIS0mg 2 1 B 1B 5 L7 v
T ZeN400mg & 1 H 2EEE LS EORNMEE LM EZRE LTc, & OR55E.,
KHBEDOZ VT 7T EVBEICHT DIEHMENHR IND & LT, REBEOTINT TF
ELEEL ﬁ#éﬁ@%%%uémt(ﬁﬁm.ﬁépﬂﬂ&i&@%ﬁ%:mﬂ%mo
HEHEGONREORBBBEE IIAFREE 707 7 7 EARETIRERBETH - 1=,
SAILING (ING111762) ikBR O &EE L, [5.3.5.1LH 55T 2w EIZ B3 5 bhise e FRakER
HAEE] ITIRIT LT,

(5) VIKING : ING112961 7tz
HIV A 7 77 —BEANCMEZ A9 5 A HIV EYYERFE x5 & L, AH
50mg A 1 H 1MEI%1 A 2EEE Lz, #4510 A B £ TIXEBRBEMGHT D OV ELY
M L. 11 B B DR TRl e S RIRIE AT o 72, 2 ORBRICB T 24900, 2tk O;
HEEhRET — & 10 | VIKING-3 (ING112574) #B&|Z Tézliﬁl DM - &% 50mg 1
H 2[E &5%E L7z, VIKING (ING112961) #BROMEE L, [5.3.5.2. 3% FEABdm &
) ATHAT LT,
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(6) VIKING-3 : ING112574 :X 5
HIV A 7 77 —BBEANCE 2 A T 5 A HIV EYYERFE x5 & L, AH

50mg # 1 H 2[RIEE L-GAORE 8 HE KD 24 & D U A NV AFHIZENRZE LT,
$ 5.7 BB £ CIERBRBMGAT O OIREILE A L, 8 B H LRSSl 7275 ik 21T -
oo TORER, TNT T ITENALKROPTNET VT ENVICIMEE AT 2 BEDOKITITE
W RN B 72 7 A VAR R A2 R Uiz, AFI50mg 1 H 2 a5 0 25T B AT
THO ., HLHIV IEIZ L DIRERBR O 22V HIV ERYSE B & XA K 50 mg 2 1 H
1[F#% 5172 SPRING-2 (ING113086) 7tz 8 SINGLE (ING114467) AR & [k D4
PEDHERE S 72, VIKING-3 (ING112574) RERO#HE [5.3.5.2. Fxf FEEER H A
IR LT,

1.5.2.4. HE1Th DERREER

HESMC I T, 2013 4F 6 H B s T TR OB IR ikBR 2 % 1.5.2-2 1R LT=,

VIKING (ING112961) #lk (AAIL B 1EIF 58 : 9068, AKI 1 H 2 [A# 58 : 48 )
L0, BEMOHEMER VZeET —2 BINESLDH, SPRING-1 (ING112276) # iR (5
96 %D A — T T LT O E) . SPRING-2 (ING113086) 7k, SINGLE

(ING114467) 7R, SAILING (ING111762) k& O VIKING-3 (ING1112574) k1%
M DI L DR OFE R ME SN D E Tt SN D TETH S,

#1522 ETHFOBEKAR

R W
ING116070 PUHIV ZRIZ X D1RFRBR O 720 kN HIV RYYIE B3 2 g, s
DTGIRE (iR & lrpiRE) 2 3E L, miEd DTGIRE &
OB BER T O DTG 2 JE & OB Z 58l 35 72 O D% 15 11 AR RER
SPRING-1 FLHIV 3T X D IRFRRER O 72 W E N HIV ERYSE B3 2 351

(ING112276)

ABC/3TC X% TDF/FTC ;D DTG O OG5 EAZBINL ., Hiv A
IV ATEME, RAetE, R OSEYENRE & BRI RN 9 2 72 D O A5 11 FHE
B (B 5 96 BRSO A —7 0 T UL TOME S

SPRING-2
(ING113086)

Pt HIV I X A 1EPEEBR O 72 0 Al N HIV GGYIE B 2 %512, NRTI
2 A OFHEED DTG XX RAL ODF M & B a M T 572D D%
1 FEEER

SINGLE
(ING114467)

PUHIV HRIZ X DR O 720 A HIV RYYE B E %2 %5102, DTG &
ABC/3TC O X% EFVITDFIFTC DA & 22tk Z 3 i+ 5 /- D
25 11 FE7ER

SAILING
(ING111762)

FLHIV 3R X A 1RIEREBR N H Y . O HIV A 7 75 —BHEHI O
HREBRO 720N HIV EYRE B & PRI, W sEEDFHEED DTG X
X RAL OF M & 2t a3 5 72D O NI AR

VIKING HIV A > 7 77— BRERNCHME 2 A9 5 A HIV EYYEBE % x5
(ING112961) (2. DTG & IRIBEOH U A N ATEMZFHEId 25 72D D% IS 1| FAAER
VIKING-3 HIV A T 7T —BRERNMIEE B T 2 A HIV I EGUEBE &2 55

(ING112574)

57 0B £ TIERBRBARRI D OTEEEE M L. 8 H B LRI
ﬂzujoc%%fﬁfﬁ%ﬁﬁﬁ L7=EED DTG OHL Y A L ATEME A 2l 5 729
R AEEEY
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R4 B

IMPAACT FE## 51280 T, T HIV ERIZ X DIEERBRO 72O HIV EYYE B
(P1093, ING112578) | EHA x4 L L7=ikBR (SPRING-1 : ING112276) Ti% & S N7=KATD
DTG H&EICx T 2 &L FRORER - RO GEZE T L2 L
ZHBGE L, FLIE, DNE ROEHEDED HIV IEYYERE 2 55102, i
DOFHLHIV E L OO DTG OZet, RN, KOVEFEIREICBIT
M ENRE 2 2T 5 72 O D | KIS 1| KR ER

FLAMINGO PLHIV ZE12 X BIEHGRER D 72 W el N HIV B GSIE B35 & )51,

(ING114915) DRV/RTV 2% % DTG DL A /L ZTEMEDIEL M 2RI 7~ D%
11 FH R

ING114916 HIV A 7 75— IEANCHEZ A L, {BEERIRBIRE STV DA

HIV EYEBE 2RI, A7y be oA LV AEEE LCDTIG %
" 272004 —7 0 T ~LERER

ING115502 HIV A 7 7 7 —BEANCMMEEZ A L, IS AIBERIRED 72V TR
PERINNR STV D A HIV EYE BH 2 %512, DTG OL#aHE A
T ORER

VIKING-4 HIV A > 7 7 Z —BLERNCIE 2 AT 5 A HIV EYE BE 2 x5

(ING116529) (2. &5 7 B B FE CIERABREI AR B ORIEEE R L7 DTG @

HLoA NV AEME 2 ERLT 5 7T B ARKRE N RS, &#58HH
DIFRIX DTG 1 H 2 [m#% G- & fedi ey Bk = 0 LA —7" 0 1
T Dk 5B

2013 4 6 H K

DTG: KV7F 7 Z /N, ABC: 7XFENL, 3TC: I 7Y, TDF: 7 /AREN, FTC: =AU U & E
Y. RAL: VT 27 FE/)N, EFV: =7 7E LY, DRV : Z/LF /L, RTV: U FJFE/L, NRTI : £
Yo 1A Gl SR BH A

1.5.2.5. BRESBROTYS V. Rif. RUBTICETIERER

sk rn s B LT, [ ED > IIER D Ecomic, BonEERZE
B2~ (Committee for Medicinal Products for Human Use : CHMP) L v . [ . . -
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

TIVICAY (dolutegravir) Tablets for Oral Use
Initial U.S. Approval: 2013

INDICATIONS AND USAGE

----------------------- DOSAGE AND ADMINISTRATION -----n-ecemmememmmecs

TIVICAY is a human immunodeficiency virus type 1 (HIV-1) integrase
strand transfer inhibitor (INSTI) indicated in combination with other
antiretroviral agents for the treatment of HIV-1 infection in adults and
children aged 12 years and older and weighing at least 40 kg. (1)

The following should be considered prior to initiating TIVICAY:
Poor virologic response was observed in subjects treated with TIVICAY
50 mg twice daily with an INSTI-resistance Q148 substitution plus 2 or
more additional INSTI-resistance substitutions including L741/M,
E138A/D/K/T, G140A/S, Y143H/R, E157Q, G163E/K/Q/R/S, or
G193E/R. (12.4)

May be taken without regard to meals. (2)

Adult Population Recommended Dose
Treatment-naive or treatment-experienced INSTI- 50 mg once daily
naive
Treatment-naive or treatment-experienced INSTI- 50 mg twice daily

naive when coadministered with the following
potent UGT1A/CYP3A inducers: efavirenz,
fosamprenavir/ritonavir, tipranavir/ritonavir, or

ri

fampin

INSTI-experienced with certain INSTI-associated 50 mg twice daily

resistance substitutions or clinically suspected
INSTI resistance” (12.4)

* Alternative combinations that do not include metabolic inducers should be
considered where possible.

P

ediatric Patients: (Treatment-naive or treatment-experienced INSTI-naive,

aged 12 years and older, and weighing at least 40 kg). (2.2)

--------------------- DOSAGE FORMS AND STRENGTHS ------s-ecemecenmes

The recommended dose is TIVICAY 50 mg once daily.
If efavirenz, fosamprenavir/ritonavir, tipranavir/ritonavir, or rifampin are
coadministered, then the dose is TIVICAY 50 mg twice daily.

Tablets: 50 mg (3)

CONTRAINDICATIONS

Coadministration with dofetilide is contraindicated. (4)

------------------------ WARNINGS and PRECAUTIONS ----------------monmeo--
e  Hypersensitivity reactions characterized by rash, constitutional findings,
and sometimes organ dysfunction, including liver injury, have been
reported. Discontinue TIVICAY and other suspect agents immediately if

signs or symptoms of hypersensitivity reactions develop, as a delay in
stopping treatment may result in a life-threatening reaction. TIVICAY
should not be used in patients who have experienced a previous
hypersensitivity reaction to TIVICAY. (5.1)

e  Patients with underlying hepatitis B or C may be at increased risk for
worsening or development of transaminase elevations with use of
TIVICAY. Appropriate laboratory testing prior to initiating therapy and
monitoring for hepatotoxicity during therapy with TIVICAY is
recommended in patients with underlying hepatic disease such as
hepatitis B or C. (5.2)

e  Redistribution/accumulation of body fat and immune reconstitution
syndrome have been reported in patients treated with combination
antiretroviral therapy. (5.3, 5.4)

ADVERSE REACTIONS
The most common adverse reactions of moderate to severe intensity and
incidence >2% (in those receiving TIVICAY in any one adult trial) are
insomnia and headache. (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

e Drugs that are metabolic inducers may decrease the plasma
concentrations of dolutegravir. (7.2, 7.3)

e  TIVICAY should be taken 2 hours before or 6 hours after taking cation-
containing antacids or laxatives, sucralfate, oral iron supplements, oral
calcium supplements, or buffered medications. (7.3)

----------------------- USE IN SPECIFIC POPULATIONS ---------------mmnmmoo-

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

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

e  Pediatric patients: Safety and efficacy of TIVICAY have not been
established in pediatric patients younger than 12 years or weighing less
than 40 kg, or in pediatric patients who are INSTI-experienced with
documented or clinically suspected resistance to other INSTIs
(raltegravir, elvitegravir). (8.4)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.
Revised: August 2013
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

TIVICAY® is indicated in combination with other antiretroviral agents for the treatment
of human immunodeficiency virus type 1 (HIV-1) infection in adults and children aged 12 years
and older and weighing at least 40 kg.

The following should be considered prior to initiating treatment with TIVICAY::

e Poor virologic response was observed in subjects treated with TIVICAY 50 mg twice daily
with an integrase strand transfer inhibitor (INSTI)-resistance Q148 substitution plus 2 or more
additional INSTI-resistance substitutions, including L741/M, E138A/D/K/T, G140A/S,

Y 143H/R, E157Q, G163E/K/Q/R/S, or G193E/R [see Microbiology (12.4)].

2 DOSAGE AND ADMINISTRATION
TIVICAY tablets may be taken with or without food.
2.1 Adults

Table 1. Dosing Recommendations for TIVICAY in Adult Patients

Population Recommended Dose

Treatment-naive or treatment-experienced INSTI-naive 50 mg once daily

Treatment-naive or treatment-experienced INSTI-naive when
coadministered with the following potent UGT1A/CYP3A
inducers: efavirenz, fosamprenavir/ritonavir, tipranavir/ritonavir,
or rifampin

50 mg twice daily

INSTI-experienced with certain INSTI-associated resistance
substitutions or clinically suspected INSTI resistance® [see 50 mg twice daily
Microbiology (12.4)]

*  Alternative combinations that do not include metabolic inducers should be considered where
possible [see Drug Interactions (7)].

The safety and efficacy of doses above 50 mg twice daily have not been evaluated.
2.2  Pediatric Patients

Treatment-Naive or Treatment-Experienced INSTI-Naive: The recommended dose
of TIVICAY in pediatric patients aged 12 years and older and weighing at least 40 kg is 50 mg
administered orally once daily.

If efavirenz, fosamprenavir/ritonavir, tipranavir/ritonavir, or rifampin are coadministered,
the recommended dose of TIVICAY is 50 mg twice daily.

Safety and efficacy of TIVICAY have not been established in pediatric patients younger
than 12 years or weighing less than 40 kg, or in pediatric patients who are INSTI-experienced
with documented or clinically suspected resistance to other INSTIs (raltegravir, elvitegravir).




3 DOSAGE FORMS AND STRENGTHS

TIVICAY 50-mg tablets are yellow, round, film-coated, biconvex tablets debossed with
SV 572 on one side and 50 on the other side. Each tablet contains 50 mg of dolutegravir (as
dolutegravir sodium) [see Description (11)].

4 CONTRAINDICATIONS

Coadministration of TIVICAY with dofetilide is contraindicated due to the potential for
increased dofetilide plasma concentrations and the risk for serious and/or life-threatening events
[see Drug Interactions (7)].

5 WARNINGS AND PRECAUTIONS
5.1 Hypersensitivity Reactions

Hypersensitivity reactions have been reported and were characterized by rash,
constitutional findings, and sometimes organ dysfunction, including liver injury. The events were
reported in 1% or fewer subjects receiving TIVICAY in Phase 3 clinical trials. Discontinue
TIVICAY 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 TIVICAY or other suspect agents after the onset of
hypersensitivity may result in a life-threatening reaction. TIVICAY should not be used in
patients who have experienced a previous hypersensitivity reaction to TIVICAY.
5.2  Effects on Serum Liver Biochemistries in 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 TIVICAY [see Adverse Reactions (6.1)]. 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 TIVICAY are recommended in patients with underlying
hepatic disease such as hepatitis B or C.
5.3 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.
5.4 Immune Reconstitution Syndrome

Immune reconstitution syndrome has been reported in patients treated with combination
antiretroviral therapy, including TIVICAY. 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.

6 ADVERSE REACTIONS
The following adverse drug reactions (adverse events assessed as causally related by the
investigator or ADRs) are discussed in other sections of the labeling:
e Hypersensitivity reactions [see Warnings and Precautions (5.1)].
e Effects on serum liver biochemistries in patients with hepatitis B or C co-infection [see
Warnings and Precautions (5.2)].
e Fat Redistribution [see Warnings and Precautions (5.3)].
e Immune Reconstitution Syndrome [see Warnings and Precautions (5.4)].

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 practice.

6.1 Clinical Trials Experience in Adult Subjects

Treatment-Emergent Adverse Drug Reactions (ADRS): Treatment-Naive
Subjects: The safety assessment of TIVICAY in HIV-1-infected treatment-naive subjects is
based on the analyses of 48-week data from 2 ongoing, international, multicenter, double-blind
trials, SPRING-2 (ING113086) and SINGLE (ING114467).

In SPRING-2, 822 subjects were randomized and received at least 1 dose of either
TIVICAY 50 mg once daily or raltegravir 400 mg twice daily, both in combination with fixed-
dose dual nucleoside reverse transcriptase inhibitor (NRTI) treatment (either abacavir sulfate and
lamivudine [EPZICOM®] or emtricitabine/tenofovir [TRUVADA™]). There were 808 subjects
included in the efficacy and safety analyses. The rate of adverse events leading to

discontinuation was 2% in both treatment arms.

In SINGLE, 833 subjects were randomized and received at least 1 dose of either
TIVICAY 50 mg with fixed-dose abacavir sulfate and lamivudine (EPZICOM) once daily or
fixed-dose efavirenz/emtricitabine/tenofovir (ATRIPLA®™) once daily. The rates of adverse
events leading to discontinuation were 2% in subjects receiving TIVICAY 50 mg once daily +
EPZICOM and 10% in subjects receiving ATRIPLA once daily.

Treatment-emergent ADRs of moderate to severe intensity observed in >2% of subjects
in either treatment arm are provided in Table 2. Side-by-side tabulation is to simplify
presentation; direct comparisons across trials should not be made due to differing trial designs.



Table 2. Treatment-Emergent Adverse Drug Reactions of at Least Moderate Intensity
(Grades 2 to 4) and >2% Frequency in Treatment-Naive Subjects in SPRING-2 and
SINGLE Trials (Week 48 Analysis)

SPRING-2 SINGLE
TIVICAY 50 mg Raltegravir TIVICAY 50 mg
Once Daily + 400 mg Twice + EPZICOM ATRIPLA
System Organ Class/ 2 NRTIs Daily + 2 NRTIs |  Once Daily Once Daily
Preferred Term (N =403) (N =405) (N=414) (N=419)
Psychiatric
Insomnia <1% <1% 3% 2%
Abnormal dreams <1% <1% <1% 2%
Nervous System
Dizziness <1% <1% <1% 5%
Headache <1% <1% 2% 2%
Gastrointestinal
Nausea 1% 1% <1% 3%
Diarrhea <1% <1% <1% 2%
Skin and Subcutaneous
Tissue
Rash® 0 <1% <1% 6%
Ear and Labyrinth
Vertigo 0 <1% 0 2%

Includes pooled terms: rash, rash generalized, rash macular, rash maculo-papular, rash

pruritic, and drug eruption.

In addition, Grade 1 insomnia was reported by 1% and <1% of subjects receiving
TIVICAY and raltegravir, respectively, in SPRING-2; whereas in SINGLE the rates were 7%
and 3% for TIVICAY and ATRIPLA, respectively. These events were not treatment limiting.

Treatment-Experienced, Integrase Strand Transfer Inhibitor-Naive Subjects: In
an international, multicenter, double-blind trial (ING111762, SAILING), 719 HIV-1-infected,
antiretroviral treatment-experienced adults 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 24 weeks, the

rates of adverse events leading to discontinuation were 2% in subjects receiving TIVICAY
50 mg once daily + background regimen and 4% in subjects receiving raltegravir 400 mg twice

daily + background regimen.
The only treatment-emergent ADR of moderate to severe intensity with >2% frequency
in either treatment group was diarrhea, 1% (5/354) in subjects receiving TIVICAY 50 mg once




daily + background regimen and 2% (6/361) in subjects receiving raltegravir 400 mg twice daily
+ background regimen.

Treatment-Experienced, Integrase Strand Transfer Inhibitor-Experienced
Subjects: In a multicenter, open-label, single-arm trial (ING112574, VIKING-3),
183 HIV-I1-infected, antiretroviral treatment-experienced adults with virological failure and
current or historical evidence of raltegravir and/or elvitegravir resistance received TIVICAY
50 mg twice daily with the current failing background regimen for 7 days and with optimized
background therapy from Day 8. The rate of adverse events leading to discontinuation was 3% of
subjects at Week 24.

Treatment-emergent ADRs in VIKING-3 were generally similar compared with
observations with the 50-mg once-daily dose in adult Phase 3 trials.

Less Common Adverse Reactions Observed in Treatment-Naive and Treatment-
Experienced Trials: The following ADRs occurred in <2% of treatment-naive or treatment-
experienced subjects receiving TIVICAY in a combination regimen in any one trial. These
events have been included because of their seriousness and assessment of potential causal
relationship.

Gastrointestinal Disorders: Abdominal pain, abdominal discomfort, flatulence,
upper abdominal pain, vomiting.

General Disorders: Fatigue.

Hepatobiliary Disorders: Hepatitis.

Musculoskeletal Disorders: Myositis.

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 22% of subjects are presented in Table 3. The mean change from baseline
observed for selected lipid values is presented in Table 4. Side-by-side tabulation is to simplify
presentation; direct comparisons across trials should not be made due to differing trial designs.



Table 3. Selected Laboratory Abnormalities (Grades 2 to 4) in Treatment-Naive Subjects in
SPRING-2 and SINGLE Trials (Week 48 Analysis)

SPRING-2 SINGLE
TIVICAY Raltegravir TIVICAY
50 mg Once 400 mg Twice 50 mg +
Daily + Daily + 2 EPZICOM ATRIPLA
Laboratory Parameter 2 NRTIs NRTIs Once Daily Once Daily
Preferred Term (N =403) (N =405) (N=414) (N=419)

ALT

Grade 2 (>2.5-5.0 x ULN) 2% 3% 2% 5%

Grade 3 to 4 (>5.1 x ULN) 2% 1% <1% <1%
AST

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

Grade 3 to 4 (>5.1 x ULN) 2% 2% 0 2%
Total Bilirubin

Grade 2 (1.6-2.5 x ULN) 2% 2% <1% 0

Grade 3 to 4 (>2.5 x ULN) <1% <1% <1% 0
Creatine kinase

Grade 2 (6.0-9.9 x ULN) 1% 3% 3% 1%

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

Grade 2 (126-250 mg/dL) 5% 5% 7% 4%

Grade 3 (>251 mg/dL) <1% 1% 1% <1%
Lipase

Grade 2 (>1.5-3.0 x ULN) 5% 6% 8% 7%

Grade 3 to 4 (>3.1 x ULN) 1% 3% 3% 2%
Total neutrophils

Grade 2 (0.75-0.99 x 10°%) 3% 3% 2% 4%

Grade 3 to 4 (<0.74 x 10°) 2% 1% 2% 3%

ULN = Upper limit of normal.




Table 4. Mean Change From Baseline in Fasted Lipid Values in Treatment-Naive Subjects
in SPRING-2 and SINGLE Trials (Week 48 Analysis)

SPRING-2 SINGLE
TIVICAY 50 mg Raltegravir TIVICAY 50 mg

Once Daily + 400 mg Twice + EPZICOM ATRIPLA

Laboratory Parameter 2 NRTIs Daily + 2 NRTIs Once Daily Once Daily

Preferred Term (N =403) (N =405) (N=414) (N=419)
Cholesterol (mg/dL) 6.7 8.3 17.1 24.0
HDL cholesterol (mg/dL) 2.8 2.6 5.2 7.9
LDL cholesterol (mg/dL) 2.7 2.8 8.5 13.1
Triglycerides (mg/dL) 7.7 9.8 17.7 18.6

* Subjects on lipid-lowering agents at baseline were excluded from these analyses (19 subjects

in each arm in SPRING-2, and in SINGLE: TIVICAY n =27 and ATRIPLA n = 26). Forty-
nine 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
(SPRING-2: TIVICAY n = 5, raltegravir n = 8; SINGLE: TIVICAY n = 19 and ATRIPLA:
n=17).

Treatment-Experienced, Integrase Strand Transfer Inhibitor-Naive Subjects:
Laboratory abnormalities observed in SAILING were generally similar compared with
observations seen in the treatment-naive (SPRING-2 and SINGLE) trials.

Treatment-Experienced, Integrase Strand Transfer Inhibitor-Experienced
Subjects: The most common treatment-emergent laboratory abnormalities (>5% for Grades 2 to
4 combined) were elevated ALT (8%), AST (6%), cholesterol (8%), hyperglycemia (12%), and
lipase (8%). Two percent (3/183) of subjects had a Grade 3 to 4, treatment-emergent hematology
laboratory abnormality, with neutropenia (1% [2/183]) being the most frequently reported.

Hepatitis B and/or Hepatitis C Virus Co-infection: In Phase 3 trials, subjects with
hepatitis B and/or C virus co-infection were permitted to enroll provided that baseline liver
chemistry tests did not exceed 5 times the upper limit of normal. Overall, the safety profile in
subjects with hepatitis B and/or C virus co-infection was similar to that observed in subjects
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 virus co-infection for all treatment groups.
Grades 2 to 4 ALT abnormalities in hepatitis B and/or C co-infected compared with HIV mono-
infected subjects receiving TIVICAY were observed in 16% vs. 2% with the 50-mg once-daily
dose and 8% vs. 7% with the 50-mg twice-daily dose. Liver chemistry elevations consistent with
immune reconstitution syndrome were observed in some subjects with hepatitis B and/or C at the
start of therapy with TIVICAY, particularly in the setting where anti-hepatitis therapy was
withdrawn [see Warnings and Precautions (5.2)].

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 48 weeks. In treatment-naive
subjects, a mean change from baseline of 0.11 mg/dL (range: -0.60 mg/dL to 0.62 mg/dL) was
observed after 48 weeks of treatment. Creatinine increases were comparable by background
NRTIs and were similar in treatment-experienced subjects.
6.2 Clinical Trials Experience in Pediatric Subjects

IMPAACT P1093 is an ongoing multi-center, open-label, non-comparative trial of
approximately 160 HIV-1-infected pediatric subjects aged 6 weeks to less than 18 years, of
which 23 treatment-experienced, INSTI-naive subjects aged 12 to less than 18 years were
enrolled [see Use in Specific Populations (8.4), Clinical Studies (14.2)].

The adverse reaction profile was similar to that for adults. Grade 2 ADRs reported in at
least 1 subject were rash (n = 1), abdominal pain (n = 1), and diarrhea (n = 1). No Grade 3 or 4
ADRs were reported. The Grade 3 laboratory abnormalities were elevated total bilirubin and
lipase reported in 1 subject each. No Grade 4 laboratory abnormalities were reported. The
changes in mean serum creatinine were similar to those observed in adults.

7 DRUG INTERACTIONS

Refer to Table 5 for established and other potentially significant drug-drug interactions.
7.1  Effect of Dolutegravir on the Pharmacokinetics of Other Agents

In vitro, dolutegravir inhibited the renal organic cation transporter, OCT2 (ICso=1.93
uM). In vivo, dolutegravir inhibits tubular secretion of creatinine by inhibiting OCT2.
Dolutegravir may increase plasma concentrations of drugs eliminated via OCT2 (dofetilide and
metformin, Table 5) [see Contraindications (4), Drug Interactions (7.3)].

In vitro, dolutegravir did not inhibit (ICso >50 uM) the following: cytochrome P450
(CYP)1A2, CYP2A6, CYP2B6, CYP2CS8, CYP2C9, CYP2C19, CYP2D6, CYP3A, UGT1ALl,
UGT2B7, P-glycoprotein (P-gp), breast cancer resistance protein (BCRP), organic anion
transporter polypeptide (OATP)1B1, OATP1B3, OCT1, or multidrug resistance protein (MRP)2.
In vitro, dolutegravir did not induce CYP1A2, CYP2B6, or 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 concentration and
reduce the therapeutic effect of dolutegravir.

Coadministration of dolutegravir and other drugs that inhibit these enzymes may increase
dolutegravir plasma concentration.

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, lopinavit/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

Table 5 provides clinical recommendations as a result of drug interactions with
TIVICAY. 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 Dosage and Administration (2), Clinical Pharmacology (12.3).]

Table 5. Established and Other Potentially Significant Drug Interactions: Alterations in
Dose or Regimen May Be Recommended Based on Drug Interaction Trials or Predicted
Interactions [see Dosage and Administration (2)]

Effect on Concentration
Concomitant Drug Class: | of Dolutegravir and/or

Drug Name Concomitant Drug Clinical Comment
HIV-1 Antiviral Agents
Non-nucleoside reverse |Dolutegravir TIVICAY should not be used with
transcriptase inhibitor: etravirine without coadministration of
Etravirine® atazanavir/ritonavir, darunavir/ritonavir,
or lopinavir/ritonavir.

Non-nucleoside reverse | Dolutegravir A dose adjustment of TIVICAY to
transcriptase inhibitor: 50 mg twice daily is recommended in
Efavirenz® treatment-naive or treatment-

experienced, INSTI-naive patients.

Alternative combinations that do not
include metabolic inducers should be
considered where possible for INSTI-
experienced patients with certain INSTI-
associated resistance substitutions or
clinically suspected INSTI resistance.”
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Non-nucleoside reverse | Dolutegravir Coadministration with nevirapine should
trans.crip.)tase inhibitor: be avoided because there are insufficient
Nevirapine data to make dosing recommendations.

Protease Inhibitor: |Dolutegravir A dose adjustment of TIVICAY to
Fosamprenavir/ritonavir® 50 mg twice daily is recommended in
Tipranavir/ritonavir® treatment-naive or treatment-
experienced, INSTI-naive patients.
Alternative combinations that do not
include metabolic inducers should be
considered where possible for INSTI-
experienced patients with certain INSTI-
associated resistance substitutions or
clinically suspected INSTI resistance.”
Other Agents
Oxcarbazepine | Dolutegravir Coadministration with these metabolic
Phenytoin inducers should be avoided because
Phenobarbital there are insufficient data to make
Carbamazepine dosing recommendations.
St. John’s wort
(Hypericum perforatum)
Medications containing IDolutegravir TIVICAY should be administered
polyvalent cations 2 hours before or 6 hours after taking
(e.g., Mg, Al, Fe, or Ca) medications containing polyvalent
cations.
Cation-containing
antacids” or laxatives
Sucralfate
Oral iron supplements
Oral calcium
supplements
Buffered medications
Metformin TMetformin Close monitoring is recommended when
starting or stopping TIVICAY and
metformin together. A dose adjustment
of metformin may be necessary.
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Rifampin® |Dolutegravir A dose adjustment of TIVICAY to
50 mg twice daily is recommended in
treatment-naive or treatment-
experienced, INSTI-naive patients.

Alternatives to rifampin should be used
where possible for INSTI-experienced
patients with certain INSTI-associated
resistance substitutions or clinically
suspected INSTI resistance.’

a

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

The lower dolutegravir exposures observed in INSTI-experienced patients (with certain
INSTI-associated resistance substitutions or clinically suspected INSTI resistance [see
Microbiology (12.4)]) upon coadministration with potent inducers may result in loss of
therapeutic effect and development of resistance to TIVICAY or other coadministered
antiretroviral agents.

b

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category B. There are no adequate and well-controlled studies in pregnant
women. Because animal reproduction studies are not always predictive of human response, and
dolutegravir was shown to cross the placenta in animal studies, this drug should be used during
pregnancy only if clearly needed.

Antiretroviral Pregnancy Registry: To monitor maternal-fetal outcomes of pregnant
women with HIV exposed to TIVICAY and other antiretroviral agents, an Antiretroviral

Pregnancy Registry has been established. Physicians are encouraged to register patients by
calling 1-800-258-4263.

Animal Data: Reproduction studies have been performed in rats and rabbits at doses up
to 27 times the human dose of 50 mg twice daily and have revealed no evidence of impaired
fertility or harm to the fetus due to TIVICAY.

Oral administration of dolutegravir to pregnant rats at doses up to 1,000 mg/kg daily,
approximately 27 times the 50-mg twice-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/kg daily,
approximately 0.4 times the 50-mg twice-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/kg.
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8.3  Nursing Mothers

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. 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 milk.

Because of both the potential for HIV transmission and the potential for adverse reactions
in nursing infants, mothers should be instructed not to breastfeed if they are receiving
TIVICAY.

8.4  Pediatric Use

TIVICAY is not recommended in pediatric patients younger than 12 years or weighing
less than 40 kg. Safety and efficacy of TIVICAY have not been established in pediatric patients
who are INSTI-experienced with documented or clinically suspected resistance to other INSTIs
(raltegravir, elvitegravir).

The safety, virologic, and immunologic responses in subjects who received TIVICAY
were evaluated in 23 treatment-experienced, INSTI-naive, HIV-1-infected subjects aged 12 to
less than 18 years in an open-label, multicenter, dose-finding clinical trial, IMPAACT P1093
[see Adverse Reactions (6.2), Clinical Pharmacology (12.3), Clinical Studies (14.2)].
Pharmacokinetic parameters, evaluated in 9 subjects weighing >40 kg receiving 50 mg daily and
1 subject (weighing 37 kg) receiving 35 mg once daily, were similar to adults receiving 50 mg
once daily. See Dosage and Administration (2.2) for dosing recommendations for pediatric
patients aged 12 years and older and weighing at least 40 kg. Frequency, type, and severity of
adverse drug reactions in pediatric subjects were comparable to those observed in adults [see
Adverse Reactions (6.2)].

8.5  Geriatric Use

Clinical trials of TIVICAY did not include sufficient numbers of subjects aged 65 and
older to determine whether they respond differently from younger subjects. In general, caution
should be exercised in the administration of TIVICAY 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  Hepatic Impairment

No clinically important pharmacokinetic differences between subjects with moderate
hepatic impairment and matching healthy subjects were observed. No dosage adjustment is
necessary for patients with mild to moderate hepatic impairment (Child-Pugh Score A or B). The
effect of severe hepatic impairment (Child-Pugh Score C) on the pharmacokinetics of
dolutegravir has not been studied. Therefore, TIVICAY is not recommended for use in patients
with severe hepatic impairment [see Clinical Pharmacology (12.3)].

8.7 Renal Impairment

Dolutegravir plasma concentrations were decreased in subjects with severe renal
impairment compared with those in matched healthy controls. However, no dosage adjustment is
necessary for treatment-naive or treatment-experienced and INSTI-naive patients with mild,
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moderate, or severe renal impairment or for INSTI-experienced patients (with certain INSTI-
associated resistance substitutions or clinically suspected INSTI resistance) with mild or
moderate renal impairment. Caution is warranted for INSTI-experienced patients (with certain
INSTI-associated resistance substitutions or clinically suspected INSTI resistance [see
Microbiology (12.4)]) with severe renal impairment, as the decrease in dolutegravir
concentrations may result in loss of therapeutic effect and development of resistance to
TIVICAY or other coadministered antiretroviral agents [see Clinical Pharmacology (12.3)].
Dolutegravir has not been studied in patients on dialysis.

10 OVERDOSAGE

Limited experience with single higher doses (up to 250 mg in healthy subjects) revealed
no specific symptoms or signs apart from those listed as adverse reactions. There is no known
specific treatment for overdose with TIVICAY. If overdose occurs, the patient should be
monitored and standard supportive treatment applied as required. As dolutegravir is highly
bound to plasma proteins, it is unlikely that it will be significantly removed by dialysis.

11 DESCRIPTION

TIVICAY contains dolutegravir, as dolutegravir sodium, an HIV INSTI. 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 CyoH;3sF2N3NaOs and the molecular weight is 441.36 g/mol. It
has the following structural formula:

ONa QO CH,
0

F FHO N N/j
N \N\):\
H
O

Dolutegravir sodium is a white to light yellow powder and is slightly soluble in water.

Each film-coated tablet of TIVICAY for oral administration contains 52.6 mg of
dolutegravir sodium, which is equivalent to 50 mg dolutegravir free acid, and the following
inactive ingredients: D-mannitol, microcrystalline cellulose, povidone K29/32, sodium starch
glycolate, and sodium stearyl fumarate. The tablet film-coating contains the inactive ingredients
iron oxide yellow, macrogol/PEG, polyvinyl alcohol-part hydrolyzed, talc, and titanium dioxide.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Dolutegravir is an HIV-1 antiviral agent [see Microbiology (12.4)].
12.2 Pharmacodynamics
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In a randomized, dose-ranging trial, HIV-1-infected subjects treated with dolutegravir
monotherapy demonstrated rapid and dose-dependent antiviral activity with mean declines from
baseline to Day 11 in HIV-1 RNA of 1.5, 2.0, and 2.5 log;o for dolutegravir 2 mg, 10 mg, and
50 mg once daily, respectively. This antiviral response was maintained for 3 to 4 days after the
last dose in the 50-mg group.

Effects on Electrocardiogram: 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). TIVICAY 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

(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

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. The non-linear exposure of dolutegravir
following 50 mg twice daily compared with 50 mg once daily in HIV-1-infected subjects
(Table 6) was attributed to the use of metabolic inducers in the background antiretroviral
regimens of subjects receiving dolutegravir 50 mg twice daily in clinical trials. TIVICAY was
administered without regard to food in these trials.

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

50 mg Once Daily 50 mg Twice Daily
Parameter Geometric Mean® (%CV) Geometric Mean” (%CV)
AUC(0_24) (mcg.h/mL) 53.6 (27) 75.1 (35)
Crnax (meg/mL) 3.67 (20) 4.15 (29)
Chin (mcg/mL) 1.11 (46) 2.12 (47)

Based on population pharmacokinetic analyses using data from SPRING-1 and SPRING-2.
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® Based on population pharmacokinetic analyses using data from VIKING (ING112961) and
VIKING-3.

Absorption: 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, Cjyax, and Cos
ranging from 1.2 to 1.5.

Dolutegravir plasma concentrations increased in a less than dose-proportional manner
above 50 mg. Dolutegravir is a P-glycoprotein substrate in vitro. The absolute bioavailability of
dolutegravir has not been established.

Effects of Food on Oral Absorption: TIVICAY may be taken with or without food.
Food increased the extent of absorption and slowed the rate of absorption of dolutegravir. Low-,
moderate-, and high-fat meals increased dolutegravir AUC o) by 33%, 41%, and 66%; increased
Chnax by 46%, 52%, and 67%; and prolonged Ty to 3, 4, and 5 hours from 2 hours under fasted
conditions, respectively.

Distribution: Dolutegravir is highly bound (=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.

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/mL
(range: 4 ng/mL to 232 ng/mL) 2 to 6 hours postdose after 2 weeks of treatment. The clinical
relevance of this finding has not been established.

Metabolism and Elimination: 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 was excreted unchanged in feces. Thirty-one percent of the total oral dose was excreted
in 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 low (<1% of
the dose).

Dolutegravir has a terminal half-life of approximately 14 hours and an apparent clearance
(CL/F) of 1.0 L/h based on population pharmacokinetic analyses.

Polymorphisms in Drug-Metabolizing Enzymes: In a meta-analysis of healthy
subject trials, 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).

Specific Populations: Hepatic Impairment: Dolutegravir is primarily metabolized and
eliminated by the liver. 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. No dosage adjustment is necessary for patients with mild
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to moderate hepatic impairment (Child-Pugh Score A or B). The effect of severe hepatic
impairment (Child-Pugh Score C) on the pharmacokinetics of dolutegravir has not been studied.
Therefore, TIVICAY is not recommended for use in patients with severe hepatic impairment.

HBV/HCV Co-infection: Population analyses using pooled pharmacokinetic data
from adult trials indicated no clinically relevant effect of HCV co-infection on the
pharmacokinetics of dolutegravir. There were limited data on HBV co-infection.

Renal Impairment: Renal clearance of unchanged drug is a minor pathway of
elimination for dolutegravir. In a trial comparing 8 subjects with severe renal impairment (CrCl
<30 mL/min) with 8 matched healthy controls, AUC, Cy,.x, and Cy4 of dolutegravir were
decreased by 40%, 23%, and 43%, respectively, compared with those in matched healthy
subjects. The cause of this decrease is unknown. Population pharmacokinetic analysis using data
from SAILING and VIKING-3 trials indicated that mild and moderate renal impairment had no
clinically relevant effect on the exposure of dolutegravir. No dosage adjustment is necessary for
treatment-naive or treatment-experienced and INSTI-naive patients with mild, moderate, or
severe renal impairment or for INSTI-experienced patients (with certain INSTI-associated
resistance substitutions or clinically suspected INSTI resistance) with mild or moderate renal
impairment. Caution is warranted for INSTI-experienced patients (with certain INSTI-associated
resistance substitutions or clinically suspected INSTI resistance [see Microbiology (12.4)] with
severe renal impairment, as the decrease in dolutegravir concentrations may result in loss of
therapeutic effect and development of resistance to TIVICAY or other coadministered
antiretroviral agents. Dolutegravir has not been studied in patients requiring dialysis.

Gender: Population analyses using pooled pharmacokinetic data from adult trials
indicated gender had no clinically relevant effect on the exposure of dolutegravir.

Race: Population analyses using pooled pharmacokinetic data from adult trials
indicated race had no clinically relevant effect on the pharmacokinetics of dolutegravir.

Geriatric Patients: Population analyses using pooled pharmacokinetic data from adult
trials indicated age had no clinically relevant effect on the pharmacokinetics of dolutegravir.

Pediatric Patients: The pharmacokinetics of dolutegravir in HIV-1-infected children
(n=10) aged 12 to less than 18 years were similar to those observed in HIV-1-infected adults
who received dolutegravir 50 mg once daily (Table 7) [see Clinical Studies (14.2)].

17



Table 7. Dolutegravir Steady-State Pharmacokinetic Parameters in Pediatric Subjects

Dolutegravir Pharmacokinetic Parameter Estimates

Geometric Mean (%CV)
Crnax AUC 024 Co
(mcg/mL) (mcg.h/mL) (mcg/mL)
Age/Weight Dose of TIVICAY* (n=10) (n=10) (n=10)
12 to <18 years 50 mg 3.49 (38) 46 (43) 0.90 (59)
and >40 kg"* once daily

One subject weighing 37 kg received TIVICAY 35 mg once daily.

Drug Interactions: Drug interaction trials were performed with TIVICAY and other
drugs likely to be coadministered or commonly used as probes for pharmacokinetic interactions.
As dolutegravir is not expected to affect the pharmacokinetics of other drugs dependent on
hepatic metabolism (Table 8) [see Drug Interactions (7.1)], the primary focus of these drug
interaction trials was to evaluate the effect of coadministered drug on dolutegravir (Table 9).

Dosing or regimen recommendations as a result of established and other potentially
significant drug-drug interactions with TIVICAY are provided in Table 5 [see Dosage and
Administration (2.1), Drug Interactions (7.3)].

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 Drug(s) Dose of No Effect =1.00
and Dose(s) TIVICAY | n Crnax AUC C.or Cyy
Ethinyl estradiol 50 mg 15 0.99 1.03 1.02
0.035 mg twice daily (091t01.08) | (0.96to 1.11) | (0.93to1.11)
Methadone 50 mg 1 1.00 0.98 0.99
16 to 150 mg twice daily (0.94t0 1.06) | (0.91t01.06) | (0.91 to 1.07)
Midazolam 25 mg 10 _ 0.95 _
3 mg once daily (0.79 to 1.15)
INorgestromin 50 mg 15 0.89 0.98 0.93
0.25 mg twice daily (0.82t00.97) | (0.91to 1.04) | (0.85t01.03)
Rilpivirine 50 mg 16 1.10 1.06 1.21
25 mg once daily once daily (0.99t01.22) | (0.98to 1.16) | (1.07to 1.38)
Tenofovir disoproxil fumarate 50 mg 15 1.09 1.12 1.19
300 mg once daily once daily (097t01.23) | (1.01to 1.24) | (1.04to 1.35)
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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) TIVICAY | n Crnax AUC C.or Cyy

Atazanavir 30 mg 1.50 1.91 2.80

400 mg once daily once daily 12 (1.40t0 1.59) | (1.80t02.03) | (2.52t03.11)
Atazanavir/ritonavir 30 mg 1.34 1.62 2.21

300/100 mg once daily once daily 12 (1.25t0 1.42) | (1.50t0 1.74) | (1.97 to 2.47)
Tenofovir 50 mg 0.97 1.01 0.92

300 mg once daily once daily 15 (0.87t0 1.08) | (0.91to 1.11) | (0.82to 1.04)
Darunavir/ritonavir 30 mg 0.89 0.78 0.62

600/100 mg twice daily once daily 15 (0.83t00.97) | (0.72 t0 0.85) | (0.56 to 0.69)
Efavirenz 50 mg 0.61 0.43 0.25

600 mg once daily once daily 12 (0.51t00.73) | (0.35t00.54) | (0.18 to 0.34)
Etravirine 50 mg 0.48 0.29 0.12

200 mg twice daily once daily 16 (0.43t0 0.54) | (0.26t0 0.34) | (0.09 to 0.16)
Etravirine + 50 mg 0.88 0.75 0.63
darunavir/ritonavir once daily 9 (0.78 to 1.00) | (0.69to 0.81) | (0.52to 0.76)

200 mg + 600/100 mg twice

daily
Etravirine + 50 mg 1.07 1.11 1.28
lopinavir/ritonavir once daily 2 (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 daily | once daily (0.631t00.92) | (0.54100.78) | (0.41 to 0.63)
Lop1nav1r/r1tonay1r ‘ 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 0.28 0.26 0.26

Simultaneous administration| single dose 16 (0.23t00.33) | (0.221t00.32) | (0.21 t0 0.31)

. ®

|Antacid (Maalox ") ‘ . 50 mg 16 0.82 0.74 0.70

2 hrs after dolutegravir single dose (0.69 t0 0.98) | (0.62t0 0.90) | (0.58 to 0.85)

. . ®

Mu'lt1V1tam1n (One—A—Day .) . 50 mg 16 0.65 0.67 0.68

Simultaneous administration | single dose (0.54t0 0.77) | (0.55t00.81) | (0.56 to 0.82)
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 taper | once daily (0.99to 1.14) | (1.03to 1.20) | (1.06 to 1.28)
Rifampin ‘ 50 mg 1 0.57 0.46 0.28

600 mg once daily twice daily (0.49 t0 0.65) | (0.38t0 0.55) | (0.23 t0 0.34)

. R
Rifampin ' ?0 mg 1 1.18 1.33 1.22

600 mg once daily twice daily (1.03t0 1.37) | (1.15t0 1.53) | (1.01 to 1.48)
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Rifabutin 50 mg 9 1.16 0.95 0.70

300 mg once daily once daily (098 to 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) | (0.21t0 0.27)
Telaprevir 50 mg 15 1.18 1.25 1.40

750 mg every 8 hours once daily (1.11t0o 1.26) | (1.19t0 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)

a

dolutegravir 50 mg twice daily.
b Comparison is rifampin taken with dolutegravir 50 mg twice daily compared with
dolutegravir 50 mg once daily.

12.4 Microbiology

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

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. Strand transfer biochemical assays
using purified HIV-1 integrase and pre-processed substrate DNA resulted in ICs values of

2.7 nM and 12.6 nM.

Antiviral Activity in Cell Culture: Dolutegravir exhibited antiviral activity against

laboratory strains of wild-type HIV-1 with mean ECs, values of 0.5 nM (0.21 ng/mL) to 2.1 nM
(0.85 ng/mL) in peripheral blood mononuclear cells (PBMCs) and MT-4 cells. Dolutegravir
exhibited antiviral activity against 13 clinically diverse clade B isolates with a mean ECsg of
0.52 nM in a viral integrase 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 (3 in each group of M clades A, B, C, D, E, F, and G, and 3 in group O) with
ECsg values ranging from 0.02 nM to 2.14 nM for HIV-1. Dolutegravir ECs, values against 3
HIV-2 clinical isolates in PBMC assays ranged from 0.09 nM to 0.61 nM.
Antiviral Activity in Combination With Other Antiviral Agents: The antiviral activity

of dolutegravir was not antagonistic when combined with the INSTI, raltegravir; non-nucleoside

reverse transcriptase inhibitors (NNRTIs), efavirenz or nevirapine; the nucleoside reverse
transcriptase inhibitors (NRTIs), abacavir or stavudine; the protease inhibitors (PIs), amprenavir
or lopinavir; the CCRS co-receptor antagonist, maraviroc; or the fusion inhibitor, enfuvirtide.

Dolutegravir antiviral activity was not antagonistic when combined with the HBV reverse
transcriptase inhibitor, adefovir, or with the antiviral, ribavirin.
Resistance: Cell Culture: Dolutegravir-resistant viruses were selected in cell culture

starting from different wild-type HIV-1 strains and clades. Amino acid substitutions E92Q),
GI118R, S153F or Y, G193E or R263K emerged in different passages and conferred decreased
susceptibility to dolutegravir of up to 4-fold. Passage of mutant viruses containing the Q148R or
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Q148H substitutions selected for additional substitutions in integrase that conferred decreased
susceptibility to dolutegravir (fold-change increase of 13 to 46). The additional integrase
substitutions included T97A, E138K, G140S, and M154I. Passage of mutant viruses containing
both G140S and Q148H selected for L74M, E92Q, and N155H.

Treatment-Naive Subjects: No subjects in the dolutegravir 50-mg once-daily
treatment arms of treatment-naive trials SPRING-2 and SINGLE had a detectable decrease in
susceptibility to dolutegravir or background NRTIs in the resistance analysis subset (n = 6 with
HIV-1 RNA >400 copies/mL at failure or last visit through Week 48 and having resistance data).
One additional subject in SINGLE with 275 copies/mL HIV-1 RNA had a treatment-emergent
INSTI-resistance substitution (E157Q/P) detected at Week 24, but no corresponding decrease in
dolutegravir susceptibility. No treatment-emergent genotypic resistance to the background
regimen was isolated in the dolutegravir arm in either the SPRING-2 or SINGLE trials.

Treatment-Experienced, Integrase Strand Transfer Inhibitor-Naive Subjects: In
SAILING, viruses from 5 of 15 subjects in the dolutegravir arm with post-baseline resistance
data had evidence of treatment-emergent integrase substitutions (1 subject each with L741/M,
Q95Q/L, or V151V/1, and 2 subjects with R263K). However, none of these subjects’ isolates had
detectable phenotypic decreases in susceptibility to either dolutegravir or raltegravir. In the
comparator raltegravir arm, 9 of 32 subjects with post-baseline resistance data had evidence of
emergent INSTI-resistance substitutions (L74M, E92E/Q, Q95Q/R, T97A, G140A/S, Y143C/R,
QI148H/R, V1511, N155H, E157E/Q, and G163G/R) and raltegravir phenotypic resistance.

Treatment-Experienced, Integrase Strand Transfer Inhibitor-Experienced
Subjects: VIKING-3 examined the efficacy of dolutegravir 50 mg twice daily plus optimized
background therapy in subjects with prior or current virologic failure on an INSTI- (elvitegravir
or raltegravir) containing regimen.

Response by Baseline Genotype: Of the 183 subjects with baseline data, 30%
harbored virus with a substitution at Q148, and 33% had no primary INSTI-resistance
substitutions (T66A/I/K, E92Q/V, Y143C/H/R, Q148H/K/R and N155H) at baseline, but had
historical genotypic evidence of INSTI-resistance substitutions, phenotypic evidence of

elvitegravir or raltegravir resistance, or genotypic evidence of INSTI-resistance substitutions at
screening.

Response rates by baseline genotype were analyzed using a subset of subjects who had
reached Week 24, as well as those who discontinued or rebounded before Week 24 (n = 124)
(Table 10). The response rate at Week 24 for subjects with only historic evidence of INSTI-
resistance at baseline was 75% (33/44). The response rate at Week 24 to dolutegravir-containing
regimens was 36% (13/36) when Q148 substitutions were present at baseline; Q148 was always
present with additional INSTI-resistance substitutions. Diminished virologic responses (25%
[7/28]) were observed when >3 of the following INSTI-resistance substitutions were present at
baseline: L741/M, E138A/D/K/T, G140A/S, Y143H/R, Q148H/R, E157Q, G163E/K/Q/R/S, or
G193E/R.
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Table 10. Response by Baseline Integrase Genotype in Subjects with Prior Experience to an
Integrase Strand Transfer Inhibitor in VIKING-3

Response at Week 24
(<50 copies/mL)

Baseline Genotype Subset N = 124
Overall Response 64% (79/124)
N155H without a Q148 substitution 80% (16/20)
Y 143C/H/R without a Q148 substitution 56% (10/18)
QI148H/R + G140A/S without additional INSTI- 56% (10/18)
resistance substitutions
Q148H/R + >2 INSTI-resistance substitutions™” 18% (3/17)

% INSTI-resistance substitutions include L741/M, E138A/D/K/T, G140A/S, Y143H/R, E157Q,
G163E/K/Q/R/S, or G193E/R.

The most common pathway with Q148H/R + =2 INSTI-resistance substitutions had
Q148+G140+E138 substitutions (n = 12).

b

Response by Baseline Phenotype: Response rates by baseline phenotype were
analyzed using a subset of subjects who had reached Week 24, as well as those who discontinued
or rebounded before Week 24 (n = 120) (See Table 11). These baseline phenotypic groups are

based on subjects enrolled in VIKING-3 and are not meant to represent definitive clinical
susceptibility cut points for dolutegravir. The data are provided to guide clinicians on the
likelihood of virologic success based on pretreatment susceptibility to dolutegravir in INSTI-
resistant patients.

Table 11. Response by Baseline Dolutegravir Phenotype (Fold-Change From Reference) in
Subjects With Prior Experience to an Integrase Strand Transfer Inhibitor in VIKING-3

Response at Week 24
Baseline Dolutegravir Phenotype (<50 copies/mL)
(Fold-Change From Reference) Subset N = 120
Overall Response 63% (75/120)
<3-fold change 72% (63/87)
3- <10-fold change 42% (10/24)
>10-fold change 22% (2/9)

Integrase Strand Transfer Inhibitor Treatment-Emergent Resistance: There were
40 subjects on the dolutegravir twice-daily regimen in VIKING-3 with HIV-1 RNA >400
copies/mL at Week 24, the failure timepoint, or the last timepoint on trial who were included in
the Week 24 resistance analysis set. In the Week 24 resistance analysis set, 45% (18/40) of the
subjects had treatment-emergent INSTI-resistance substitutions in their isolates. The most

common treatment-emergent INSTI-resistance substitution was T97A. Other frequently
emergent INSTI-resistance substitutions included E138K or A, G140S or A, or Q148H or R or

22




K substitutions at Q148 were detected in subjects with changes documented at or prior to
enrollment in the trial. Substitutions L74M, E92Q, Y143H or C, S147G, V151A, M1541, and
N155H each emerged in 1 or 2 subjects’ isolates. At failure, the median dolutegravir fold-change
from reference was 23-fold (range: 0.92 to 209) for isolates with emergent INSTI-resistance
substitutions (n = 18).

Resistance to one or more background drugs in the dolutegravir twice-daily regimen also
emerged in 30% (12/40) of the subjects in the Week 24 resistance analysis set.

Cross-Resistance: Site-Directed Integrase Strand Transfer Inhibitor-Resistant
Mutant HIV-1 and HIV-2 Strains: The susceptibility of dolutegravir was tested against 60
INSTI-resistant site-directed mutant HIV-1 viruses (28 with single substitutions and 32 with 2 or
more substitutions) and 6 INSTI-resistant site-directed mutant HIV-2 viruses. The single INSTI-
resistance substitutions T66K, [151L, and S153Y conferred a >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 >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.

Reverse Transcriptase Inhibitor- and Protease Inhibitor-Resistant Strains:

Dolutegravir demonstrated equivalent antiviral activity against 2 NNRTI-resistant, 3 NRTI-
resistant, and 2 Pl-resistant HIV-1 mutant clones compared with the wild-type strain.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis: Two-year carcinogenicity studies in mice and rats were conducted with
dolutegravir. Mice were administered doses of up to 500 mg/kg, and rats were administered
doses of up to 50 mg/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 14-fold higher than those in humans at the recommended dose of 50 mg twice

daily. In rats, no increases in the incidence of drug-related neoplasms were observed at the
highest dose tested, resulting in dolutegravir AUC exposures 10-fold and 15-fold higher in males
and females, respectively, than those in human at the recommended dose of 50 mg twice daily.
Mutagenesis: Dolutegravir was not genotoxic in the bacterial reverse mutation assay,
mouse lymphoma assay, or in the in vivo rodent micronucleus assay.
Impairment of Fertility: In a study conducted in rats, there were no effects on mating or
fertility with dolutegravir up to 1,000 mg/kg/day. This dose is associated with an exposure that is

approximately 24 times higher than the exposure in humans at the recommended dose of 50 mg
twice daily.
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14 CLINICAL STUDIES

The efficacy of TIVICAY is based on analyses of data from 2 trials, SPRING-2
(ING113086) and SINGLE (ING114467), in treatment-naive, HIV-1-infected subjects
(n=1,641); one trial, SAILING (ING111762), in treatment-experienced, INSTI-naive
HIV-1-infected subjects (n = 715); and from VIKING-3 (ING112574) trial in INSTI-experienced
HIV-1-infected subjects (n = 183). The use of TIVICAY in pediatric patients aged 12 years and
older is based on evaluation of safety, pharmacokinetics, and efficacy through 24 weeks in a
multi-center, open-label trial in subjects (n = 23) without INSTI resistance.
14.1 Adult Subjects

Treatment-Naive Subjects: The efficacy of TIVICAY in HIV-1-infected treatment-
naive adults is based on the analyses of 48-week data from 2 randomized, international,
multicenter, double-blind, active-controlled trials, SPRING-2 and SINGLE.

In SPRING-2, 822 subjects were randomized and received at least 1 dose of either

TIVICAY 50 mg once daily or raltegravir 400 mg twice daily, both in combination with fixed-
dose dual NRTI treatment (either abacavir sulfate and lamivudine [EPZICOM] or
emtricitabine/tenofovir [TRUVADAY]). There were 808 subjects included in the efficacy and
safety analyses. At baseline, the median age of subjects was 36 years, 13% female, 15% non-
white, 11% had hepatitis B and/or C virus co-infection, 2% were CDC Class C (AIDS), 28% had
HIV-1 RNA >100,000 copies/mL, 48% had CD4+ cell count <350 cells/mm?, and 39% received
EPZICOM,; these characteristics were similar between treatment groups.

In SINGLE, 833 subjects were randomized and received at least 1 dose of either
TIVICAY 50 mg once daily with fixed-dose abacavir sulfate and lamivudine (EPZICOM) or
fixed-dose efavirenz/emtricitabine/tenofovir (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 >100,000
copies/mL, and 53% had CD4+ cell count <350 cells/mm’; these characteristics were similar
between treatment groups.

Week 48 outcomes for SPRING-2 and SINGLE are provided in Table 12. Side-by-side
tabulation is to simplify presentation; direct comparisons across trials should not be made due to
differing trial designs.
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Table 12. Virologic Outcomes of Randomized Treatment in SPRING-2 and SINGLE at
Week 48 (Snapshot Algorithm)

SPRING-2 SINGLE
TIVICAY Raltegravir TIVICAY
50 mg Once 400 mg Twice 50 mg +
Daily + 2 Daily + 2 EPZICOM Once ATRIPLA
NRTIs NRTIs Daily Once Daily

(N =403) (N =405) (N =414) (N=419)
HIV-1 RNA <50 88% 86% 88% 81%
copies/mL

Treatment difference?

2.6% (95% CI: -1.9%, 7.2%)

7.4% (95% CI: 2.5%, 12.3%)

Virologic nonresponse” 5% 7% 5% 6%
No virologic data at o o 0 o
Week 48 window % % % 13%
Reasons

Discontinued study/study

drug due to adverse event 2% 1% 2% 10%

or death®

Discontinued study/ stgdy 50, 6% 50, 30

drug for other reasons

Missing data during 0 0 0 <1%

window but on study

Proportion (%) of Subjects With HIV-1 RNA <50 copies/mL at Week 48 by Baseline Category

Plasma viral load
(copies/mL)

<100,000 91% 90% 90% 83%

>100,000 82% 75% 83% 76%
Gender

Male 89% 86% 88% 82%

Female 84% 82% 85% 75%
Race

White 88% 86% 90% 84%

Non-white 85% 85% 84% 74%

a

b

Adjusted for pre-specified stratification factors.

Includes subjects who changed BR to new class or changed BR not permitted per protocol or

due to lack of efficacy prior to Week 48 (for SPRING-2 only), subjects who discontinued
prior to Week 48 for lack or loss of efficacy, and subjects who were HIV-1 RNA
>50 copies/mL in the Week 48 window.

Includes subjects who discontinued due to an adverse event or death at any time point from

Day 1 through the Week 48 window if this resulted in no virologic data on treatment during

the Week 48 window.

protocol deviation.
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SPRING-2: Virologic outcomes were also comparable across baseline characteristics
including CD4+ cell count, age, and use of EPZICOM or TRUVADA as NRTI background
regimen. The median change in CD4+ cell counts from baseline for both groups was
+230 cells/mm’ at 48 weeks.

SINGLE: Treatment differences were maintained across baseline characteristics
including HIV-1 RNA, CD4+ cell count, age, gender, and race.

The adjusted mean changes in CD4+ cell counts from baseline were 267 cells/mm’ in the
group receiving TIVICAY + EPZICOM and 208 cells/mm’ for the ATRIPLA group at 48 weeks.
The adjusted difference between treatment arms and 95% CI was 58.9 cells/mm’ (33.4
cells/mm’, 84.4 cells/mm’) (adjusted for pre-specified stratification factors: baseline HIV-1
RNA, baseline CD4+ cell count, and multiplicity).

Treatment-Experienced, Integrase Strand Transfer Inhibitor-Naive Subjects: In
the international, multicenter, double-blind trial (SAILING), 719 HIV-1- infected, antiretroviral
treatment-experienced adults 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 1 fully active agent. There were 715 subjects included in the

efficacy and safety analyses. At baseline, the median age was 43 years, 32% were female, 49%
non-white, 16% had hepatitis B and/or C virus co-infection, 46% were CDC Class C (AIDS),
20% had HIV-1 RNA >100,000 copies/mL, and 72% had CD4+ cell count <350 cells/mm’;
these characteristics were similar between treatment groups. All subjects had at least 2-class
antiretroviral treatment resistance, and 49% of subjects had at least 3-class antiretroviral
treatment resistance at baseline. Week 24 outcomes for SAILING are shown in Table 13.
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Table 13. Virologic Outcomes of Randomized Treatment in SAILING at 24 Weeks

(Snapshot Algorithm)
TIVICAY 50 mg Raltegravir 400 mg
Once Daily + BR* Twice Daily + BR*
(N =354) (N=361)
HIV-1 RNA <50 copies/mL 79% 70%
Adjus‘[edb treatment difference 9.7% (95% CI: 3.4%, 15.9%)
Virologic nonresponse 15% 24%
No virologic data at Week 24 window 6% 6%
Reasons
Discontinued study/study drug due to adverse 20 20
event or death
Discontcinued study/study drug for other 39 3%
reasons
Missing data during window but on study <1% <1%

Proportion (%) With HIV-1 RNA <50 copies/mL at Week 24 by Baseline Category

Plasma viral load (copies/mL)

<50,000 copies/mL 83% 77%
>50,000 copies/mL 70% 53%
Background regimen
NQ darunavir use or use of darunavir with 79% 67%
primary PI substitutions
Use qf dgrunavur without primary PI 0% R1%
substitutions
Gender
Male 78% 70%
Female 83% 69%
Race
White 79% 69%
Non-white 80% 71%

a

with at least 1 fully active agent.

protocol deviation.

Adjusted for pre-specified stratification factors.
Other includes reasons such as withdrew consent, loss to follow-up, moved, and

BR = Background regimen. Background regimen was restricted to <2 antiretroviral treatments

Treatment differences were maintained across the baseline characteristics including

CD4+ cell count and age.

The mean changes in CD4+ cell counts from baseline were 114 cells/mm” in the group
receiving TIVICAY and 106 cells/mm’ in the raltegravir group.
Treatment-Experienced, Integrase Strand Transfer Inhibitor-Experienced

Subjects: VIKING-3 examined the effect of TIVICAY 50 mg twice daily over 7 days of




functional monotherapy, followed by optimized background therapy with continued treatment of
TIVICAY 50 mg twice daily.

In the multicenter, open-label, single-arm VIKING-3 trial, 183 HIV-1-infected,
antiretroviral treatment-experienced adults with virological failure and current or historical
evidence of raltegravir and/or elvitegravir resistance received TIVICAY 50 mg twice daily with
the current failing background regimen for 7 days, then received TIVICAY with optimized
background therapy from Day 8. A total of 183 subjects enrolled: 133 subjects with INSTI
resistance at screening and 50 subjects with only historical evidence of resistance (and not at
screening). At baseline, median age of subjects was 48 years; 23% were female, 29% non-white,
and 20% had hepatitis B and/or C virus co-infection. Median baseline CD4+ cell count was
140 cells/mm’, median duration of prior antiretroviral treatment was 13 years, and 56% were
CDC Class C. Subjects showed multiple-class antiretroviral treatment resistance at baseline: 79%
had >2 NRTI, 75% >1 NNRTI, and 71% >2 PI major substitutions; 62% had non-R5 virus.

Mean reduction from baseline in HIV-1 RNA at Day 8 (primary endpoint) was 1.4 log;o
(95% CI: 1.3 logyo, 1.5 logio). Response at Week 24 was affected by baseline INSTI substitutions
[see Microbiology (12.4)].

After the functional monotherapy phase, subjects had the opportunity to re-optimize their
background regimen when possible. Week 24 virologic outcomes for VIKING-3 are shown in
Table 14.

Table 14. Virologic Outcomes of Treatment of VIKING-3 at 24 Weeks (Snapshot
Algorithm)

TIVICAY 50 mg Twice Daily +
Optimized Background Therapy

(N=114)
HIV-1 RNA <50 copies/mL 63%
Virologic nonresponse 32%
No virologic data at Week 24
Reasons
Discontinued study/study drug due to adverse 4%

event or death
Proportion (%) With HIV-1 RNA <50 copies/mL at Week 24 by Baseline Category

Gender
Male 64%
Female 60%
Race
White 67%
Non-white 52%

Subjects harboring virus with Q148 and with additional Q148-associated secondary
substitutions also had a reduced response at Week 24 in a stepwise fashion [see Microbiology
(12.4)].
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The median change in CD4+ cell count from baseline was 65 cells/mm’ at Week 24.
14.2 Pediatric Subjects

IMPAACT P1093 is a Phase 1/2, 48-week, multicenter, open-label trial to evaluate the
pharmacokinetic parameters, safety, tolerability, and efficacy of TIVICAY in combination
treatment regimens in HIV-1-infected infants, children, and adolescents.

The initial dose-finding stage included intensive pharmacokinetic evaluation in
10 INSTI-naive subjects (aged 12 to 18 years). Dose selection was based upon achieving similar
dolutegravir plasma exposure and trough concentration as seen in adults. After dose selection, an
additional 13 subjects were enrolled for evaluation of long-term safety, tolerability, and efficacy.

These 23 subjects had a mean age of 14 years (range: 12 to 17), were 78% female and
52% black. At baseline, mean plasma HIV-1 RNA was 4.3 logo copies/mL, median CD4+ cell
count was 466 cells/mm’ (range: 11 to 1,025), and median CD4+% was 22% (range: 1% to
39%). Overall, 17% had baseline plasma HIV-1 RNA >50,000 copies/mL and 39% had a CDC
HIV clinical classification of category C. Most subjects had previously used at least 1 NNRTI
(52%) or 1 PI (78%).

At 24 weeks, 70% of subjects treated with TIVICAY once daily (35 mg: n =4, 50 mg:
n = 19) plus optimized background therapy achieved a viral load <50 copies/mL. The median
CD4+ cell count (percent) increase from baseline to Week 24 was 63 cells/mm’ (5%).

16 HOW SUPPLIED/STORAGE AND HANDLING

TIVICAY Tablets, 50 mg, are yellow, round, film-coated, biconvex tablets debossed with
SV 572 on one side and 50 on the other side.

Bottle of 30 tablets with child-resistant closure NDC 49702-228-13.

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

See FDA-approved Patient Labeling (Patient Information).

Drug Interactions: TIVICAY should not be coadministered with dofetilide because
interactions between these drugs can result in potentially life-threatening adverse events [see
Contraindications (4)].

Hypersensitivity Reactions: Patients should be advised to immediately contact their
healthcare provider if they develop rash. Instruct patients to immediately stop taking TIVICAY
and other suspect agents, and seek medical attention if they develop a rash associated with any of
the following symptoms, as it may be a sign of a more serious reaction such as severe
hypersensitivity: fever; generally ill feeling; extreme tiredness; muscle or joint aches; blisters or

peeling of the skin; oral blisters or lesions; eye inflammation; facial swelling; swelling of the
eyes, lips, tongue, or mouth; breathing difficulty; and/or signs and symptoms of liver problems
(e.g., yellowing of the skin or whites of the eyes, dark or tea-colored urine, pale-colored stools or
bowel movements, nausea, vomiting, loss of appetite, or pain, aching, or sensitivity on the right
side below the ribs). Patients should understand that if hypersensitivity occurs, they will be
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closely monitored, laboratory tests will be ordered, and appropriate therapy will be initiated.
Patients should also be told that it is very important that they remain under a physician's care
during treatment with TIVICAY [see Warnings and Precautions (5.1)].

Effects on Serum Liver Biochemistries in 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 TIVICAY and should be advised that they
are recommended to have laboratory testing before and during therapy [see Warnings and
Precautions (5.2)].

Fat Redistribution: Patients should be informed 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

(5.3)].

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. Patients should be advised to inform their healthcare provider immediately
of any symptoms of infection [see Warnings and Precautions (5.4)].

Information About HIV-1 Infection: TIVICAY 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
infection and decrease HIV-related illness. Patients should be told that sustained decreases in
plasma HIV RNA have been associated with a reduced risk of progression to AIDS and death.
Patients should remain under the care of a physician when using TIVICAY.

Patients should be informed to take all HIV medications exactly as prescribed.

Patients should be advised to avoid doing things that can spread HIV-1 infection to

others.

e Do not re-use or share needles or other injection equipment.

e Do not share personal items that can have blood or body fluids on them, like
toothbrushes and razor blades.

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

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

Physicians should instruct their patients to read the Patient Information before starting
TIVICAY and to reread it each time the prescription is renewed. Patients should be instructed to
inform their physician or pharmacist if they develop any unusual symptom, or if any known
symptom persists or worsens.
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Physicians should instruct their 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.

TIVICAY and EPZICOM are registered trademarks of ViiV Healthcare.

The other brands listed are trademarks of their respective owners and are not trademarks
of Vi1V Healthcare. The makers of these brands are not affiliated with and do not endorse ViiV
Healthcare or its products.

Manufactured for:
ViiV
Healthcare

ViiV Healthcare
Research Triangle Park, NC 27709

by:

GlaxoSmithKline

GlaxoSmithKline
Research Triangle Park, NC 27709

©2013, ViiV Healthcare. All rights reserved.

TVC:1PI
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PHARMACIST-DETACH HERE AND GIVE INSTRUCTIONS TO PATIENT

Patient Information
TIVICAY® (TIV-eh-kay)
(dolutegravir)
Tablets

Read this Patient Information before you start taking TIVICAY and each time you
get a refill. There may be new information. This information does not take the place
of talking with your healthcare provider about your medical condition or treatment.

What is TIVICAY?

TIVICAY is a prescription HIV medicine that is used with other antiretroviral
medicines to treat Human Immunodeficiency Virus-1 (HIV-1) infections in adults
and children 12 years of age and older and weighing at least 88 pounds.

HIV-1 is the virus that causes Acquired Immune Deficiency Syndrome (AIDS).

It is not known if TIVICAY is safe and effective in children under 12 years of age or
who weigh less than 88 pounds.

When used with other HIV-1 medicines to treat HIV-1 infection, TIVICAY

may help:

e Reduce the amount of HIV-1 in your blood. This is called “viral load”.

¢ Increase the number of white blood cells called CD4+ (T) cells in your blood,
which help fight off other infections.

e Reduce the amount of HIV-1 and increase the CD4+ (T) cell in your blood which
may help improve your immune system. This may reduce your risk of death or
getting infections that can happen when your immune system is weak
(opportunistic infections).

TIVICAY does not cure HIV-1 infection or AIDS. You must stay on continuous

HIV-1 therapy to control HIV-1 infection and decrease HIV-related illnesses.

Avoid doing things that can spread HIV-1 infection to others.
¢ Do not share or re-use needles or other injection equipment.
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o Do not share personal items that can have blood or body fluids on them, like
toothbrushes and razor blades.

¢ Do not have any kind of sex without protection. Always practice safe sex by
using a latex or polyurethane condom to lower the chance of sexual contact with
any body fluids such as semen, vaginal secretions, or blood.

Ask your healthcare provider if you have any questions about how to prevent
passing HIV to other people.

Who should not take TIVICAY?

Do not take TIVICAY if you take dofetilide. Taking TIVICAY and dofetilide
can cause side effects that may be life-threatening.

What should I tell my healthcare provider before taking TIVICAY?

Before you take TIVICAY, tell your healthcare provider if you:

¢ have ever had an allergic reaction to TIVICAY

o have or had liver problems, including hepatitis B or C infection

e have any other medical condition

e are preghant or plan to become pregnant. It is not known if TIVICAY will harm
your unborn baby. Tell your healthcare provider if you become pregnant while
taking TIVICAY.
Pregnancy Registry. There is a pregnancy registry for women who take
antiviral medicines during pregnancy. The purpose of the registry is to collect
information about the health of you and your baby. Talk to your healthcare
provider about how you can take part in this registry.

e are breastfeeding or plan to breastfeed. Do not breastfeed if you take
TIVICAY.

e You should not breastfeed if you have HIV-1 because of the risk of passing
HIV-1 to your baby.

e It is not known if TIVICAY passes into your breast milk.

o Talk to your healthcare provider about the best way to feed your baby.

Tell your healthcare provider about the medicines you take, including
prescription and over-the-counter medicines, vitamins, or herbal supplements.

TIVICAY and other medicines may affect each other causing side effects. TIVICAY
may affect the way other medicines work, and other medicines may affect how
TIVICAY works.

Especially tell your healthcare provider if you take:
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e other HIV-1 medicines including: efavirenz (SUSTIVA®), etravirine
(INTELENCE®), fosamprenavir (LEXIVA®)/ritonavir (NORVIR®), nevirapine
(VIRAMUNE®), or tipranavir (APTIVUS®)/ritonavir (NORVIR).

¢ antacids or laxatives that contain aluminum, magnesium or calcium, sucralfate
(CARAFATE®), iron or calcium supplements, or buffered medicines. TIVICAY
should be taken at least 2 hours before or 6 hours after you take these
medicines.

e anti-seizure medicines:

e oxcarbazepine (TRILEPTAL®)

e phenytoin (DILANTIN®, DILANTIN®-125, PHENYTEK®)

e phenobarbital (LUMINAL®)

e carbamazepine (CARBATROL®, EQUETRO®, TEGRETOL®, TEGRETOL®-XR,
TERIL®, EPITOL®)

e St. John’s wort (Hypericum perforatum)
e a medicine that contains metformin
e rifampin (RIFATER®, RIFAMATE®, RIMACTANE®, RIFADAN®)

Ask your healthcare provider or pharmacist if you are not sure if your medicine is
one that is listed above.

Know the medicines you take. Keep a list of them to show your healthcare provider
and pharmacist when you get a new medicine.

How should | take TIVICAY?

o Take TIVICAY exactly as your healthcare provider tells you.

¢ Do not change your dose or stop taking TIVICAY without talking with your
healthcare provider.

e Stay under the care of a healthcare provider while taking TIVICAY.

e You can take TIVICAY with or without food.

¢ If you miss a dose of TIVICAY, take it as soon as you remember. If it is within 4
hours of your next dose, skip the missed dose and take the next dose at your
regular time. Do not take 2 doses at the same time. If you are not sure about
your dosing, call your healthcare provider.

¢ If you take too much TIVICAY, call your healthcare provider or go to the nearest
hospital emergency room right away.

e Do not run out of TIVICAY. The virus in your blood may become resistant to
other HIV-1 medicines if TIVICAY is stopped for even a short time. When your
supply starts to run low, get more from your healthcare provider or pharmacy.

What are the possible side effects of TIVICAY?
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TIVICAY may cause serious side effects, including:
o Allergic reactions. Call your healthcare provider right away if you develop a

rash with TIVICAY. Stop taking TIVICAY and get medical help right away if
you:

e develop a rash with any of the following signs or symptoms

fever

generally ill feeling

extreme tiredness

muscle or joint aches

blisters or sores in mouth

blisters or peeling of the skin

redness or swelling of the eyes

swelling of the mouth, face, lips, or tongue
problems breathing

O O O 0O 0O o oo o

e develop any of the following signs or symptoms of liver problems:

yellowing of the skin or whites of the eyes
dark or tea-colored urine
pale-colored stools or bowel movements
nausea or vomiting
loss of appetite

0 pain, aching, or tenderness on the right side below the ribs
Changes in liver tests. People with a history of hepatitis B or C virus may have
an increased risk of developing new or worsening changes in certain liver tests
during treatment with TIVICAY. Your healthcare provider may do tests to check
your liver function before and during treatment with TIVICAY.
Changes in body fat can happen in people who take HIV-1 medicines. These
changes may include increased amount of fat in the upper back and neck
(“buffalo hump”), breast, and around the middle of your body (trunk). Loss of fat
from the legs, arms, and face may also happen. The exact cause and long-term
health effects of these problems are not known.
Changes in your immune system (Immune Reconstitution Syndrome) can
happen when you start taking HIV-1 medicines. Your immune system may get
stronger and begin to fight infections that have been hidden in your body for a
long time. Tell your healthcare provider right away if you start having new
symptoms after starting your HIV-1 medicine.

O O o o o

The most common side effects of TIVICAY include:

trouble sleeping
headache
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Tell your healthcare provider about any side effect that bothers you or that does
not go away.

These are not all the possible side effects of TIVICAY. For more information, ask
your healthcare provider or pharmacist.

Call your doctor for medical advice about side effects. You may report side effects
to FDA at 1-800-FDA-1088.

How should I store TIVICAY?
e Store TIVICAY at room temperature between 68°F to 77°F (20°C to 25°C).

Keep TIVICAY and all medicines out of the reach of children.

General information about TIVICAY

Medicines are sometimes prescribed for purposes other than those listed in a
Patient Information leaflet. Do not use TIVICAY for a condition for which it was not
prescribed. Do not give TIVICAY to other people, even if they have the same
symptoms you have. It may harm them.

You can ask your pharmacist or healthcare provider for information about TIVICAY
that is written for health professionals.

For more information call 1-877-844-8872 or go to www.TIVICAY.com.

What are the ingredients in TIVICAY?

Active ingredient: dolutegravir sodium

Inactive ingredients: d-mannitol, microcrystalline cellulose, povidone K29/32,
sodium starch glycolate, and sodium stearyl fumarate. The tablet film-coating
contains the inactive ingredients iron oxide yellow, macrogol/PEG, polyvinyl alcohol-
part hydrolyzed, talc, and titanium dioxide.

This Patient Information has been approved by the U.S. Food and Drug
Administration.

Manufactured for:

fe)
ViiV
Healthcare

ViiV Healthcare
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Research Triangle Park, NC 27709

by:

GlaxoSmithKline

GlaxoSmithKline
Research Triangle Park, NC 27709

Month year
TVC:1PIL

©2013, ViiV Healthcare. All rights reserved.

TIVICAY and LEXIVA are registered trademarks of ViiV Healthcare.

The brands listed are trademarks of their respective owners and are not trademarks
of ViiV Healthcare. The makers of these brands are not affiliated with and do not
endorse ViiV Healthcare or its products.
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SINGLE #RB& CTlX, 833 BlOWERE N T N B ENFRIE E 7 I 7V ORLAEHR (=7 Y an) &#0f
MALTTFEX A 50mgl A 1M, YI=7 7Ly /A )2y /T ) REALREHE (7
FUZZ%) 1 H 1 EOWFRN—FICEELICE AT b, D &b 1 Blokbszs) iz, &
BRp ik L e o A ERRORBME L, T84 S0mgl H 1 [A+=7 Y 3 AREE S-S
TiE2%., 7 RV 7Z081 B 1 ERESNIZHERE T 10%TH -7,

WG B W T, BBRIEE P ICHRE O 2%, L CA LN RENLEEORWEHZR 2 12
R,

RIS TEY, BRLIMBRTIFA 0D, b ORBRA BT 2 & TiER0,

£2 BHVECLSARBRBROLGZVEEREZXNRE L= SPRING-2 HER R U SINGLE RERICH LY
T 2%L ECHREGAEDICRBLI-thEELLE (FL—F 2~4) ORIER (48 BT—4 fE#)

SPRING-2 SINGLE
s s T A SLTF 7SN | TESA 50mg s
ﬁa%%”i;*ﬁ/ 50mg1 H 1A | 400mg1 H2[ | +=7Yan i?ﬁ;
nH +2NRTIs +2NRTIs 1 H1MH
(403 fi) (405 1) (414 1) (419 1)
e
ANHRE <1% <1% 3% 2%
e <1% <1% <1% 2%
TR R PR
FEED F <1% <1% <1% 5%
SR <1% <1% 2% 2%
H G
L 1% 1% <1% 3%
THI <1% <1% <1% 2%
B & S OVEE T Bk b 55
7 0 <1% <1% 6%
B R Ok g
[ElHR D F U 0 <1% 0 2%

PLUTOMEEGT B, EHVERE, BRREGS. BEREIBREGS, € 5 FEIERE . KOS

F72, SPRING:2 #HBRICBNWT I L — N1 ORRIENT 7 A LT VT 77 EBnEE Iz
WBRE DI Z I 1% M N 1% AT i S 7= — 5T, SINGLE RBRICE 1T 5 7 L— K | ORIRIE
DOIBBEE L, T A KRORT M) T IREEINTZEEOZNEN 1% KN 3% Th -T2, Zihb
DFEGIIRBPIGE L HIRT 2 DO Tlide o7,



PUHIV FE(Z L SIEEAER D D, hod 7T =X Z N h TR T —HEF D REGHE
B 7 EES xR, —HEEMRFEBR [ING111762 (SAILING &) ] Tk, #iv hnm
VA NVAIIZ X DIREREBR O & D 719 B0 HIV-1 IS L2k A3, T B A 50mg 1 H 1 [E3UE
FNT 7 ZEN400mg 1 H 2 [ENTEEERIZEID 1T Hiv, 07807 A NV ATEWN & 2 35 %2 D 70
<L 1 HIETeM Y EMAERIN Ui K 2 AlOEF 235 5k & LT LT,

#5524 WBRIZIBNT, BRP I E R AEFROFIMBEIL, 7857 A 50mg1 B 1 B+ 5
WIE & Z T T BRE TlX 2%, 7V 7 77 /L 400mg 1 H 2 [B]+ 75 5iE 4 2 T 75 E Tk 4% T
ol

MGV T, BRBRIA R IS I B L 72 BB 2% Lo AL b HEE ORIERIL TR
HTHY, BEBEIZTET A 50mg 1 A 1 B+ 5kE 2 320 TR E TlE 1% (354 6l 5 41) |
FNT 7T EN400mg 1 B 2 [E+ T RREL ST HBRE TlE 2% Gl i efl) Thol,

PLHIV 62 L SIEHGFEBR P D 0, ros 7T =B T2 N TR 77—l EFN 2
HISHRE . kIt A—7 T 9L BBk [ING112574 (VIKING-3 &) ] Tl
PLL b oA LRI L DIEERBRNH 0 . A L R EHRRAI, M OHAETBEICT VT S
TZENKDY I NET 7T ek D2 AT 5 183 il HIV-1 (2% L7z s AR L,
TEA 50mg 1 H2ENIMATHEE 7 BB TIELEIN S OIR#FEEZ M L, 8 A B UK I i 72
YWREIEEITo T, #5524 WZIZBWT, REBRFIE & 7o o B EFL OB IIHERE D 3% T
Hol=,

VIKING-3 3B I I W CRERTAER TPIC B L7 RIER X, AN Z XI5 & L7253 I AHRBRIZ W T
50mg 1l H 1 RIOHABETESG INEZHEAICALNERIER it 2 &0 L THEELL Tz,

PIHIVIEIZ X D IRRRER O 7o W . R ONERIRR O & D R F 2 ki 5 & L7z Ricis W T F
CHONEEIEA : U FTORWERIL, WIFNhoRERICBW T, IR E HICT B4 RNiEE &
AUTZHTHIVIRIZ X 2 VBHRARER D 72 R SUTTRIEARRBR O & 2 BRTE D 2% AT CHREL LT, b
ITEECTHREBROTREEN S D LU SN AIFEENEENTVD,

FHGIEZ I8, M AT, S5, EREEE. et
— M - BLFEE

NFHEE R IERE - 5

BRI Rk

B R ORBS 2 . i RElR s

SLIER N TR & O FEIE

B RAR B S5 PTHIVIEIZ X D IR D 72 R - SURBAAARE D> & b U 72 B PR AR A 5
w (7 b— R 2~4) OHFFRROBERE O 2% ETHhLNTRK T L— REtka R 3 17, i
SNTIREEICR L CA LN RBRB M) © OZ L EOFEEFR 4 1T, RITMIELSN T
BY., B38BTV A o 0izd, b ORBREERELET 5 & TiER,




% 3 SPRING-2 iABR R U SINGLE

HERICH T B HIV EIZ &

ERE (JL—F2~4) 0P (48:BT—3 4

BHAREROLTVVEEREDBREKRE

SPRING-2 &5 SINGLE X/
B PR AR TETA Ome | FATTTEN | TETA S0me |y s
o 1A 1[E+ 400mgl H2[E | + =7 ah LH 1
NRTI 2 #l +NRTI 2 Al 1 H1[E
(403 #)) (405 #i)) (414 1) (196D

ALT

7' L— 2 (>2.5-5.0 x ULN) 2% 3% 2% 5%

7' L— R 3~4 (>5.1 x ULN) 2% 1% <1% <1%
AST

7 L— R 2 (>2.5-5.0 x ULN) 3% 3% 2% 3%

7' L— K 3~4 (>5.1 x ULN) 2% 2% 0 2%
S N

7L — 1 2(1.6-2.5 x ULN) 2% 2% <1%

7' L — K 3~4 (>2.5 x ULN) <1% <1% <1%
JLVTFrxF—F

27 L— K 2(6.0-9.9 x ULN) 1% 3% 3% 1%

7R3 4% 3% 3% 4%

(>10.0 x ULN)
e

7' L — I 2 (126-250 mg/dL) 5% 5% % 4%

2L — F 3 (>251 mg/dL) <1% 1% 1% <1%

U o—F¥
7L — K 2(>1.5-3.0 x ULN)
7' L — K 3~4 (>3.1 x ULN)

5%
1%

6%
3%

8%
3%

7%
2%

WA Bk AR
7 L— K 2(0.75-0.99 x 10%)
7' L— K 3~4(<0.74 x 10°)

3%
2%

3%
1%

2%
2%

4%
3%

ULN = FE:HEfE R




% 4 SPRING-2 RERR U SINGLE FRERICH (T D HIV RIC K HAERBRO T VWVEREDOHRE TS
BEORBRERENSDEILEDFEHE (48 BT —4% EHT)

SPRING-2 5 SINGLE &5
B R b A A T ET A 50mg FINT T T e 5:[:“’7/])‘50 mg + =S
%ﬁﬁ LA TR+ | 400mgl A2Ml [ =7v=n i%ﬂ?ﬁ
ANt NRTI 2 % + NRTI 2 %l 1 B 1l (419 1)
(403 1) (405 141) (414 1)
2 L A7 2 —/b (mg/dL) 6.7 8.3 17.1 24.0
HDL = LAz m—y 28 26 5.2 79
(mg/dL)
LDL =L A7 ==/ 2.7 238 8.5 13.1
(mg/dL)
FUZY®Y R (mg/dL) 7.7 9.8 17.7 18.6

¢ RERBALAIR I CIRE B ETRIEEZ IR L T A HBRE 1T 2 O N2> HERSF L 7= (SPRING-2 iRABR O WAL 19 51,
KONSINGLE &k : 77 ARE2761, 7 NV 7 T8E26 61) , 49 BlIERERBIAEE (IFE B ER RO R 2 Blts
L7z, T 6 O#EBRE IR T 2RBIERT Ot (BERFIERBEERORHBLGRD OB T oML, #5BE Ol
BB TETS IR O AR A B LI B & AT I L7z (SPRING-2 #ER : T2 A BESHl. 07275 LR 8 ;
SINGLE#ER : T4 A 1961, 7~V 7F 1761 ,

PUHIV FE(Z L BIEEAER D D, hod 7T =X T N h TR T —HEF DR G HE
B2 #ERZ - SAILING RBRICIB W TA LN AR RAERE X, bt HIV EIZ X D 158RER O 7
W 2%t 5 L L7238k (SRPING-2 5k} O SINGLE #BR) (28 Th b 7= FR R ATl s &
el U<, L TEBIL TV,

PLHIV (2 I BIESEREGR P D D, of T T —FXp T N TR T 7 —HEFDORGHE
BDDSHHZ b L AONTRBRIGEFICRE L BARAEER Y (VL —R2~4 2 5b%
T 5%% EAl%) X, ALT (8%) . AST (6%) . 2L AT ua—/L (8%) . mihE (12%) . KOV
N—t (8%) Tholz, #RE D 2% (183 B 3 f]) 237 L — R 3~4 OIMERFIIRAE R %2R
L. 209 bbb < @ SN FLITARERBAE (1% (83 #2441 ] ThoTo,

B 2R N KIE C ZBFFR 7+ /b R D H AR - 55 T AHRRBRIZ IV T, BAIKD T C BT«
AV A BEAAREYE LT DR L, SRBRBHAARE O AR BERR A A Y RO S ELL T TH S
EWVIORMETTHANEZTFAI SN, &KE LT, BEERO® /UL CRIFFR Y A VA Z BB L
TWAHBREICR T DRt 7 e 7 74 vid, BT C RIFROEBIELD 72 WA 128\ T
HoNnietra 7 AV ERBETH 722, AST KON ALT B ORBHEE L, T X TOIRE
I LT B LD/ T CRFR T AN A ZEEBEGE L TWAHERE DY 7 7 L —FIB W TE
Moty TETAREGINT-HEHRE THONTZ T L— F2~4 O ALT %5 OFBHEE X, B K
O/ L CHIFR T A NV A Z BEEEGE LT D HERE & HIV O AR L TV D HEBRE 2BV T
50mg1 B 1 EOHBETIZZNLN 16%KL N 2%, 50mg 1 B 2 BIOHETIZZNLN 8% KL TN 7% T
bolz, TETANZLDIBROBERE, FRICFRIGEZHF IR L2GA1C, BRI C BFR
AT DHEERE O CRIE SRR & BT AR A O AN LN [EER O
M EoEE (5.2) 2H]

MG 27 V7 F= DAL . FVT 7T EMETERERIEOKRICEEEZ LT L7 T7F=
Y ORMESWEILET D720, M7 V7 F=0DHINT 5 2 ERRSNTWD AR

(12.2) 2] , MIE7 V7 F =2 OEINTIGHREAMGE 4 HUPICHEIL L, 24 825 48 i £ Tkt
L7z HTHIVERIZ K D IRBIRBR D 20 WIBRE Tl RBRBAAAIE ) B 452 5- 48 12 F TOER LR DY




BV 0.11 mg/dL (§EPH : —0.60~0.62 mg/dL) Th-olz, 7 LT F=r O RFELETH D
NRTIF CRFEE CTH Y, F-HHIVEIC X DIRERBRO H D 5RE P L Tz,

6.2 NRBEREIZHITABERBRDOFEE

IMPAACT P1093 31, A% 6 W25 18 AR /N HIV-1 FEYYEBFE K 160 B2 x5 & L
BT OZ IR, A—7 T~ EREGBRTH Y . D 5 6 23 FiliTH HIV I X
BHIEWERBRIT & DAY, INSTI DI ERBRD 72N 12 5% 05 18 M AR OWERE AN BT [4F
T BE M~ DERS (8.4) | MpkatiE (14.2) M)

HERELZLOT a7 7 A VIIRAN LR TH -T2, 1 HILLEICB TG S 7 L— K2 OFIE
ik, &2 ) . B ) . KO (1) Thotz, FL—R3XI7 L— K4 ORIE
MiFHE SN2 rotc, 77— F3 OBKRBREMERER X, Redirvey EFERY SA—F EHTh
. TNEN 1EIFoOmE Sz, 7 b—F 4 OFEEBREEREE TS SN ehoT-, MiE27 VT
F = OEEOFEEITRANCE T HE L FRETH 72,

7 EYHEEER
SR AAE RS R OV OO EE 72 3 BEAER O FREMEIZER 5 #2852 &,

71 thOEFOEYBEICRIFT FLTITSELOEE

In vitro (ZBWT, RAT 7T EMIBBMTOEKITH L T AR—4—Th % OCT2 Z[HFE
T 5 (ICsp=1.93 uM) . Invivo [ZEBWT, KT 7T /LT OCT2 Z[ET S Z L2 K> TRME
SWEET D, FUT 7T ENMTOCT2 24 L CHEH & 2 A o m iR E 2 FH X85 ke
PR ®H 2 (dofetilide XA MRV > RS [BZE @) . FEWHEEA (7.3) =M,

In vitro |2 WT, RAT 7T EILLTFORBREXIL N T VAR —F —%[HE Lo ->7- (IC50 >
50 uM) : CYPIA2, CYP2A6, CYP2B6., CYP2C8., CYP2C9. CYP2C19, CYP2D6., CYP3A.
UGTIAL, UGT2B7. P ¥EH'E (P-gp) . BCRP, OATPIBI, OATPIB3, OCTI. X|% MRP2, In
vitro IZBW T, K7 77 ELE CYPLIA2, CYP2B6 XL CYP3A4 # 35 L7RhoT-, T H DT
— & KOS EAERARBROME RIS E, RAT 7T EMEINODOBEE TN TV AR—X
—DOEE TH HIEFNOEYBNREI/EHN T 25 Z L1335 212\,

M EERARBRICEBWN T, N7 77 EUELL PR L2 38R o S EhRE I Z IR E R D &
HDVERZE RS 2o le : T 7 REN, AR IXYT A ULEEY | norgestimate }x (N F
ST AT UA—NEEHR LTV SR AT, AR 2835 3EANC 33 20 5 o ) g
REREDOWEIZ XY, AT 77 VI FIORTER OB E L RIES RN EBEZ 5N
7o 7THEYFEL, XLt ENL, =77 LYY ZhTEY Y RAT T LFENL, BEFE
. U e KT T 7L ENL,

72 FATISELDOEDBRICRIZTHhORFOLE

FVT 277 EJVIX UGTIAL IZ K> TIRE S L, Z2O—8IZIX CYP3A 3 FH L TWD, N7 7
Z ¥ VL, invitro (28T UGT1A3, UGTIA9, BCRP KW\ P-gp DIEE THLH D, TN 5 DEEHE K
N TV AR—=HF —%iFET AN, iEh SLvT 7 I EVIBEZ KT SE, KT 2778400
TRENRAIN T S REMENR D 5,

NVT 7 I ENE 2 OREFEZHET DMOIEROHHIZ, EF FvT 77 eVigEx E5R
SHDLHREENRH S,

ThIZEY IRV T 7T ELOMEFRELZE LR TFIEZR, = 7Y VoffHiEe Y
TN Y M FEAIIHE LT EL Y R FEALDHHICE>TIRTFL, 7# ¥ Fen, /U hhE

M XS THRBRICIR T T2 Z R THRISND (RS [EYHATEN (7.3) | EEKERE (12.3)
]

10



Ao ren,/Y e, e Fen U eV ULERY Y T /AR E/L, boceprevir, T
Z 7L EJL, prednisone, U 77 T F U KA AT T —)ViL, KT 7T ELOIEYEREIZKR LT

HRIRR)IC HE A B2 RIT S 2o T,
73 XPHEERARBRERRUVFPRASNSTOMOERLEMHEEFRAD AN
TETA OFEYWR BN ORREZ I IZOFEEE LR 5 ITRT, ZhbOFEERIL, 43K

YRAEAERRER, b LUITHSNOHAEERORE S ROEERAEFFZUIAZMELT O ml6E
PEICER L TP SNTMHAEERICESW WD [ - HaE 2) . BFRFERE (12.3) Z2H]

11



K5 BAShi-EVNHEEERARUFPASIIZOMOERLGEMEEER : EVHEEER

FPRSIhSPECRICEISMERAEXIHERE [ - FE 2) BF]

KAF 7S LK/

SE [ LNKE -
m%iigg' TP SR Ot BEREY = A 2 b
- 5
HIV-1 o1 LR FE
ERBARBEERRESEH : M7 rsoen FTETAIIT TN/ e,

ThzED) "

e/ e, Xiieet e
MU M FELEHTH I L=k
FEUEPFH LN &,

FRBRAVIEEERMEEHR
T7rELLY®

LRLT 7 e

PLHIV ZE|Z X DIREREBR O 7a W
NIEPTHIV I X BIEHRERIZH 5 2
INSTI O FHARER D 72 VEBE 2B W T
I, 7854 50mgl H 2E~DHE
OFFINHELEZ N D,

INSTI O HARERDZ BV | FFED
INSTI (ZBE T B R A2 G55 X
LS AR I INSTI it 2 A3 5 5V s
bHHERE T L TR, REEE LS
G2 HKH 2 G F A M OFL A e
#IND,

FRRASEEERMEEA
FET

LRVT 77 e

HERHEZ R 272007 — 2 B3R
+5THHED, RETEL EDOHEA
ITHET D Z &,

JoF7—EHEEH :
RAT 7T vFren/U M
E?

tiprabavir/ Y ~JE/L*

YRAVF 7 I

PLHIV 3EIZ X DIRERBR O I EBE |
BT HIV 380 L DR IL 5 5 2
INSTI O H-RRERD 72 NEF TN T
X, 7B A 50mg 1 H 2 [Al~DH&
OFEI D HELEE NS,

INSTI DEGRRBRNRH Y | FFED
INSTI (ZBE#H T B MHEE R E2HFT 25 X
VZEER A INSTI iid 2 H 4 5 B\ 3
HHHEE T LTI, RS L2H
4 2 R 2 G AR DML O RS N HE
[xNd,

F Dl DFEFY

oxcarbazepine

A== N SN

Tz /)N X —)L

TR

A3 UL XY VD
(StJohn’s wort, &> b « ¥
3—2 R T—])

LRVTF 77 e

R R AR T B DT —F IR
FTh BT, T b ORBEES
A B A & OORRILRET 5 2 L,

2HhA+F o EHEH

(Mg, Al, Fe, XiCa%%)
T T A IR A 3%
T A

JRALF 7 Il

FET AL, B A F GG EHD
¥e b 2 BERETRT U3 % G- 6 BRI &% G-
T5Z &,

12
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KT 77 eV R/
UL BT DIEI 5 FTSCEPI
Y

DR AN 344
4

27 F)T 77—k
& 0 ekA
BRGNS A
TR LA

A RFLI v TARARLI T A K OA RS OO
B R THRRICIE, EEELSBIZRT 2
ERHEREND, A R UCDOMARE
DFEIDIE L 72 D A[REVEN B 5,

I A YRATF7FEeL PLHIV I X DIRHERBRO 2\ EE
SEHT HIV IZ X D165 ILH 508
INSTI D #5425k D 72\ W VRF 2B W T
X, 7874 50mg1 H 2 [F~DH&E
FREIHERE XD,

INSTI O HAEERN BV | FEED

INSTI (ZBHE# T~ DA A2 H 325 X

IZEER A INSTI it 2 F 3 B 5V 3

HHBE ITHFLTUL, V77

VUSNDIER AT D b,

*OMHAEEROKRE SITOWTIE, BRIER (123) RIEMTH L,

> INSTI D585k D & 5 B (FE D INSTI | Fa'aaim“érrﬁﬂéﬁ%%ﬁﬁ“éﬂiﬁﬁr“éﬁ INSTI {2 H 4%
BWRBDEE [R5 (124) BH]) ITBWT, BBHRFEWE L OFHRICAGNTE RV T 7
IMgEEEDIKRTIX, T/ A1 ié%%@%@ﬁ? KOT ©5 A IOty A Vv 233 Dtk
DOFRBEAAL ATRENEDN S D,

8 BilGBEEREA~DERE
8.1 iR
J17 3 Y —B, WEiZEIT D+ Tl ek R A E LR BRITSERE S ey, B codt
%ﬁ%iﬁfb%t%f@ﬁm%%M¢é&i@%ﬁ F7- FAT 7T e TERBRIC BV TR
WEE R L2720, B ENRMBYENIRWRY 7 B0 A ZERPICE 5 N E TR,

Antiretroviral Pregnancy Registry : 7 E 7 A FOMLOPi L b oA NV AKIZIBEE IS, HIVEAT
DU I T D RHE - BRI DlRIR 2 #8122 572 %, Antiretroviral Pregnancy Registry 23 BHE% & 41T
5, ERUEEEIL, EIE 0 1-800-258-4263 IS CHEA Z BT D Z LR/ HEREESN D,

iR T — % - AERABRILT v REOUYXEHNT, B FTOHETHS S0mg 1 A 2[ED
7 fEETCOHBTHEMIN, 77 AITRRT 5 AR S IE RA~OERBII R o d o Tz,
TR » MZ RAVT 27 Z BV 1,000 mgkg/ B E TOHE (& M2 50mg 1 B 2 [al H RE o i AR 1%
ﬁE(ME)@ﬁHPwﬁé)%&%waﬁﬁ RO L7y, RERENE, AEFENE, T
TR ME R BT Lo Tz,

ﬁﬂ)ﬂ??*)‘ﬁ? RVT 277 Z E/LD 1,000 mg/kg/ H £ TOH®E (b MM 50mg 1 H 2 [B1E H RF O i AR 1%
FE (AUC) O 0.4 f5I2FY) %4k 6~18 H HICRR O &5 Lo hd, BATHE U EE 5
TR SR oTm, vHFITB VLTI, 1,000 mg/kg/ H O H & CRHAENE FBEFEOKT, 8/ R &
O T XX AR/ JR, IREHIMOIEH) BNAH BT,
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8.3 &3l

KEEFRRIR T v #—id, HAERO HIV-1 YU 27 ZERET 5728, KEIZIS W T HIV-1
WG U= R RLRICRA L2 W 212 L Tnd, Bl Z7 v M EOEOHARICEIT S
BT, N7 78R Ty hOHHFIZEENTWEZ LR RENTWS, FLVT 7T ENL
NE FOIITHITBATT 20 E0NIAHTH S,

FLRICBIT 2 HIV BRELOERWER ORREE N H 5720, TEZ A ZIRADDIGZEX. BEMNRE
LBEWKSICHEET I L,

84 INRADEE

W 12 BEATHE UK E 40 kg RIEO/NEBREZIZBWT, T EZ A THESRE X720, INSTI D% 5
BERNH O, o INSTI (ZAT 7 FEN, ZET 7T EN) (Zxt L CIER#ER SN, U
BEPR I IRE 23 AL D /NIRRT 1T D7 B 7 A O K OE ZMEIIHEST L Tuauy,
TETABEEGEISNTBEICB T LR, VA VAR, OB, BLHIV #(i2 X
DIGHREERDNH U | 5D INSTI O 5B D 72 WA 12~18 A O HIV-1 128G U 7= 95 23
Blaxtgel Uiz, A—7 079, Zliaxdtil, AEHRERBR TH 5 IMPAACT P1093 HRERIZ B
CRHMti Sz [FIEH (6.2) | AR (12.3) | fig#tk (14.2) 2], EWENEE T A —X
1%, 50mg 1 H 1 HQAHFEG S AE40kg LED 9 F], KT35mgl H 1 EAFEES S 16 (K
B 37kg) ICBWTCEHMiS 7223, 50mg 1 H 1 ERRG SR LR TH -7, Fn 12 bl E
F OMAEE 40 kg L EO/NERE SRS A2 HERARI1X, HAEL/HE 2.2) 25552 &, NEWEER
FIZHR T HFRIER ORBBEE, FE, KOEELIZ, RACBWTALNIHREFRETH-T-
[AIEH (6.2) 2],

8.5 Ml E D5

T Y A OB CIXER 65 MUl LOWRE DR+ EENTE LT, SliE DA EOWERE
ERBRDRISETTONE I DERFT D2 EIXTERN- T2, — RN, T, B, UL LHERER
TORBUHE R &\ @l BE . R OVEOHE UL O R IE O N Z =3 @l 0 B 12k LT
T A OBGIZEBENVLETH D [HFERE (12.3) 2H] .

8.6 fFitaEfEE

FRAE I D TR BERS E 2 A7 DB E & IR & 72 D IEFEAR R & ORI AR A B2 SR B RE
EWTIA DR Do 1o, B D OB (Child-Pugh 5% A XL B) #8352 BHIC
BOWTHEZHES T2 0BT, KT 7T EORYENRE %4 % BEE OATHERERE  (Child-
Pugh 7338 C) OISOV TR, RBIIE SN TR, 2070, BEOEEREELZGT D
BEICBT DT 7 A O IR SN\ [HERFEPE (12.3) 2]

8.7 BHREMESE

EEOBKREREL AT O2HBRE SR 2 MET Nv7 7 Z eVRE, @RS & i LT
BT L7z, L L7Zenn, R, PR ITEEOBESIERE 247 550 HIV 3 L 21555
DR, XIFHT HIV I L ATEERER BV . 7> INSTI O GREBR O WEE . b L < ITERE X
I IR OB ERERE E A A9 5 INSTI OFK 5RO H 5 (K5 INSTI (2 B3 5 itk 2 B 4 A4
5 XIXEEREVIZ INSTI 2 F T 2803 dh 5) BEICEBW T, HEZRT 243372, &
JE DS RERE E 2 447 5 INSTI OF 5D H % (F5E O INSTI (2B 3 DA R 4247 5
FEIREIZ INSTLiMEZ BT 558 Wb D [ X5 (12.4) 2] ) BEICHLTL, FAuT s
TEMBEDIKRTNT B AL DIRBEIEDIRT., LOT B A It o Pt B Y A 1 A FI %t
TAHMEDORBE AL ATREMNH H DT, EENNLETH D [HFERE (12.3) 2H] . BiTEE
WZBITD KT 77 e OiBRITER STV 7en,

14



10 BEHRE

A EOHREIR S (EREERH I 250 mg £T) ORBRIZMOENATHDA, BIEHE LTR#EESH
72 b DU DR OB SUTIER TN 2 LB LN~ T, 7 87 A O EHR G595 K55
RIGHRIEZ G, EmEREGPEAE LG EITIE, BEOREBELBIE L, LIS U TRER 22 SRR
HEaT5 28, NAT 7T ENEBMEES w7 E EESHEET D720, BITICE > THELIERET
& % ATREMEIFAR VY,

11 #HAL - 1R

TETAIE, RATT7I7ENFT R ULLELTCRAT 7T ELAEEHTHHIVINSTI Th D, R
VT 77 e N U U AOLFA X sodium (4R,12a8)-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 T 5,
FEERFUT CyoH sFaN3NaOs, 437l 441.36 g/mol TH D, K77 Z E/bF R U U AELLT OEE
Xx b,

N7 7 ZENF M) U ATAA~KREACROMKRTHY | KITETIZ W,

RO THLTETADT 4V ha— R MET26mgD RALTZ7IELFT NI TLAEZERLTE
. ZIUXRAT 7T EVIEBREO 50mg YT 5, U TORIIMMEET - D-v o= h—/,
fEmmElre—RX RE RV K232, 777V a—nfgr b oA ROT<ABATT UL
MU DL, BERIOT 4V a—T 4 7L, W & L CRaigbek, ~ 27 v 2 —/L/PEG, KV
v T va— G A . s KO eTF Z vk Ei,

12 EREREHE
121 {EFHigF
KT 7 Z eid, HIV-1 DYV A NVAKTH D [Dr L X5 (12.4) 2/

12.2 FEhZ

RAT 7T BOVERCIRIR &2 52 1) 7= HIV-1 (285 L2982 5 & L= EA b, A ESER
BRIZI\WN T, HI CH BTN Pl D A L ATEED RS S v, RBRBAAIE N O &G 11 HZETO
HIV-1 RNA B &OYHEIZ, FAT 277 2mg, 10mg, X O50mg @ 1 B 1 [EHFKGIZBNT,
TNEN LS, 2.0, KT 2.51ogy TH-o7, 50 mg BHREZIBWNT, HuU A VA KSIEREBEG% 3
~4 AITHER STz,

DEMA~DOEE  mEA, 7T BRAR, 70 2 F—"—RRICBW T, 42 FlOREERE I
R LTT TR, AT 77 EIL250 mghfEik (EFIRREIZISIT 5 50mg 1 H 1 BHIEG- &0 3 %
DUgEFER) . KOEXR 7 x40 400 mg (FEXIFRIE) OHREREOFEG 2 BIELICHEMm L7, R
BRBAME L O 7 BRI L D4iiEM%, FridericiafifiiE{L (QTcF) 12325 < A7 77 e izxtd 5QTc
AL BB T DR KMEOEYMEIX, 2.4 msec (71 95% EFR : 49 msec) Tho7-, T EFAI1LEE
% 24 eI LL B, QTR A LR S e o T,

S RE~ DR  BOERIC KT D RALT 7T BV OB T . fEwRSRE QT H) X% E Li-F
— T TV EEAL, TR, 3B TGRS CIMli S, EBRE I LT ST
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50mgl B L[EIRS (1264]) . FAT27Z7E050mgl H2EES (134) . UI7I78R1H
1E (126)) % 14 BE&ES Snz, FAT27ZEA850mgl B 1E 9%KTF) XO50mg1 H 2
Bl (13%KT) #5 INHERFICBWNT, &5 14 HRZIC 24 RHERICE > TEEN =7 LT
F=r 7 VT 7 ADIR TR A LN, EEOBRKKARE (REKA A~V —LDI VT F
YA Ko THE) ITADB IR E (REEANZ T I BIRBEDO 2 V7 T o AL > TH

E) 12 LT, FAT 7T EMINVTIOHAREIZBNTL T 78R LR L CERREEL RIFX
oz,

12.3 EWYEiRe

N7 77 BNV OIEWEIRE T A — 2 1%, (R BRI OY HIV-1 1T U 72 s AR CRE
St TWob, FAT 27T ENORERIT, EERAEERE & A HIV-1 BYYEBE L O Tl
TeRalfkk TH o7, HIV-1 G L7-WRE C BT 5 50mg 1 H 1 [EIEE#Z Ll L= 1 B 2 B4
HB#O RVT 77 EVOERIEegGERE (F6) 1T, BMARBRICBWNTRALT I/ 50mgl H 2
B35 SN HRE O L b a U A NV AEKOE BB DN EFER O HIC LD L5
ZbNl, ZNHDORBRIZBNT, TEZ A ITBRFEOFEICERRSEE SN,

£6 HIVICEBELEBRAIZET3EERETO FATISELNDEYEIRE/NS A —2HTEE

50mg 1 H 1A 50mg 1 H 2 Al
NG A—H AT * (%CV) AT ° (%CV)
Chax (mcg/mL) 3.67 (20) 4.15 (29)
Cpin (mcg/mL) 1.11 (46) 2.12 (47)

® SPRING-1 #B& & U SPRING-2 fRER DT — & % 7= REE M SR BhREARAT (2 55 < HEE il
SVIKING (ING112961) k&% U8 VIKING-3 #Bk D F — & & H V= R S s BE g 12 255 < H#E il

WL . RVT 7T Ok OG%, SR E SR E 2~3 KFERICA DT, 1 H 1 [
BT, K5 BURNICEYBNEN EFIRIEICE L, AUC, Chpux, X OCoyn® FHOERE L 1.2~1.5
THol,

KT 77 ENOMmEFRREIL, 5S0mg % BRI HETII#& G aEnoE &% FE-> TEMmLZ,
K777 e invitro ICBW T PHIEREDOEE TH D, RVT 7T ENLDOMHTHI A F T <A
ZE VT 1 TEHE LTV,

AR RBT D BFEORE . TET A3, BFOFEIPPOLTIRATE S, BFI LT
77 N OWINEAIER L, WINHE 2 BIE Sz, K, PUIEBEMRICEY. FArTrIen
DAUC gy 1THEE T & L L TEIEI 33%, 41%. 66%. Coaxl ZEILEIL 46%., 52%. 67%HENL |
Trax TEALEI 3 FR], 4 WFH], 5 BEM] & A T oD 2 RIS B~ THER L 72,

S5  InvivoT —H IS &, RAT 7 I et e UEEAEICIERICH S FEE (98.9%LL
) L. #EE AT 7T e o iEREICKF LRV, REEMIEMEREMREITICE-S< &, 50mg
1 H 1 EEGEZDO LT OSHMAERE (VAF) X174 LEHEH SN D,

WEBRER (CSF) @ RVT 770 50mgl B1EIETANAEN /T I TR’ In=ht
HIV 382 X D I1RFERRER O 72\ 11 FlORERE 2B\ T, InEB G 2 1% Db 2~6 IFfil#% D CSF
KVT 7 VRO R RAEIL 18 ng/mL (#iPH : 4~232ng/mL) TH o7z, Z OFTROEEKM RS
HIZBH SN E 7o Ty,

R E ORI . Rv7 7 F BT FEICUGTIAL 2070 L CRE S 228, —8IECYP3ANES- L C
W5, [MC] FAT 27 I eLoBERO#EG%, HEED 53%TREIAE L CEEDICHES N
770 BEHED 31%ITRFICHRE S, ZTORRIZRAVT 70— VAT VT v o faaik
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(B 58D 18.9%) . N UNIRFEDOIALY) (BHED 3.0%) . KOZEON-ILT VX VANK S fiF
M (H&ED3.6%) Tholo, £z, REMKDOBEHMII D0 o7 (TE5 RO 1%AT)
RIVT 7 Z BV ORI 14 BRI CH 0 . RHENIERYEIEMATICE S &L AT
U772 A (CL/F) 1Z1.0Lh TH S,

FEWICHERIC 17 5 20 RIS x5 & LIS BROFE#MT izl T, RArT7 7 oe
N ORBHEENRFTIV UGT1AL OBE A2 H T 598805 (741 1%, UGTIAL IZ L 2 EH 72T
BT 28 a2 BT HH8RE (41 #) L L T, RAT 77007 VT 70 A% 32%K<
AUC 13 46%E 703> 7=,

Frill 7o R AERH - fAAERERE RS . ROV T 7T EVIERICAFIR TR - Rtk 5, e o iTkksE
[ (Child-Pugh/)#EB) & A3 248 8 il & | kIR & U7 fdtRemiing 8 il 4 bhi L 7= akBriz ks
T, 50 mgHiERGIZBIT D VT 7T ENIREREIL 2 DOREGHFE CTRKR TH > 72, BENG 15
JEDFHEREREE  (Child-Pugh/HASUIIB) 26T 5 BFICK LT, HERAMETT 248300, R
NT T T BN OFEEN RIS D HE DO ITHEREFEE  (Child-Pugh/yFHC) ORI DWW T, BRI
FERa STV, 2072, EEOIFERERELZ AT 2BEICB T 57 71 O IEHER S
AN

B THRFR C TFFR o+ /b X D BT - RN &5 & U= Bk O RHE R EhRE AT IZ L 0 |
C BT 7 A NV ADBEMEBGLT FLT 7 F B0y EHRE Ik L CTHRRIRAIICEWRD & 58 % KE
K7W EMREANT, BEIFA YA NV ADOEBRICBET 57— X FZE STV,

BREREIEZE - REALIKE 7 V7 0 A%, FVT 7T L0 EEAYERE Ty, BEED
EHSREREE A AT 5 HBE (CrCl1<30 mL/min) 8 &, %fHR & U 7= fEREgiBa 8 f 4 thiik L 7= 7kBR(C
BWT, BEOBMEREZGTHBREICBITD FLT 7T ELD AUC, Chax KT Cog 1%, fEFEHE
B E LR L CENEI 40%, 23% L OV 43%IK T Lz, O FORKIIAITH D, SAILING iR
Bk K OY VIKING-3 R D7 — & & W T RHEE IS B REMEAT I L 0 | $REE) & WA O B B e 55
X RVT 7 Z BV OIREEE &Ik L CRRRMICERD H DR Z RIT I 2W 2 E0RENT-, R,
HRASREE WX EE O BKEREREE A2 AT 5P HIV 3RS L 21RO 220 AP HIV 2RI L D158
FRER 1L DAY INSTI O HRRER D 7o B b U < 3R E TS E OB REREE 2 A L, 7o
INSTI O 58D & % (FFE D INSTI I BH# 3 2 Mt 2S5 2 5 5 SULER AR INSTI fittE % F
THENRH D) BEICBONT, HEZHFEET 08T, HEOBSIERE LA 25 INSTI O
BHRERO S 5 (FrE O INSTIIZ B 5 M2 5 2 A 9 2 UTERRIYIZ INSTI it 2 A7 5 %
NoD [Drn x5 (124) 2] ) BEICH LTI, AT 7T ENVEBEDIKR TR T EXr 12X
DIEFNREDIKRT ., KOT €0 A IO PRI D A VAT Dtk DR ELA < AIRetEd &
HDOT, HENMLETHD, BIBMLERBHICBIT S N7 77 ELOREBRITER STV,

PERY - RN Z 3G & LT ik B O RHEE S BhEMEATIC L 0 . MERIIX RV T 77 BV OlRE RIS
BERHNCER D 5 DL RIS RN LR ENT,

NFE - RN & LTeiBR O BRI B REAFATIC L v . NI BT 77T e o3 )@k
(ZERIRANIC R D B 5 5B 2 RIF ST 2 VRS LT,

FRILE | RIS L LR R RIS BIERRAT I L 0 | L AT 75 B0k
BYREIC BRI B0k b 5 B R RIS R 2 L AVR S his,
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IR S 12 50D 18 AT D /N

RELFAERTH o7 (R T)

HIV-1 Y B3 (10 61) 1
OIPEREIL., FAT 77 EL50mg A1 H 1 [EFS Shza A HIV-1 rﬁzmra%%‘
[k (14.2) 2HE]

BIFD Vv r 7 7en
BT % IEY)E)

DEEEHIT5Z 6 THD (RI)

ﬁiéﬂtTt#4&@1%Wﬁ£¢%&@%@%wéﬂéik@%%%ﬁﬂﬁ%®%%ﬂ%o
SHEDEM BESIHESEIRIE 2. KSR LT Uk - & 2.1) .

&8 HRAEFOEYMBEBISHT S FILTITIELORE

DHE

®7 MNREERFICEITZ FILTISELDEEREDEDIHE/INNS A—4
NVT 77 EVOIEMEIRE/ N T A — & OHEE(E
LMELE (%CV)
Cinax AUC(0-24) Cos
(mcg/mL) (mcg.h/mL) (mcg/mL)
oS VEEN TETA R (10 1) (10 f51) (10 f51)
12 s LL b 18 Bk 50 m
W, 7> 40 kg LA h 1% 3.49 (38) 46 (43) 0.90 (59)
J: a

CKEN3Tkg THAZHRE 1PIIT 74 35mg & 1 H 1 [EHEEEShiz,

FEWHEAER - 77 A KOPFH S35 ATREM: O @\ il o 5 SO X3 BN RE FAOFH AAE IS
?éﬁm%f&Lfi<ﬁ%éﬂé£ﬁ%ﬁwtiwmﬁﬁﬁﬁ%ﬁ%méntob»777tw
A SN DD ERA DI ENEE I B A RIT S RN EE X BNDHDT (F)  [EMIALIENY
(7.1) 2] . 2o OEYMHAEHRBROEEBIL, VT 77 EVOIREERIZRT 2 0FHEE

FAIALENT (7.3) ZH] -

RV 7 e VO FBEOE R O Of F 385 o SR 4 Eh

N N TEesA | Bl BB/ T A — 2 DML (90%(5HE X))
P N =N
PrRRHIR A& DR | BB L=1.00
Crnax AUC C, XiE Cy
TF =LA NTIF—)L 50 mg 15 0.99 1.03 1.02
0.035 mg 1 H2ME (0.91 - 1.08) (096 -1.11) (093 -1.11)
AP R 50 mg T 1.00 0.98 0.99
16~150 mg 1 H2[MHE (0.94 - 1.06) (0.91 - 1.06) (091 -1.07)
A 25mg 0 B 0.95 B
3 mg 1H 1 (0.79 - 1.15)
norgestromin 50 mg 15 0.89 0.98 0.93
0.25 mg 1 H 2 (0.82 -0.97) (0.91 - 1.04) (0.85 - 1.03)
yareely s 50 mg 16 1.10 1.06 1.21
25mg 1 H 18 1A 1 (0.99 - 1.22) (0.98 - 1.16) (1.07 - 1.38)
T/ HRENY Y Tk L
;éw@ * somg || 1.09 112 1.19
1 H1 0.97-1.23 1.01-1.24 1.04-1.35
300mg 1 H 1[H] 5 ( : ( ) ( )
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£9 FILTISELOEYEBREICHT HHAXFOEEDOHE
fhFI PR FEDEHRED KvT 7 F B Lo 3B kE
. INT A — 5 DI
U N = i -
RS O B 7 ﬁﬁ’f i g; (0% (A )
- B2 L=1.00
Cmax AUC Cr X‘i C24

7 HYFF e 30 mg = 1.50 1.91 2.80
400 mg 1 H 1 [A] 1 H 1A (1.40 - 1.59) (1.80 - 2.03) (2.52-3.11)
TEYPFF N/ FFEL 30 mg 0 1.34 1.62 221
300/100 mg 1 H 1 [A] 1 H 1A (1.25 - 1.42) (1.50 - 1.74) (1.97 - 2.47)
7 ) R E L 50 mg 5 0.97 1.01 0.92
300 mg 1 H 1 [H] 18 11 (0.87 - 1.08) (0.91-1.11) (0.82 - 1.04)
ZF e hFEL 30 mg 15 0.89 0.78 0.62
600/100 mg 1 H 2 [A] 1 8 11 (0.83-0.97) (0.72 - 0.85) (0.56 - 0.69)
7y E LY 50 mg 12 0.61 0.43 0.25
600 mg 1 H 1 [A] 1 H 11 (0.51-0.73) (0.35-0.54) (0.18 - 0.34)
T rFEY 50 mg 16 0.48 0.29 0.12
200mg 1 H 2 [A] 1 H 1 (0.43 - 0.54) (0.26 - 0.34) (0.09 - 0.16)
T~ hT Y 4+E LTS EIL]
) ;Zw J s | s0mg . 0.88 0.75 0.63

1H1 0.78 - 1.00 0.69 - 0.81 0.52-0.76
200 mg + 600/100 mg 1 H 2 [A] 5 ( ) ( ) ( )
— hZ Y+t ]
]\;Z\W 4 TEMITL 50 mg q 1.07 111 1.28

1H1 1.02-1.13 1.02-1.20 1.13 - 1.45
200 mg +400/100 mg 1 H 2 [A] 5 ( ) ( ) ( )
RAT L FLFENY M
Ny 4 50 mg = 0.76 0.65 0.51

1A 1 0.63 - 0.92 0.54 -0.78 0.41 - 0.63
700 mg/100 mg 1 H 2 [A] Lk ( ) ( ) ( )
o e R EL 30 mg s 1.00 0.97 0.94
400/100 mg 1 H 2 [A] 1 H 11 (0.94 - 1.07) (0.91 - 1.04) (0.85 - 1.05)
HIELA (v—1 v 7 RY) 50 mg 16 0.28 0.26 0.26
AR 5- Hi[A]$ 5- (0.23-0.33) (0.22-0.32) (0.21-0.31)
IR (v—1 v 7 A 50 mg 16 0.82 0.74 0.70
RAT 75 P 2 | BRI G (0.69 - 0.98) (0.62 - 0.90) (0.58 - 0.85)

]/ = \: N AL

BZy@?: B3> (One-A somg | 0.65 0.67 0.68

0.54-0.77 0.55-0.81 0.56 - 0.82
R HA[E G- ( ) ( ) ( )
FAT T —)v 50 mg = 0.92 0.97 0.95
40mg 1 H 1] HA[A] £ 5- (0.75-1.11) (0.78 - 1.20) (0.75 - 1.21)
prednisone 50 mg 12 1.06 1.11 1.17
60 mg 1 H 1 [A]k HiEI 5 (0.99 - 1.14) (1.03 - 1.20) (1.06 - 1.28)
PR SN SN 50 mg 1 0.57 0.46 0.28
600 mg 1 H 1 [A] 1 B2 (0.49 - 0.65) (0.38 - 0.55) (0.23 to 0.34)
J77oEi?® 50 mg T 1.18 1.33 1.22
600 mg 1 H 1 [A] 1 B2 (1.03 - 1.37) (1.15 - 1.53) (1.01 - 1.48)
U777 F 50 mg 9 1.16 0.95 0.70
300 mg 1 H 1 5] 1 H 11 (0.98 - 1.37) (0.82 - 1.10) (0.57 - 0.87)
yLrey 50 mg 16 1.13 1.12 1.22
25mg 1 H 1 1 H 11 (1.06 - 1.21) (1.05 - 1.19) (1.15 - 1.30)
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A OF R BEOERE D RvT 7 F v o SEpiEhhe
— . INT A — K O
ST I (90%{Z A< )
- B L=1.00
Cnax AUC C, XL Cy
tipranavir/J hJ &L 50 mg 14 0.54 0.41 0.24
500/200 mg 1 H 2 [A] 1 A1 (0.50 - 0.57) (0.38 - 0.44) (0.21-0.27)
T 77 L ENL 50 mg 15 1.18 1.25 1.40
750 mg 8 [ f 1A 1 (1.11 - 1.26) (1.19- 1.31) (129 - 1.51)
boceprevir 50 mg 13 1.05 1.07 1.08
800 mg 8 [ f 1A 1 (0.96 - 1.15) (0.95 - 1.20) (0.91 - 1.28)

S RATIZENS0mgl H2EEE LY 77 B AR LI RAT 2 T80 50mg 1 B 2 BI#E & o
P RATZTEAS0mgl H 1 EHEEGE ) 77 o B R LI AT 2 F e 50mg 1 H 2 [B[ 5 & o ki

124 DA IILRE

TERBET - SAT 7T eMIA T 77 —BDIEMEIL AT 2T o T 77 —B&E
L. HIVOERY A 7 VICHER L b a7 A VAT 4 F 2 ) REREE (DNA) OfF EQ i ~DHL 4
IATREFRIC 51T 5 DNASHER S 295, KRHIV-1 A T 77— L ORILE L7 EDNAZ
U CDNASHBRRS B & AL 2 T35 CHIE L7255, ICs flI% 2.7 aMME OV 12.6 nM T - 7=,

AR RSB IT DL A VRGN« FVT 7T EVIEBARIHIV-1 OFEBREHRITHS L TH 7 A
JVATEMEZ R L, R MEAZER (PBMC) M OMT-4 ffEIZ 351 2 ECso fE D FE¥IMEIT 0.5 nM

(021 ng/mL) ~2.1nM (0.85ng/mL) Th o7z, N7 77 /I 13 FOBKIIZSEER 7 L—
RBABERRIZRE L THLY A WV RIEMEZ R L, SRS B DA > 7 77 — BRI A W ie o A
WA o AT 7T —BEEZMEREEIZB T DECs O FEfEIL 0.52nMTh > 72, KT 7 7L
1. HIV-1 BERDBERE D 3L (FV—TMIZJET 527 L— RA, B, C, D, E, FXUO'GD% 3 i,
WNZZ —700 3 FE) 1Txt L CHIIEESERICB W TV A LV AIEEEZ R L, &HIV-1 12555
ECso fl1% 0.02~2.14nMT&® > 7=, PBMCT v A IZBW T, 3 FEDOHIV-2 FRESBERIC 95 KL
T 77 EJVDECs fEIL, 0.09~0.61 nMToh > 7=,

oI A NAIEL OO T DIV A VARG © RAVT 77 ELOH T A L ATEMEIL, INSTI
ThodINT 77N, EEBRTETREERBEA (NNRTD) THLHTZ 77 EL Y IXETE
V. BiRRWER ERERLER] (NRTD) THAHT ASHDEALNIIAX TV, a7 7 —BIHEA

(PI) THAHT 7L FTEAIrE SN, CCRS alLb v F¥—fiHTthr~Iru s, Xk
A BLEHI T & Denfuvirtide & OPFHIZ LV | i ied o 7=, HBVHIRGEHRAERTHLT7 T
BFENL, I TANVAETH DIV ALY EJFHIZEB N TS, RV T 7T ELDOH Y A L ATEH
ITFEPLENL2 ho 7z,

Wi AR © RVT 27T EAME Y A L AT, Bl 28R OHIV-1 ¥R V7 L— FERD
AR R RICB W GRIR S 72, E92Q. G1I8R, SIS3FXIXY. GI93EXIIR263KD T X/ BRAEH
A IWVANER DO THILL, FLT 7T N ORRSZMHITHR KT VA FITIR T L,
QI48RIUITQI4BHEH T A N A ZMWREER T D L. A 0T 77 =BT I JBERZ AT
DIANVAPNERIIL, N7 7T EVORSMEITEICIE T L7z (fold-change& LT 13~46) , fF
MEg72 A > 75 —PZEFIITITA, E138K, G140S, M UMIS4ITH - 7=, FIZ, G140SK *Q148H
DERZHTDH AL ADEERIC LY, L74M, E92Q. K UNISSHDZEFR 7 A )L Z 88N &

ni,
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P HIV 512 0 B I50ERRBR D 200 B2 H1LHIV 3KIC X D IRIERBR O 72 kB 2 xt g b LT
SPRING-2 #tf# & O SINGLE RBRIZHBWT, FAT 7 TN 50mgl H 1 [EEEGEECTIE, itk
#7t/%(%%%%ﬁXi%ﬁﬁif@ FERBEREIZ HIV-1 RNA £7° 400 copies/mL % L[A] D) |
73)Ofﬁﬁ BT 27 —2 0B 5 64)) I2BWT, RAT 7T eV I 5B A &i7- NRTI

2% LTRSS MEOIR T2 &= B 13 722 v o 72, SINGLE #RBR (2350 T HIV-1 RNA #3
275 copies/mL T - 725D 1 FlZIW Tk, 24 BB INSTLAREIZ L 0 miEZE R (E157Q/P) A3 H
BLUToS, ZHUCEE LT RAVT 77 ENVORBSMEITIK T Ledr - 72, SPRING-2 7B X% SINGLE
RERONWT D LT 77 ENEERICBWN TS, RRIEOIEFTERII T 5 Mt O s 128 B
IR SN2 no Tz,

PLUHIV FE(Z L SIEEAER D D, hod 77— T N T R T —HER DR
FEBR D 720 2 - SAILING RERIZEB\WT, KT 7T BV CTHR G BMa% OmEICE T 57—
DHDHISHIOH S 5 HING, RFETICOBESNIZUANVARICA VT 77 —BEREICE Y BT 5
7 BRER (%K 1 BICENFR LTAUM, Q95Q/L. XX VISIV/A OZEFE 70 2 filiC R263K D%
W) BEOLNZ, LNLARRL, WTNOHEREOSERLREM L LT, AT 77 AT

FNT T ENLDOWNTIUCK L THRESZMOR T IR S ieoTz, R THLTINVT /I
NEETIX, BGBBHOMEICET LT —208352 326055 9 ISt S iz A LA
INSTI ffifPEZE 5 (L74M. E92E/Q. Q95Q/R. T97A. G140A/S. Y143C/R, QI48H/R. V1511, NISSH\
EI57E/Q. KUY GI63G/R) MR I4L, S HICRBIME L TH I VT 7T ENLMETH -7,

PLHIV FEIZ L ST D 0, hod 7 T —FX T N kTR 77— ER DR
b B S HEEE  VIKING-3 :BRTIL, INSTI (VBT 7T ENANIITINT 7T EN) EieiEiEIC
kLT EUFBIRIFICB WO T U A VA FRTER KRR ORBRZ AT o RE 2 x5 L LT, N7
77N 50mg 1 H 2Bl fai /s SEEE 0 Lc S8 OFEZ T L7,

ABRBAAEIE OFE B T & DS  REBRBIARFF DT — 2 B 5 183 1D 9 B, 30%53Q148 (T4 H
DoDHTANAERLTEY ., 33% TR AR T E R INSTIHEZ 5 (T66A//K, E92Q/V,
Y143C/H/R, QI48H/K/RKE UNI55H) MR S edno 723, 2o O BE TIXINSTIM MBS 74
BOPERE, XTIz AET 7Tt LIXT AT 7T eIkt A ERBA L LT Ot o B R
N DNy, A7V —=1 W ZINSTIMH Wﬁuﬁ%#tﬁﬁj EhTuni,

ARERBHAGRF OBAR TR Z & OFUGHEZ . 24 WA H IR TR U7 g8 e O 24 I L 7= gk
BEOY Ty b (124 ) %ﬁﬁu\fﬁﬂﬁw_ (£ 10) , RBRBHAAEEIC INSTI (Mt O BELEFE D Z2 2038
oo T HERE VX T 5 24 B TORIGHEIL, 75% @4 FIF 33 6) ThoT-, RERBILERFIZ Q148 £
BOANAERTHEETIL, RAT 7T ELEEREIECHT 5 24 B TOMISFRIT 36% (36
F 136 Thotz, 7B, Q48 ZBEITLF AN Z: INSTIMHEZ R & L CHEEL TV 5, RERE
BAREIZ, INSTI MHPEZRT 2 /B8 (L74UM, E138A/D/K/T. GI140A/S. Y143H/R, QI48H/R, E157Q,
G163E/K/Q/R/S, XiX G193E/R) 723 3 FHLL FAFAET 2 U A N AZFFOBE TIX, VA VAT
JEDIKT (25%. 28 Bl 7 f51]) DN A BT,
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%10 VIKING-3RERIZEITAAVTIS5S—ERA SV R FSURT7—HBRABRED H HHER
EDREBRBWBEOS VT —CEEGFE I EORE

248 T DU
BB AARE DB AR 7 (50 copies/mLAi)
Bty b 124§l
A1) 64% (79/124)
NI55H, Q148 Z#7a1L 80% (16/20)
Y143C/H/R, Q148 25572 L 56% (10/18)
QI48H/R+G140A/S, ZILLL EDAI IR 72 INSTI itk
B L 56% (10/18)
QI48H/R 121 % C 2 F¥ELL Fo> INSTI ifi it 45 52 »° 18% (3/17)

TINSTI MiFEZE 51 L74/M. E138A/D/K/T. G140A/S. Y143H/R. E157Q. G163E/K/Q/R/S. i G193ER % &,
® QI48H/R 2 FT N % T 2 FSELL Lo INSTI TS B2 H 4 5 BEICB O TR S £ < A BT AT Q148+ G140+
E138 (12 %) Th o7z,

PBRBA GG DR B Z & OFUG = 24 1 X0 FHCH IR SUIFRR U7 O, 24 I L 72 #R
FOYV 7y b (120 F) &AW TREBGREORBN Z & ORISR EZMHIT LI (R11EH) . 2
N5 ORBRBHIREE DK R BIR 7 )L — 7 1IVIKING-3 SRR I AAN BN BFICESHTED, R
INT T T KT DR ERRIESZ M ED T FARA V FERLTWADTIERY, 20T —X
1. INSTI: 2B B ERE O RILT 7T EIOVIC T BIRERT ORI EES < 7 A L R 2R TER
B D A BT D a8 A BRIRIEIC S 2 5,

£11 VIKING-3RERIZHEITE2AM VT 5—ERXA SV RS URD77—AEROREEBROH S
HEREOFBRMBEDO FLTI S ELRRE (HRBIZx3 SFold-Change) Z & DRI

- e e e , 243 T DS
ARERBAAEEF D FLT 7T LR (50 copies/mL i)

i~ &
(BZHETORE : xtHRIZ%d 5 Fold-Change) Y7 k120 4

4t 63% (75/120)
fold change 3 A 72% (63/87)
fold change 3~10 A<Jiij 42% (10/24)
fold change 10 VL _E 22% (2/9)

ABRIEETICRBIL AT VT —BA TV R T A7 7 —BAERImE © VIKING-3 35k IC
BWTKLVLTZ7Z /01 H2EEGEET, 24 BRE, {REIRBRE, SUTERER O & RBEREIZHIV-1
RNA 7 400 copies/mL% BV | 24 W OMHEMATERFEIC & £ 72 EE 1T 40 I TH -7, 24 HOIM
PEFEATSEEIZ BT B D 45% (40 I 18 ) T, ZrBERRICIAIE FIZ T8 B L 72 INSTIM 28 2
NI, IBEPITHR S S I3 L2 INSTIREZE IXTITATH o 72, FILT 7T BRI
BB IS F B U 72 2 OO INSTIMEZE 21X, E138KUUEA, G140S3UFA, & L <I1XQI148H,
RIIIKMWE N TV, 28, Q48 AT, SBR O A T ANANCZ OE BN HER I
TV E IC B W TR &7z, L74M. E92Q. YI143HXIXC. S147G. VI5S1A., MI154I, &w
NISSHOZEF L, EE4 1 6130% 2 FlO Bk TREDSBR I S iz, 1RO BE )B4y
SHUTZINSTIMHEZ BEE (18 f51]) 12\ T, RHRICXIS 2% KvT 77T erdfold- change@tljﬂ%ﬁ
23 1% (#iPH : 0.92~209) TH -7,

K777 e/ 1 B2 BEGRIZEBWT, 1 AIXITZRL B siERIC T HmED 24 O

MHEEAT R 0 30% (40 10 12 f51]) TIHIH L=,

22




RRFEMME « B FFRAG o1 72 T — TR Z 2 N7 2R 77— ZRHEZFHIYV-1 & OF
HIV-2 2B . RIVT 7 Z ST D&% 60 FEOINSTIFE AL R B A28 FEHIV-1 7 A JL A
(H—7 I VBERT A VA 28FE, EEHOT /Mﬁﬂv4wxnﬁ)&06@@Mmeﬂu
FERERHIV-2 U A VA Z W TG L7-, B—OINSTIMHEZE R (T66K, 1151LKE US153Y) |
EV. FVT 7T EVESZMEIE 12 fEARMITAR T L7 CeFRRIZ3d % fold-change D l.zyﬁﬁ
%) . BEOEEOMAE TH HT66K/LT74M, E92Q/N155H, G140C/Q148R, G140S/Q148H, R, X
IZK. QI48R/N155H, T97A/G140S/Q148, } (FE138/G140/Q148 TiX, KAT 7 7 v ﬂ#éﬁﬁ
PEIE 12 REREICIE T Lz (RHBRIZ RS 5 fold-change D&iPH : 2.5~21 %) . ZHRHIV-2 2BV T
A153G/N155H/S163G X% TNE92Q/T97A/N155H/S163DDE B DA HEIZ LY KT 7T LD
P 1/4 £51248F L. E92Q/N155HK (’G140S/QI48RDZEFEIZ KL » TENEI 1/8.5 5 KON 1/17 f51
KT L7,

R GREFR [ ZA R X7 7 7 7 — A 22 4% - 2 F0> NNRTI fiftE, 3 fH> NRTI Mk,
KON 2 FE PIME HIV-1 ZBRERICKT LT, KT 27T EUTE AR & [RIRRE OB A L A 15 %
~LT,

13 JEEREREF NS
131 NARME. ZERRHE. £ESH
ﬁhﬁﬁ:??xﬁﬁﬁyF%%MﬁFW?ﬁ?Bw®2$%@%ﬁhﬁﬁﬁﬁiﬁéﬂkoV
7 A% 500 mg/kg DHEE T, 7 v MEISOmgkgDHEE TRE SNz, U ATIE, HHEIZ
WM B U7 B RARICAE RIS ONT, LT 77 E/LOAUCIKE ﬁo<%$a
EMIBTAHSEHESOmg 1 H2 A TORERELY L 45Eh-o7T-, 7y MZBWTH, &H
%&kw(%ﬁ (\CBEE U7 B R A RIS NI A ST, KT 7T ELDAUCIZ IS < IR R,
bt MZBITHHELSEHESOmMmg 1 H 2B TOREEL D HET 105, METISHEE -7,

ZERIFVE - PRI TR IR AR VWX)/7¢%7ﬁ% X > A V2 in vivo /)
BRERICHE T, RLT 7T ENICBEEEITERD bR o T,

AN - Ty MERHWTER I ERBRIZEB VT, mmquaifwﬁngw%ﬁ?Hw
IIRBL T Z RIS B A RIE S e o Tz, ZOMEIE, B MBI A HEHE S0mg 1 H 2 [ET
DIEFELD L 24 EEWIRER TH -7,

14 ERPRELER

TETA OFMEE. BUHIV 32 X A 1EBRBR O 72\ HIV-1 (e L7988 (1,641 #1) 1258
VW CIE SPRING-2 (ING113086) #5% & Y SINGLE (ING114467) Bk 2 55k, HT HIV EIZ K 575
TRARER N 0 | 7> INSTI O ERRBRD 72\ HIV-1 (ZYs L7=9%BrE (715 B1)) 2B Wi
SAILING (ING111762) #RERD 138k, INSTI OFGREERO H 5 HIV-1 ([ZEGs U= 95a3E (183 f41)
IZFB WV TIE VIKING-3 (ING112574) #RERD 1 SRER G ONT-T — X OfFFTIC IS <, Fln 12 7%
IYERYINGNE féft&4@ﬁ% L. INSTI fHPED 72 HEERE (23 B) ZX5 L LSk

He[] | ﬁ~7/7«wﬁ% % 24 B oM, EyEiie, KOHEMEOFHMEICES <,

14.1 RAHBERE

PTHIVIEIZ J 2 IBIRERER O 72 WHRBRFE © HTHIVEEIZ KX 2 1RERRER D 22 W HIV-1 ITJEEE L 72 AT
AT ETA OEMET, 2 oOMIER, EHESMRIEE, —EER, BEGRERTHD
SPRING-2 ## & OSSINGLEER 0 48 WIZ 1T 55 — &@%ﬁ HASL,

SPRING-2 B& (2T, &2@@%%%#7t745m%1El@Xﬁ?W%f?mem%l
A2 BEOWT—FIZEEAIZEID T o, D b 1RO E2Z T, mife i
NKH@zm%éﬂ[7Aﬁtwm&ﬁ&?‘7/y(IfV:A)RuiAFUV&HV/%/
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RENL (YARE) OWT—F] Z0FH UTc, AWER VL EVEOfENTIZIE 808 il OERF A3
GENT, RBRBHAGRIZ IS T D HERE OFR O AL 36 5% T, 13%I3 4, 15%IXFE A AFE,
11%IE BB L/ it C ﬁ”ﬂ?* U A IV AEMEYEE . 2% CDC 2337 C (AIDS) | 28%I% HIV-1
RNA 78 100,000 copies/mL % A1V | 48%(3 CD4 Btk U o /RERELAS 350 cells/mm’ ﬂQ{ﬁﬁ\ 39%IF =
A LDBEEG I, D ORMEIXIREREICB W TR TH - 72,

SINGLE #BERIZIB W T, 833 HIDOWEBRE N T A A EANEEE L T 7V ORAH] (7Y al)
EHFHLTTES A 50mgl H1[El, XI=77 LY /A RN) U ZEY /T R ENELAEH

(T RUTZ) OWTIH—FHIZEESIZH VT o, D b 1 BoOEGE% )7, KR
TERFIZ BT DB OFE O P IME T 35 BT 16%I3 e, 32%IXFE A TR, 7% C RUF4 =
BREGH BARIFR VA NV ADOBEBEYZFRS) . 4%IL CDC 73757 C (AIDS) | 32%I% HIV-1
RNA 7% 100,000 copies/mL Z E[F] V) | 53%3% CD4 B VU //\ﬁ@ﬂmi 350 cells/mm’ il Td» > 72,
ZID OFFEIXIBEREMICB W TR TH - 72,

SPRING-2 7} (Y SINGLE #RERICH 1T 5 48 HOFER AR 12 TR LT, RIFFERILINTEY,
B DR BT A DT, _ng@ui%ﬁfzﬁ&%%ﬂ“éméf BN
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% 12 SPRING-2 RER R U SINGLE BRERIZH 115 48 BTOEIFF TAEED Y A1 L R ENERIR
(Snapshot 7JLT 1) X L)

SPRING-2 Bk SINGLE # 5
TETA TINT T T e 7t’7:r“‘50mg 7Y FS
50mgl H1M | 400mgl H2F | + =72k LH1E
+NRTI 2 %l +NRTI 2 %l 1H 1A (419 1)
(403 151) (405 f51)) (414 1)
HIV-1 RNA EAt . . , .
50 copies/mL 88% 86% 88% 81%
HERIGIER D7 2.6% 7.4%
(95%{Z HE X [H]: -1.9%, 7.2%) (95%{E HE X [H]: 2.5%, 12.3%)
A I REHIERS 5% 7% 5% 6%
48 BDEFBEHMD Y 1 . . . .
RSN TR 75 L 7 7 s 13%
R
HEFELILLTIC X . . . .
7 SR AR D o 11 © 2% 1% 2% 10%
FOMOEBIZ LA
Ak B 5 0 o I 4 5% 6% 5% 3%
FEMME S OT— X1 0 0 0 1%

PR DNERER | ke
HERBRIAR D2 5EIZE T < 48 BTD HIV-1 RNA EA% 50 copies/mL RETHIHIBEBREDE S

(%)
mIFHRIAILRAE
(copies/mL)
<100,000 91% 90% 90% 83%
>100,000 82% 75% 83% 76%
R
Bk 89% 86% 88% 82%
otk 84% 82% 85% 75%
AFE
H o A Fl 88% 86% 90% 84%
FEHENFE 85% 85% 84% 74%

*HOUOBE LRI TR L7,
O LW BIRIEICE T LIER], 7 e b — LI BB LAWY BIRIEICE T LER], T 48 B X v #ioA %)
MO RO 1= D5 ik ZEH L= 48R (SPRING-2 B D Z) | ARMEDRANITHEIZ L Y 48 £ Tic
b U gk, O 48 3 OHARIIZ HIV-1 RNA 723250 copies/mL L b & 72~ 7= 45 2 & T,

C1HAENS BEONWTNNORRICBWTHERS I LCIZL Y Ik LT, 48 @BOFFEMMF OIGEICBT
BT A AR T — H IR VER & & e,

SRR, BBAREE, B, S ha— b Ombi%g, FoMoEE ST,

SPRING-2 7k . VA NV AFRHRIFIEL, CD4 Btk Y v/ SBRE, AR, M OVE 5B NRTI & LT
DT a KXY NARE O 2 G T ek BR B ERE O RMER T H R CTh o 7=, MEEIZ BT 53R
BAAGIEDS B 0D CD4 Btk U o _ER B O 2L B D P oLl L, 48 I T+230 cells'mm’ Tdh -7,

SINGLE #% : sBRIGHE D721X, HIV-1 RNA &, CD4 [tk Bk, An, PERI. R ONAFE
Za BB AIF ORMEM C—ETh o 72,

TETA + TV a sF RO T, BRERBHIARED D O CD4 Bk U > REREL O S -k
BOVHEIL, 48 # T 267 cells/mm® THY . 7 MU FFEETIL 208 cellsymm’ Th 7=, FHEIH
7= RBRIBIEBERT D 72 K T 95%CT 1%, 58.9 cells/mm® (33.4 cells/mm’. 84.4 cells/mm’®) Th 7= (b5
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MU OHE L BRIKF Th % RERFALERF O HIV-1 RNA &, CD4 BEMEY 8Bk, RO EMEIC
THHELRE)

PIHIVIRIZ L DB ERBRAHY . oA VT VTP ATV R TV A7 7 —EROF 5%
B2 RS - EES IR, EEHRAEBR (SAILINGERER) T, JiL br vA L RIEED
BRI HHIV-1 IZEYE L= T19 IO AN T 47 A 50mg 1 BH 1 B X707 7 BV 400 mg 1
H 2 [ENCEEEAICEID HTF B, TPt A L ZIEEN S 28N 207 < &b 1 FIE e Y =R
DRI U 72k 2 Al HRA 275 By & U CHRH Lz, AR O Mot icid 715 Bl ok
FENEGENT, BRI T, Tl R IAEIT 43 5T, 32%I15 &k, 49%I13 3k A N\ Fl
16%IFBA K O ITCHRIF R 7 A v A EMIEGLE . 46%ILCDC/HAAC (AIDS) | 20%I/ZHIV-1
RNA 7Y 100,000 copies/mL% LAY | 72%I13CD4 BPE U > 2 SERES 350 cells/mm’ Rl TdH -7, =
AUO OFFEITIBREEMICB O TR T o 7o, T X TOMBRE I LRBRBALEIFIC 2 7 7 AL Eohi by
ha oAV AIEBRICHMEEZ A L TRY ., #HERE O 49%I3RABREAERICZ 3 7 7 AL EoHL FavAg
JL ZIRPRITRT U CliMMEZ A LTz, SAILINGERBRICH T 5 24 WOFE R A2 K 13 1253 Lz,

% 13 SAILING BERICH 15 24 BTOE|F [HARERD D A )L R ERIERIE
(Snapshot 7JLT1) X .1s)

FGINT T TN

T B A 50 mg 400 mg

(361 fi)
HIV-1 RNA E4% 50 copies/mL ki 79% 70%

S R BRIAIR I 075 9.7% (95%(E FE X [H]: 3.4%, 15.9%)
4 IVRENERG 15% 24%
20 BOFBHMO VM WAERNT—2%G L 6% 6
ﬁﬁﬂ 0 0
AEFRL I L D RBR/ABRE O Ik 2% 2%
ZOMOBEMIZ X 5RO I © 3% 3%
AR OFT — 2 1370 WSk BR Ik <1% <1%

HEBREDHHEICE T < 24 BTD HIV-1 RNA EH 50 copies/mL KD E A (%)
mi#gh 54 JLXE (copies/mL)

<50,000 copies/mL 83% 77%
>50,000 copies/mL 70% 53%
EaEE

N L L By

Z%%t/ﬂﬂﬁﬂ\ﬂm&/ﬁwn L FEE7 PI 270% 67%
FHR P 20T X v e i i 80% 81%
51

Bk 78% 70%
ok 83% 69%
N |

H o A Fl 79% 69%
AT 80% 71%

* BR=15 5uifiE, WRBEIR, TR0 55A 2 1 AILLEGT 2 KLU F OB L b a oA 0 ATRHEICHIBR L7,
* & B COHIE LT BRI 7 TR LTz,
 [FEHEL. GBIFRAE, R, u ha—Ahb 0%, FoMoMb A ST,
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RERIGIRII DFE1T, CD4 Btk U o/ SEREON ORI % & Lt BRI IR DR IS BV T —E Thr o
77, BREREHAAEEDN D D CD4 Btk U o 7 SERE OB & OB, T 7 A 5T 114 cells/mm’,
FVT 7T EARETIE 106 cells/mm® T - 7-,

PHHIVEIZ L DIRERBERH Y . oA VT VT F7—PA TV R TV A7 7 —[LEAIOL 5%
B b R - VIKING-3 iR TIEX, 7THEHETIIT B/ 4 50mg 1 A 2 [\ & LIRS OIERIEE
e L. T O®RITRE /R RBIELE T B A 50mg 1 B 2 Bl &2k L7=2h B2 et Lz,

ik dtE], A—7 T, BE—REO VIKING-3 3B Tl, HIV-1 IZ& L= bAoA
ZIRBEDRRD BV . U A NVAFHER KR, KOBEXIT\EIZTNT 77 EAVKRD/ Tz v
7 77 Bk U CHlittE 2 A5 183 Bl ANICK L, 78S A 50mg1 H2ENZMZT7 HHA
FTIHLRI D OIEFRIE A L, 8 B H LARE X i 72 ik 21T o 1=,

71 183 Bl OHERE D A NI B AL, 133 BHXERBAAGHETIZ INSTI M2 A L Tk v . 50 BilILm:
DTET V ADOEDHZ NG -7 GRERBISAATIZIZZR L), SRERBIAAFRZ B WT, #BRE OFEH O
HROLELT 48 5T 23%I34cME, 29%IZFEE AR, 20%13 B UL OV X C BURFR & A /L A EHBK
YTl o lm, RERBALGIED CD4 Btk U o /SERE O th i3 140 cells/mm®, HTL k11 7 A L R IR
ZBET 5 £ TOM O P RIEIT 13 4T, 56%1% CDC 43742 C Th o7z, #rE 1L, KRB AL
WS T ADH L hr v A )V AIREICIEZ R L, 79%I1% 2 FILL_ED NRTL, 75%i% 1 AL ED
NNRTI, 71%% 2 FILL LD P EEARE R Z R LA, 62%IE RS VANV AZA LT enoT,

8 H HIZFIT % HIV-1 RNA 2EORERBAAFRED O O & O FAME (FEFREE) 1%, 1.4 log)o
(95% CI : 1.3 1logjo. 1.5l0g)) TH o7, 24 B TORIGIE, ARERBAGEEED INSTI ZE R D 8B 4 5%
Iz [ X% (12.4) 2/,

LIHTE COIGEIE OB %, WBrE 1L, TREChIEE RIRE2 BEREL T DS 25T
57, VIKING-3 HERICHIT 5 24 BTO D A )L A FHERIG 23K 14 IR LT,

& 14 VIKING-3 RERICH 115 24 BTOV A JLAFENELR (Snapshot 7)LT 1) X L)
TES A 50mgl H 2[#A
+ Bl 7R B E
(114 1)

HIV-1 RNA &% 50 copies/mL ki

63%

4 L RAEHIER G

32%

20 BRICETBDVANAERT—ETL
P
A EFEROIFN X DB O b Ik

4%

HERBAIAR D S HEICE T < 24 BTD HIV-1 RNA &A% 50 copies/mL KD E S (%)

A
FE
Lk

64%
60%

ARE
SREPNE
FEH ATl

67%
52%

Q148 KN Q148 ([ZHE# ¢ 5B “IREE T A VAN D HPERE BN TS, 24 8 TORLEE

BRI Uiz [Dr x5 (12.4) 2]

24 W21 ARERBIAEIED D D CD4 Bk U o BRI O b & O HJu %, 65 cells/mm’ THh - 7=,
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14.2 NRBERE

IMPAACT P1093 1%, 2 V1L #H, 48 #fH, Zhaix3kE, 4 —7 v 7L TH D | HIV-1 (kY
L7zshi, /hR. ROEDEEZRRE L THFHBEIECBIT 27 © 7 A OIEMERE T 2 —X &4
P, AR, KOEIMEEZFMT 2B T 5,

RAID FHERERMEIZIEL, INSTI O EREBRD 220 10 ] Rl 12~18 %) A XI5 L L7-4ETH
IR ERE DTN K VA E N T, AHEBRIUIRAICBNTA LN b O L RREOMmAER KT
77 ENRETEK NN T TREIZESWTERE SN, AEHRER. 13 FlOEBRE DB TRAA
non, EHEoes, 2R, KOEMEEFHME L7,

ZRD 23 BIOWERE T DR OFEAEIE 14 5% FEPH : 12~17 5%) T. 78%IT k. 52%I%
BEONFETH -7z, WRERBHAAIFIC I D AT HIV-1 RNA &O T 4.3 log)y copiesmL TH Y |
CD4 B U > 7SEREL D o 92 i1 466 cells/mm® (#iPH : 11~1,025 cells/mm®) | CD4 [tk Y o/ SER¥K
DEE O FHARIE 22% (HiPH : 1~39%) Th o7z, BIEE LT, 17%IL7RBRE 4G (2 b HIV-1
RNA #7% 50,000 copies/mL % L[E]> Tk V| 39%I%L CDC HIV FFR3FEMN C Th oz, %< OHER
FH3, LARMZ 1 HILL EoO NNRTI (52%) Xix 1 &0 PL (78%) A L CTu iz,

24 BIZBWT, TEZ A 1 H 1A 35mg: 461, 50mg: 196]) MB&E5H I, Nz Tty
FIEEAT > ToHERE D 70%I2 VT A L A& 50 copies/mL Aiij & 72 > 7o, RERBALARED S 24
£TO CD4 LYV SEREOBMNE (%) OHHREIX, 63 cellymm’ (5%) TH-o7-,

16 #t#s  BRERUIRLVEE

T ETAHES0 mgld, WL, HEOT 4 Aa—METHY | FHEICIESV 572, b O —~HOHEITIE
50 LA S L= OFERITH B,

Ty ANV RV RAF L MRS 3088 NDC 49702-228-13

25°C (77°F) I THRETDHZ &, 72720, 15~30°C (59~86°F) D&MITIHFAR S5 [USP
Controlled Room Temperature 2]

17 BE~OIFRIRM
FDA (ZRG8 S BF TN E (B ITHI X E) 250752 &,

U EAER  ERAIMOMBEERNEmE g TEWER 25 SR TN L2720, T8,
A IXdofetilide L B L7aWZ & [ZE8 (1) =M

WHUE : FZVRREL L T2GE I, BEHICHYEMICGEE T 5 X BEICET L2 L, BHHIC
TETA ROOEED LWEFIORM 2135 K5 BF IR L, BEORBEIEFO XY =HEAR
OGO D FIRENE DS 8 2 555 121, LR OIER O W T d & BT 538980 & 9 D& [E I
BT H L B DR, WEOWETT. AR SUXBEETRE, AESUIRERIBEE, 1 FEARE X
EOERE, ROKGE, EmER, IR, 0B, &, UIOPEOER, MERREE, RO/ SU3FHEE
= OEORERR (B - BE ST A B OEE, B UIAREDIR, HEOEOPEIY SOOI, Bl
M, SRR, & LIEAEME TORA, 53 &, XILREYE) . @BBESREEL L5512,
BETEDICRELZT, RELZER L, E@YRAENBRBEINS Z & 28 L TR T E%R
LW, Fo, TES AL ABEEPIZEMOIERICNED Z ENEFICEETH D Z L2 BE I
2D [BEROEH FoFEE (5.1) 2]

B S CRUAT R AR G B 2 5 1) 2 ATARREM A~ D 5228 « B SUICTRUT AR % SRR ARy
ORFNL, TETA DFERICHEY, BASHT ) A7 BN 5, I F 7 AT I =B LR
ERBTDEBNDH Y InFEAT R ER T IIRRREORESHELE SN D Z L2575 L [B
HRMEH LOVEE (5.2) =M,
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RRENE D F oA - HilL b a7 A NV AFIZ L DIERZ T TODBEITBW T, RIEN ORI X
FEBEPE LB HY . T O DORER S 72 5T RHFEA~DORBIM ORETIRE L TIIAPTH
HZlEBEICMLEL 2 BEEAUCHEM EOER (53) M .

G PP SEEMERE AT L 7ZHIVIEYYIE B O — 3B B\W\T, JLHIVIEE O BRtA% 3 <IZLARIT Ok
Yen B DRIE D SUNTIER Z R T 28NN H D, b OERIL, FIROREE SO 2k
KL, HEPIMRERE RIS WVEYEICHPITE D L5275 ThHhd EEXLND, 1D
DOEYEDREIR N FEH LI A I, EHICHEYSEMICM ST L2832 2 8 [ZFLEROE
HEDHE (5.4) M)

HIV-1 JEJEIC DWW T OIEHR T © 47 A 1THIV-1 JRYYE 2189 5 A TlIn< . BEITRA
JRYYIE S OHIV-1 YL B L 2R B A ke T 2 83 b 5, BFITHIVIEGYEZ 2> ha—/L
L. HIVESER B 2 b &8 2 72 OICHIVIRIE Z ke L 722 1T U8 5720, I HIV RNA S OK
TEMERFT 5 Z LIZAIDSOEITRUOSELE DOV A7 b S5 Z EICBEHELTWD 2 L&, BEIZ
MoEsZ L, BEREMOEHRTTCTIE XA ZRATHZ L,

G ENT=T_TO HIVIEEREZIELSIRATA L YBEICMOEDLZ &,

IS HIV-1 Z RIS E 5 L9 LITT A2 L) BEICHETH2 L,

o HXR(IMOIHNBEZBIAXETHFLLGLI L,

s HISVERUMIVYDAZEMBRXIEEENRFFTZILDEHAELENE,

o T u AR IRV =F L UROay R—LE M LI ke L, iR, oW
Wy, UTIMHR & OO S 2O T 2 &,

o TIVICAY ORHLZEI LT HNE~OBITORHEM:, R OFLIRICH L TEZ KITT L9 0ico
WTIFH LN TV RO T, ZMEORFITIIRAL L2WE 285752 &, HIV-1 B’EFELEN
L CHSRICREYT D Al fEEN & 5 720, HIV-1 IZEYE Lo BB AL L2 2 &

AT, 7 &7 A IRARNCEA AT RASCE 2R, A5 2 LSRR & 5 BT RT 5 2
Lo Wb EIREYIERDRBILZGE. &5 WITBEROIER A gt T L L2 HE 1l Y
PEAT AR E T2 L 5 BEIHRT D2 &,

ERE, BELSRAZENZHAITE, KBMOWTERHCEBICRAT 2 L 5 BFITHRRT5 2 &,
RO ETORRD 4 LN TH L5813, TORMZ LIXLTRNGARM L, @ ORI A
TV a—VICRD L OICEREICHETRT S L, B, REIRAFRIC2 FoR&ZRM LY 4%
Shic'U EZRMA LN &,

TETAROET P ANIT 4 =T ~NVAT THOREPIETH S,

FLE SN DOPEIEILZENENDORTEEDOEIETH D, T 4 — T ~IVAT THEOREE Tl 72w,
B DOFEEORIYE TR T 4 — T A~V A T TR TE ORI ERE L TR LT, ENO A RIET D
H DO TR,

&R 7E TG

ViiV Healthcare

Research Triangle Park, NC 27709
WRFETT

GlaxoSmithKline

Research Triangle Park, NC 27709
©2013, ViiV Healthcare, F{EHEFTA
TVC : 1PI
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



WV This 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

Tivicay 50 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains dolutegravir sodium equivalent to 50 mg dolutegravir.

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM

Film-coated tablet (tablet).

Yellow, round, biconvex tablets approximately 9 mm in diameter debossed with ‘SV 572’ on one side and
‘50’ on the other side.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Tivicay is indicated in combination with other anti-retroviral medicinal products for the treatment of Human
Immunodeficiency Virus (HIV) infected adults and adolescents above 12 years of age.

4.2 Posology and method of administration

Tivicay should be prescribed by physicians experienced in the management of HIV infection.
Posology

Adults

Patients infected with HIV-1 without documented or clinically suspected resistance to the integrase class
The recommended dose of dolutegravir is 50 mg (one tablet) orally once daily.

Tivicay should be administered twice daily in this population when co-administered with some medicines
(e.g. efavirenz, nevirapine, tipranavir/ritonavir, or rifampicin). Please refer to section 4.5.

Patients infected with HIV-1 with resistance to the integrase class (documented or clinically suspected)
The recommended dose of dolutegravir is 50 mg (one tablet) twice daily. The decision to use dolutegravir for

such patients should be informed by the integrase resistance pattern (see section 5.1).

Co-administration of Tivicay with some medicines should be avoided in this population (e.g. efavirenz,
nevirapine, tipranavir/ritonavir, or rifampicin). Please refer to section 4.4 and 4.5.

Missed doses



If the patient misses a dose of Tivicay, the patient should take Tivicay 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.

Adolescents aged 12 and above
In adolescents (aged from 12 to 17 years and weighing at least 40 kg) infected with HIV-1 without resistance
to the integrase class, the recommended dose of dolutegravir is 50 mg once daily.

Elderly
There are limited data available on the use of dolutegravir 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).

Renal impairment

No dosage adjustment is required in patients with mild, moderate or severe (CrCl <30 mL/min, not on
dialysis) renal impairment. No data are available in subjects receiving dialysis although differences in
pharmacokinetics are not expected in this population (see section 5.2).

Hepatic impairment

No dosage adjustment is required in patients with mild or moderate hepatic impairment (Child-Pugh grade A
or B). No data are available in patients with severe hepatic impairment (Child-Pugh grade C); therefore
dolutegravir should be used with caution in these patients (see section 5.2).

Paediatric population

The safety and efficacy of Tivicay in children aged less than 12 years or weighing less than 40 kg has not yet
been established. In the presence of integrase inhibitor resistance, there are insufficient data to recommend a
dose for Tivicay in children and adolescents. Currently available data are described in section 4.8, 5.1 and
5.2, but no recommendation on a posology can be made.

Method of administration

Oral use.

Tivicay can be taken with or without food (see section 5.2). In the presence of integrase class resistance,
Tivicay should preferably be taken with food to enhance exposure (particularly in patients with Q148
mutations) (see section 5.2).

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Co-administration with dofetilide (see section 4.5).

4.4 Special warnings and precautions for use

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.

Integrase class resistance of particular concern

The decision to use dolutegravir in the presence of integrase class resistance should take into account that the
activity of dolutegravir is considerably compromised for viral strains harbouring Q148+>2 secondary
mutations from G140A/C/S, E138A/K/T, L74lI (see section 5.1). To what extent dolutegravir provides added
efficacy in the presence of such integrase class resistance is uncertain.

Hypersensitivity reactions

Hypersensitivity reactions have been reported with dolutegravir, and were characterized by rash,
constitutional findings, and sometimes, organ dysfunction, including severe liver reactions. Dolutegravir and
other suspect agents should be discontinued immediately if signs or symptoms of hypersensitivity reactions
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develop (including, but not limited to, severe rash or rash accompanied by raised liver enzymes, fever,
general malaise, fatigue, muscle or joint aches, blisters, oral lesions, conjunctivitis, facial oedema,
eosinophilia, angioedema). Clinical status including liver aminotransferases and bilirubin should be
monitored. Delay in stopping treatment with dolutegravir or other suspect active substances after the onset of
hypersensitivity may result in a life-threatening allergic reaction.

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 jirovecii
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
reconstitution, however, the reported time to onset is more variable and these events can occur many months
after initiation of treatment.

Liver biochemistry 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
biochemistries is recommended in patients with hepatitis B and/or C co-infection. Particular diligence
should be applied in initiating or maintaining effective hepatitis B therapy (referring to treatment guidelines)
when starting dolutegravir-based therapy in hepatitis B co-infected patients (see section 4.8).

Opportunistic infections

Patients should be advised that dolutegravir 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 interactions

Factors that decrease dolutegravir exposure should be avoided in the presence of integrase class resistance.
This includes co-administration with medicinal products that reduce dolutegravir exposure (e.g. magnesium/
aluminium-containing antacid, iron and calcium supplements, multivitamins and inducing agents,
tipranavir/ritonavir, rifampicin and certain anti-epileptic drugs) (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).

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 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.

4.5 Interaction with other medicinal products and other forms of interaction

Effect of other agents on the pharmacokinetics of dolutegravir

All factors that decrease dolutegravir exposure should be avoided in the presence of integrase class
resistance.

Dolutegravir is eliminated mainly through metabolism by UGT1A1. Dolutegravir is also a substrate of
UGT1A3, UGT1A9, CYP3A4, Pgp, and BCRP; therefore medicinal products that induce those enzymes may
decrease dolutegravir plasma concentration and reduce the therapeutic effect of dolutegravir (see Table 1).



Co-administration of dolutegravir and other medicinal products that inhibit these enzymes may increase

dolutegravir plasma concentration (see Table 1).

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

Effect of dolutegravir on the pharmacokinetics of other agents

In vitro, dolutegravir demonstrated no direct, or weak inhibition (IC50>50 uM) of the enzymes cytochrome
P40 (CYP)1A2, CYP2A6, CYP2B6, CYP2CS8, CYP2C9, CYP2C19, CYP2D6 CYP3A, uridine diphosphate
glucuronosyl transferase (UGT)1A1 or UGT2B7, or the transporters Pgp, BCRP, BSEP, OATP1BI1,
OATPI1B3, OCT1, MATE2-K, MRP2 or MRP4. In vitro, dolutegravir did not induce CYP1A2, CYP2B6 or
CYP3A4. Invivo, dolutegravir does not seem to have an effect on midazolam, a CYP3A4 probe, however, a
weak inhibition can presently not 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 organic cation transporter 2 (OCT2) and multidrug and toxin
extrusion transporter (MATE) 1. 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 transporters (OAT1) and OAT3. Based on the lack of effect
on the in vivo pharmacokinetics of the OAT substrate tenofovir, in vivo inhibition of OAT] 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.

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

products are listed in Table 1.

Interaction table

Interactions between dolutegravir and co-administered medicinal 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”).

Table 1: Drug Interactions

Medicinal products Interaction
by therapeutic areas | Geometric mean change
(%)

Recommendations concerning
co-administration

HIV-1 Antiviral Agents

Non-nucleoside Reverse Transcriptase Inhibitors

Etravirine Dolutegravir ¥ Etravirine decreased plasma dolutegravir
AUC{ 71% concentration, which may result in loss of
Corax ¥ 52% virologic response and possible resistance to
Ct 4 88% dolutegravir. Tivicay should not be used with
etravirine without co-administration of
Etravirine <> atazanavir/ritonavir, darunavir/ritonavir or
(induction of UGT1A1 and | lopinavir/ritonavir (see further below in table).
CYP3A enzymes)
Efavirenz Dolutegravir ¥ The recommended dose of Tivicay is 50 mg twice
AUC Y 57% daily when co-administered with efavirenz.
Conax ¥ 39% In the presence of integrase class resistance
Ctd 75% alternative combinations that do not include
efavirenz should be considered (see section 4.4).
Efavirenz <> (historical
controls)




(induction of UGT1A1 and

CYP3A enzymes)

Nevirapine Dolutegravir ¥ . The recommended dose of Tivicay is 50 mg twice
(Not studied, a similar daily when co-administered with nevirapine.
reduction in exposure as In the presence of integrase class resistance
observed with efavirenz is alternative combinations that do not include
expected, due to induction) | nevirapine should be considered (see section 4.4).

Rilpivirine Dolutegravir <> No dose adjustment is necessary.

AUC T 12%

Coax T 13%

Ct 1T 22%
Rilpivirine <>

Nucleoside Reverse Transcriptase Inhibitors

Tenofovir

Dolutegravir <>
AUC T 1%
Cnax ¥ 3%

Ct 4 8%

Tenofovir <>

No dose adjustment is necessary.

Protease Inhibitors

Atazanavir

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

Atazanavir <> (historical
controls)

(inhibition of UGT1A1 and
CYP3A enzymes)

No dose adjustment is necessary.

Atazanavir/ritonavir

Dolutegravir T
AUC T 62%
Coax T 34%
ct T 121%

Atazanavir <>

Ritonavir <>

(inhibition of UGT1A1 and
CYP3A enzymes)

No dose adjustment is necessary.

Tipranavir/ritonavir
(TPV+RTV)

Dolutegravir ¥

AUC { 59%

Coax ¥ 47%

Cti 76%
(induction of UGT1A1 and
CYP3A enzymes)

The recommended dose of Tivicay is 50 mg twice
daily when co-administered with
tipranavir/ritonavir the absence of integrase class
resistance.

In the presence of integrase class resistance this
combination should be avoided (see section 4.4).

Fosamprenavir/
ritonavir (FPV+RTV)

Dolutegravir

AUC 4 35%

Couax ¥ 24%

Ctd 49%
(induction of UGT1A1 and
CYP3A enzymes)

No dose adjustment is necessary in the absence of
integrase class resistance.

In the presence of integrase class resistance
alternative combinations that do not include
fosamprenavir/ritonavir should be considered.

Protease Inhibitor:
Nelfinavir

Dolutegravir <>
(Not studied)

No dose adjustment is necessary.

Protease Inhibitor:
Darunavir/ritonavir

Dolutegravir ¥
AUC | 32%
Coax ¥ 11%
Cou 4 38%

No dose adjustment is necessary.




(induction of UGT1A1 and
CYP3A enzymes)

Lopinavir/ritonavir

Dolutegravir <>
AUC | 3%
Cnax © 0%
Cos ¥ 6%

No dose adjustment is necessary.

Protease Inhibitors and

Non-nucleoside Reverse Transcriptase Inhibitors combinations

Lopinavir/ritonavir +
etravirine

Dolutegravir <>
AUC T 10%
Coax T 7%

Ct 1 28%

LPV &

RTV &

No dose adjustment is necessary.

Darunavir/ritonavir +
etravirine

Dolutegravir ¥
AUC | 25%
Coax ¥ 12%
Ct37%

DRV &

RTV &

No dose adjustment is necessary.

Other Antiviral agents

Telaprevir

Dolutegravir T
AUC T 25%
Cona T 19%

Ct T37%

Telaprevir <>

(historical controls)

No dose adjustment is necessary.

(inhibition of CYP3A
enzyme)
Boceprevir Dolutegravir <> No dose adjustment is necessary.
AUC T 7%
Conax T 5%
Ct T 8%
Other agents
Antiarrhythmics
Dofetilide Dofetilide T Tivicay and dofetilide co-administration is

(Not studied, potential
increase via inhibition of

contraindicated due to potential life-threatening
toxicity caused by high dofetilide concentration

OCT?2 transporter) (see section 4.3).
Anticonvulsants
Oxcarbamazepine Dolutegravir ¢ Co-administration with these enzyme inducers
Phenytoin (Not studied, decrease should be avoided.
Phenobarbital expected due to induction of
Carbamazepine UGT1A1 and CYP3A

enzymes)

Azole anti-fungal agents

Ketoconazole Dolutegravir <> No dose adjustment is necessary. Based on data
Fluconazole (Not studied) from other CYP3A4 inhibitors, a marked increase
Itraconazole is not expected.

Posaconazole

Voriconazole

Herbal products

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

(Not studied, decrease
expected due to induction of

discouraged.
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UGT1A1l and CYP3A
enzymes)

Antacids and supplements

Magnesium/
aluminium-containing
antacid

Dolutegravir ¥

AUC { 74%

Conax ¥ 72%
(Complex binding to
polyvalent ions)

Magnesium/ aluminium-containing antacid should
be taken well separated in time from the
administration of dolutegravir (minimum 2 hours
after or 6 hours before).

Calcium supplements

Dolutegravir ¥

AUC { 39%

Conax ¥ 37%

Cas ¥ 39%
(Complex binding to
polyvalent ions)

Iron supplements

Dolutegravir ¥

AUC { 54%

Couax ¥ 57%

Cos ¥ 56%
(Complex binding to
polyvalent ions)

Multivitamin

Dolutegravir ¥

AUC | 33%

Couax ¥ 35%

Cos ¥4 32%
(Complex binding to
polyvalent ions)

Calcium supplements, iron supplements or
multivitamins should be taken well separated in
time from the administration of dolutegravir
(minimum 2 hours after or 6 hours before).

Corticosteroids

Prednisone

Dolutegravir <>
AUC T 11%
Coax T 6%

Ct T 17%

No dose adjustment is necessary.

Antidiabetics

Metformin

Metformin T

Dolutegravir <>

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

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

transporter)
Antimycobacterials
Rifampicin Dolutegravir ¥ The recommended dose of Tivicay is 50 mg twice
AUC | 54% daily when co-administered with rifampicin in the
Crax 1 43% absence of integrase class resistance.
Cti72% In the presence of integrase class resistance this
(induction of UGT1A1 and | combination should be avoided (see section 4.4).
CYP3A enzymes)
Rifabutin Dolutegravir <> No dose adjustment is necessary.
AUC Y 5%
Crax T 16%
Ctd30%
(induction of UGT1A1 and
CYP3A enzymes)
Oral contraceptives
Ethinyl estradiol (EE) | Dolutegravir <> Dolutegravir had no pharmacodynamic effect on
and Norgestromin EE & Luteinizing Hormone (LH), Follicle Stimulating
(NGMN) AUC T 3% Hormone (FSH) and progesterone. No dose




Crnax ¥ 1% adjustment of oral contraceptives is necessary

when co-administered with Tivicay.

NGMN <
AUC 2%
Conax ¥ 11%

Analgesics

Methadone Dolutegravir <> No dose adjustment is necessary of either agent.
Methadone <>
AUC Y 2%
Ciax € 0%

Cti 1%

Paediatric population
Interaction studies have only been performed in adults.

4.6 Fertility, pregnancy and lactation

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. 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). Tivicay should be used during pregnancy only if the expected benefit
justifies the potential risk to the foetus. There are no or limited amount of data from the use of dolutegravir
in pregnant women.

Breast-feeding
It is unknown whether dolutegravir is excreted in human milk. Available toxicological data in animals has

shown excretion of dolutegravir in milk. In lactating rats that received a single oral dose of 50 mg/kg at

10 days postpartum, dolutegravir was detected in milk at concentrations typically higher than blood. 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 on human male or female fertility. Animal studies indicate no
effects of dolutegravir on male or female fertility (see section 5.3).

4.7 Effects on ability to drive and use machines

There have been no studies to investigate the effect of dolutegravir on driving performance or the ability to
operate machines. However, 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 dolutegravir 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

The safety profile is based on pooled data from Phase IIb and Phase III clinical studies in 980 previously
untreated patients, 357 previously treated patients unexposed to integrase inhibitors and 234 patients with
prior treatment failure that included an integrase inhibitor (including integrase class resistance). The most
severe adverse reaction, seen in an individual patient, was a hypersensitivity reaction that included rash and
severe liver effects (see section 4.4). The most commonly seen treatment emergent adverse reactions were
nausea (15%), diarrhoea (16%) and headache (14%).

The safety profile was similar across the different treatment populations mentioned above.




Tabulated list of adverse reactions

The adverse reactions considered at least possibly related to dolutegravir are listed by body system, organ
class and absolute frequency. Frequencies are defined as very common (>1/10), common (>1/100 to <1/10),
uncommon (>1/1,000 to <1/100), rare (=1/10,000 to <1/1,000), very rare (<1/10,000).

Table 2 Adverse Reactions

Immune system Uncommon Hypersensitivity (see section 4.4)
disorders Uncommon Immune Reconstitution Syndrome (see section 4.4)**
Psychiatric disorders | Common Insomnia
Common Abnormal dreams
Nervous system Very common | Headache
disorders Common Dizziness
Gastrointestinal Very common | Nausea
disorders Very common | Diarrhoea
Common Vomiting
Common Flatulence
Common Upper abdominal pain
Common Abdominal pain
Common Abdominal discomfort
Hepatobiliary Uncommon Hepatitis
disorders
Skin and Common Rash
subcutaneous tissue Common Pruritus
disorders
General disorders Common Fatigue
and administration
site conditions
Investigations Common Alanine aminotransferase (ALT) and/or Aspartate
aminotransferase (AST) elevations
Common Creatine phosphokinase (CPK) elevations

**see below under Description of selected adverse reactions.

Description of selected adverse reactions

Changes in laboratory biochemistries

Increases in serum creatinine occurred within the first week of treatment with Tivicay and remained stable
through 48 weeks. A mean change from baseline of 9.96 umol/L was observed after 48 weeks of treatment.
Creatinine increases were comparable by various background regimens. These changes are not considered to
be clinically relevant since they do not reflect a change in glomerular filtration rate.

Co-infection with Hepatitis B or C

In Phase III 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. Liver chemistry elevations consistent with
immune reconstitution syndrome were observed in some subjects with hepatitis B and/or C co-infection at
the start of Tivicay therapy, particularly in those whose anti-hepatitis B therapy was withdrawn (see section
4.4).

Immune response syndrome

In HIV-infected patients with severe immune deficiency at the time of initiation of combination antiretroviral
therapy (CART), an inflammatory reaction to asymptomatic or residual opportunistic infections may arise.
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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).

Paediatric population
Based on limited available data in adolescents (12 to less than 18 years of age and weighing at least 40 kg),
there were no additional types of adverse reactions beyond those observed in 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
There is currently limited experience with overdosage in dolutegravir.

Limited experience of single higher doses (up to 250 mg in healthy subjects) revealed no specific symptoms
or signs, 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 dolutegravir. If overdose occurs, the
patient should be treated supportively with appropriate monitoring, as necessary. 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, other antivirals, ATC code: JOSAX12
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.

Pharmacodynamic effects

Antiviral activity in cell culture

The IC50 for dolutegravir in various labstrains 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 IC50 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).

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 and raltegravir. In addition, no
antagonistic effects were seen for dolutegravir and adefovir, and ribavirin had no apparent effect on
dolutegravir activity.

Effect of human serum
In 100% human serum, the mean protein fold shift was 75 fold, resulting in protein adjusted IC90 of 0.064
ug/mL.

Resistance

Resistance in vitro
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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, resulting in
a maximal fold change in susceptibility of 4 (range 2-4). These mutations were not selected in patients
treated with dolutegravir in the clinical studies. Using strain NL432, mutations E92Q (FC 3) and G193E
(also FC 3) were selected. The E92Q) mutation has been selected in patients with pre-existing raltegravir
resistance who were then treated with dolutegravir (listed as a secondary mutation 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 ART
experienced, INI naive individual patients with subtypes B and C in the clinical program, but without effects
on dolutegravir susceptibility in vitro. G118R lowers the susceptibility to dolutegravir in site directed
mutants (FC 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 and 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 these primary mutations in
experiments with site directed mutants, dolutegravir susceptibility is still unchanged (FC <2 vs wild type
virus), except in the case of the Q148-mutation, where a FC of 5-10 or higher is seen with the combination of
secondary mutations. The effect by the Q148-mutations (H/R/K) was also verified in passage experiments
with site directed mutants. In serial passage with strain NL432, starting with site directed mutants
harbouring N155H or E92Q), no further selection of resistance was seen (FC unchanged around 1). In
contrast, starting with mutants harbouring mutation Q148H (FC 1), a variety of secondary mutations were
seen with a consequent increase of FC to values >10.

A clinically relevant phenotypic cut-off value (FC 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 FC against 94% of the 705 clinical isolates.

Resistance in vivo
In previously untreated patients receiving dolutegravir + 2 NRTIs in Phase IIb and Phase III, 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 FC of 1.93, one subject had a polymorphic
V151V/I integrase substitution, with maximum FC 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).

In the presence of integrase class-resistance (VIKING-3 study) the following mutations were selected in 31
patients with protocol defined virological failure through Week 24 and with paired genotypes (all treated
with dolutegravir 50 mg twice daily + optimized background agents): L74L/M (n=1), E92Q (n=2), T97A
(n=8), E138K/A (n=7), G140S (n=2), Y143H (n=1), S147G (n=1), Q148H/K/R (n=4), and N155H (n=1) and
E157E/Q (n=1). Treatment emergent integrase resistance typically appeared in patients with a history of the
Q148-mutation (baseline or historic).

Effects on electrocardiogram
No relevant effects were seen on the QTc interval, with doses exceeding the clinical dose by approximately
three fold.

Clinical efficacy and safety
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Previously untreated patients

The efficacy of Tivicay in HIV-infected, therapy naive subjects is based on the analyses of 48-week data
from two randomized, international, double-blind, active-controlled trials, SPRING-2 (ING113086) and

SINGLE (ING114467).

In SPRING-2, 822 adults were randomized and received at least one dose of either Tivicay 50 mg once daily
or raltegravir (RAL) 400 mg twice daily, both administered with fixed-dose dual NRTI therapy (either
ABC/3TC or TDF/FTC). At baseline, median patient age was 36 years, 14% were female, 15% non-white,
11% had hepatitis B and/or C co-infection and 2% were CDC Class C, these characteristics were similar

between treatment groups.

In SINGLE, 833 subjects were randomized and received at least one dose of either Tivicay 50 mg once daily
with 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) for SPRING-2 and SINGLE are shown

in Table 3.

Table 3 Response in SPRING-2 and SINGLE at 48 Weeks (Snapshot algorithm, <50 copies/mL)

SPRING-2 SINGLE
Tivicay 50 mg RAL 400 mg Tivicay S0 mg | EFV/TDF/FTC
Once Daily +2 | Twice Daily + 2 + ABC/3TC Once Daily
NRTI NRTI Once Daily N=419
N=411 N=411 N=414
HIV-1 RNA <50 copies/mL 88% 85% 88% 81%
Treatment Difference* 2.5% (95% CI: -2.2%, 7.1%) 7.4% (95% CI: 2.5%, 12.3%)
Virologic non-responset 5% 8% 5% 6%
Baseline Viral Load
(cps/mL)
<100,000 2677297 (90%) | 264 /295 (89%) | 253 /280 (90%) | 238 /288 (83%)
>100,000 94/114 (82%) | 87/116(75%) | 111/134(83%) | 100/ 131 (76%)

Baseline CD4+ (cells/ mm)

<200

43 /55 (78%)

34 /50 (68%)

45 /57 (79%)

48 /62 (77%)

200 to <350 128 /144 (89%) | 118 /139 (85%) | 143 /163 (88%) | 126/ 159 (79%)

>350 190 /212 (90%) | 199 /222 (90%) | 176 /194 (91%) | 164 /198 (83%)
NRTI backbone

ABC/3TC 145 /169 (86%) | 142 /164 (87%) N/A N/A

TDF/FTC 216 /242 (89%) | 209 /247 (85%) N/A N/A
Gender

Male 308 /348 (89%) | 305/355(86%) | 307 /347 (88%) | 291 /356 (82%)

Female 53 /63 (84%) 46 /56 (82%) 57 /67 (85%) 47763 (75%)
Race

White 306/ 346 (88%) | 301 /352 (86%) | 255/284 (90%) | 238 /285 (84%)

Non white 55765 (85%) 50/59 (85%) 109 /130 (84%) | 99/ 133 (74%)
Age (years)

<50 324/370 (88%) 312/365 (85%) 319/361 (88%) 302/375 (81%)

>50 37/41 (90%) 39/46 (85%) 45/53 (85%) 36/44 (82%)
Medign CD4 change from 230 230 2463 187%
baseline

* Adjusted for baseline stratification factors.
1 Includes subjects who changed BR to new class or changed BR not permitted per protocol or due to lack
of efficacy prior to Week 48 (for SPRING-2 only), subjects who discontinued prior to Week 48 for lack or
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loss of efficacy and subjects who are >50 copies in the 48 week window.
i Adjusted mean treatment difference was statistically significant (p<<0.001)

In the SINGLE study, virologic suppression (HIV-1 RNA <50 copies/mL) in the Tivicay + ABC/3TC arm
was 88%, which was superior to the EFV/TDF/FTC arm (81%), based on the primary analysis (p=0.003). ).
This analysis was pre-specified and adjusted for multiplicity. The median time to viral suppression was 28
days in the group receiving Tivicay + ABC/3TC and 84 days in the EFV/TDF/FTC arm in SINGLE at 48
weeks (p<0.0001). This analysis was pre-specified and adjusted for multiplicity.

Through 48 weeks in SPRING-2 and SINGLE, no INI-resistant mutations or treatment emergent resistance
in background therapy were isolated on the Tivicay-containing arms. In SPRING-2, four subjects on the
RAL arm failed with major NRTI mutations and one subject developed raltegravir resistance; in SINGLE,
four subjects on the EFV/TDF/FTC arm failed with mutations associated with NNRTI resistance and one
developed a major NRTI mutation.

Sustained virological response was demonstrated in the SPRING-1 study (ING112276), in which 88% of
patients receiving Tivicay 50 mg (n=51) once daily had HIV-1 RNA <50 copies/mL, compared to 72% of
patients in the efavirenz group (n=50) at 96 weeks. In patients treated with Tivicay 50 mg once daily, de
novo resistance to the integrase class, or the NRTI background agents were not detected during 96 weeks of
follow-up.

Patients with prior treatment failure, but not exposed to the integrase class

In the international multicentre, double-blind SAILING study (ING111762), 719 HIV-1 infected,
antiretroviral therapy (ART)-experienced adults 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 baseline, median patient age was 43 years, 32% were
female, 50% non-white, 16% had hepatitis B and/or C co-infection, and 46% were CDC Class C. All
patients had at least two class ART resistance, and 49% of subjects had at least 3-class ART resistance at
baseline.

Week 48 outcomes (including outcomes by key baseline covariates) for SAILING are shown in Table 4.

Table 4 Response in SAILING at 48 Weeks (Snapshot algorithm, <50 copies/mL)

Tivicay 50 mg Once RAL 400 mg Twice
Daily + BR Daily + BR
N=354§ N=361§

HIV-1 RNA <50 copies/mL 71% 64%

Adjusted treatment difference} 7.4% (95% CI: 0.7%, 14.2%)
Virologic non-response 20% 28%
Baseline Viral Load (copies/mL)

<50,000 copies/mL 186 /249 (75%) 180 /254 (71%)

>50,000 copies/mL 65 /105 (62%) 50/ 107 (47%)
Baseline CD4+ (cells/ mm”)

<50 33762 (53%) 30/59 (51%)

50 to <200 77/ 111 (69%) 76 /125 (61%)

200 to <350 64/ 82 (78%) 53 /79 (67%)

>350 77799 (78%) 71/ 98 (73%)
HIV-1 RNA <50 copies/mL by Background
Regimen

Genotypic Susceptibility Score* <2 1557216 (72%) 129 /192 (67%)

Genotypic Susceptibility Score* =2 96 / 138 (70%) 101 /169 (60%)

Use of DRV without PI mutations

Yes 50/ 72 (69%) 54 /77 (70%)
No 201 /282 (71%) 176 /284 (62%)

HIV-1 RNA <50 copies/mL by Gender
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Male

172 / 247 (70%)

156 / 238 (66%)

Female 79 /107 (74%) 74 /123 (60%)
HIV-1 RNA <50 copies/mL by Race

White 133 /178 (75%) 125 /175 (71%)

Non white 118/ 175 (67%) 105/ 185 (57%)

HIV-1 RNA <50 copies/mL by Age (years)

<50 196 / 269 (73%) 172 /277 (62%)

>50 55785 (65%) 58 /84 (69%)
HIV-1 RNA <50 copies/mL by HIV sub type

Clade B 173 /241 (72%) 159 /246 (65%)

Clade C 34 /55 (62%) 29 /48 (60%)

Othert 43 /57 (715%) 42 /67 (63%)
Mean increase in CD4+ T cell (cells/mm”) 162 153

1 Adjusted for baseline stratification factors.

§ 4 subjects were excluded from the efficacy analysis due to data integrity at one study site

*The Genotypic Susceptibility Score (GSS) was defined as the total number of ARTs in BR to which
a subject’s viral isolate showed susceptibility at baseline based upon genotypic resistance tests.
+Other clades included: Complex (43), F1 (32), Al (18), BF (14), all others <10.

In the SAILING study, virologic suppression (HIV-1 RNA <50 copies/mL) in the Tivicay arm (71%) was
statistically superior to the raltegravir arm (64%), at Week 48 (p=0.03).

Statistically fewer subjects failed therapy with treatment-emergent integrase resistance on Tivicay (4/354,
1%) than on raltegravir (17/361, 5%) (p=0.003) (refer to section ‘Resistance in vivo’ above for details).

Patients with prior treatment failure that included an integrase inhibitor (and integrase class resistance)

In the multicentre, open-label, single arm VIKING-3 study (ING112574), HIV-1 infected, ART-experienced
adults with virological failure and current or historical evidence of raltegravir and/or elvitegravir resistance
received Tivicay 50 mg twice daily with the current failing background regimen for 7 days but with
optimised background ART from Day 8. The study enrolled 183 patients, 133 with INI-resistance at
Screening and 50 with only historical evidence of resistance (and not at Screening) resistance.
Raltegravir/elvitegravir was part of the current failing regimen in 90/183 patients (part of prior failing
therapies in the others). At baseline, median patient age was 48 years, 23% were female, 29% non-white,
and 20% had hepatitis B and/or C co-infection. Median baseline CD4+ was 140 cells/mm’, median duration
of prior ART was 13 years, and 56% were CDC Class C. Subjects showed multiple class ART resistance at
baseline: 79% had >2 NRTI, 75% >1 NNRTI, and 71% >2 PI major mutations; 62% had non-R5 virus.

Mean change from baseline in HIV RNA at day 8 (primary endpoint) was -1.4log;, copies/mL (95% CI -1.3
—-1.5logyg, p<0.001). Response was associated with baseline INI mutation pathway, as shown in Table 5.
Patients who stopped dolutegravir therapy for non-efficacy reasons, or who were protocol deviations for
incorrect dolutegravir dosing or prohibited medication use are excluded in the analysis of the Virological
Outcome (VO) population.

Table S Virologic response (day 8) after 7 days of functional monotherapy, in patients with RAL/EVG
as part of current failing regimen, VIKING 3
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Baseline parameters DTG 50 mg BID
N=88
n Mean (SD) Plasma HIV-1 Median
RNA logy c/mL
Derived IN mutation group at
Baseline with ongoing RAL/EVG
No Q148" 48 -1.59 (0.47) -1.64
Q148+1° 26 -1.14 (0.61) -1.08
Q148+>2° 14 -0.75 (0.84) -0.45
* Included primary IN resistance mutations N155H, Y143C/H/R, T66A, E92Q
® Secondary mutations from G140A/C/S, E138A/K/T, L741.

In patients without a primary mutations detected at baseline (N=60) (i.e. RAL/EVG not part of current
failing therapy) there was a 1.63 log;, reduction in viral load at day 8.

After the functional monotherapy phase, subjects had the opportunity to re-optimize their background
regimen when possible. Based on 24-week data for all 183 patients, 126 (69%) had <50 copies/mL. RNA at
Week 24 (Snapshot algorithm). Corresponding response for the VO population was 75% (120/161).

The response was lower when the Q148-mutation was present at baseline, and in particular in the presence of
>2 secondary mutations, Table 6. The overall susceptibility score (OSS) of the optimised background
regimen (OBR) was not associated with Week 24 response.

Table 6 Response by baseline Resistance, Week 24 VO Population (HIV-1 RNA <50 ¢/mL, Snapshot
algorithm)

Derived IN Mutation Group 0SS=0 0SS=1 0SS=2 0SS>2 Total
No primary IN mutation' 2/2 (100%) | 15/20 (75%) | 19/21 (90%) 9/12 (75%) |45/55 (82%)
No Q148H/K/R mutations” 2/2 (100%) | 20/20 (100%) | 21/27 (78%) 8/10 (80%) |51/59 (86%)
Q148 + 1 secondary mutation®| 2/2 (100%) 8/12 (67%) 10/17 (59%) - 20/31 (65%)
Q148 +>2 secondary

mutations 1/2 (50%) 2/11 (18%) 1/3 (33%) - 4/16 (25%)

! Historical or phenotypic evidence of INI resistance only.
° N155H, Y143C/H/R, T66A, E92Q

° G140A/C/S, E138A/K/T, L741

OSS: combined genotypic and phenotypic resistance (Monogram Biosciences Net Assessment)

At Week 24 the median change in CD4+ T cell count from baseline was 61 cells/mm’ for VIKING-3 based

on observed data.

In the double blind, placebo controlled VIKING-4 study (ING116529), 30 HIV-1 infected, ART-experienced
adults with primary genotypic resistance to INIs at Screening, were randomised to receive either dolutegravir
50 mg twice daily or placebo with the current failing regimen for 7 days followed by an open label phase
with all subjects receiving dolutegravir. The primary endpoint at Day 8 showed that dolutegravir 50 mg
twice daily was superior to placebo, with an adjusted mean treatment difference for the change from Baseline
in Plasma HIV-1 RNA of -1.2 log;o copies/mL (95% CI -1.5 - -0.8log;, copies/mL, p<0.001). The day 8
responses in this placebo controlled study were fully in line with those seen in VIKING-3 (not placebo
controlled), including by baseline integrase resistance categories.

Paediatric population

In a Phase I/II 48 week multicentre, open-label study (P1093/ING112578), the pharmacokinetic parameters,
safety, tolerability and efficacy of Tivicay will be evaluated in combination regimens in HIV-1 infected

adolescents.

At 24 weeks, 16 of 23 (70%) adolescents (12 to less than 18 years of age) treated with Tivicay once daily
(35 mg n=4, 50 mg n=19) plus OBR achieved viral load <50 copies/mL.
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Four subjects had virologic failure none of which had INI resistance at the time of virologic failure.

The European Medicines Agency has deferred the obligation to submit the results of studies with Tivicay in
paediatric patients aged 4 weeks to below 12 years with HIV infection (see section 4.2 for information on
paediatric use).

5.2 Pharmacokinetic properties

Dolutegravir pharmacokinetics are similar between healthy and HIV-infected subjects. The PK variability of
dolutegravir is low to moderate. In Phase I studies in healthy subjects, between-subject CVb% for AUC and
Cinax ranged from ~20 to 40% and Ct from 30 to 65% across studies. The between-subject PK variability of
dolutegravir was higher in HIV-infected subjects than healthy subjects. Within-subject variability (CVw%) is
lower than between-subject variability.

Absorption
Dolutegravir is rapidly absorbed following oral administration, with median T« at 2 to 3 hours post dose for

tablet formulation.

Food increased the extent and slowed the rate of absorption of dolutegravir. Bioavailability of dolutegravir
depends on meal content: low, moderate, and high fat meals increased dolutegravir AUC .., by 33%, 41%,
and 66%, increased C,,x by 46%, 52%, and 67%, prolonged T.x to 3, 4, and 5 hours from 2 hours under
fasted conditions, respectively. These increases may be clinically relevant in the presence of certain integrase
class resistance. Therefore, Tivicay is recommended to be taken with food by patients infected with HIV
with integrase class resistance (see section 4.2).

The absolute bioavailability of dolutegravir has not been established.

Distribution

Dolutegravir is highly bound (>99%) to human plasma proteins based on in vitro data. The apparent volume
of distribution is 17 L to 20 L in HIV-infected patients, based on a population pharmacokinetic analysis.
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.

Dolutegravir is 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).

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 through glucuronidation via UGT1A1 with a minor CYP3A
component. 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).

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

The linearity of dolutegravir pharmacokinetics is dependent on dose and formulation. Following oral
administration of tablet formulations, in general, dolutegravir exhibited nonlinear pharmacokinetics with less
than dose-proportional increases in plasma exposure from 2 to 100 mg; however increase in dolutegravir
exposure appears dose proportional from 25 mg to 50 mg for the tablet formulation. With 50 mg twice daily,
the exposure over 24 hours was approximately doubled compared to 50 mg once daily.

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 declinein HIV-1 RNA of
2.5 log)o 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.

Special patient populations

Children

The pharmacokinetics of dolutegravir in 10 antiretroviral treatment-experienced HIV-1 infected adolescents
(12 to <18 years of age) showed that Tivicay 50 mg once daily oral dosage resulted in dolutegravir exposure
comparable to that observed in adults who received Tivicay 50 mg orally once daily.

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 in subjects >65 years of age are limited.

Renal impairment

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 (CLcr
<30 mL/min) and matched healthy controls. The exposure to dolutegravir was decreased by approximately
40% in subjects with severe renal impairment. The mechanism for the decrease is unknown. No dosage
adjustment is considered necessary for patients with renal impairment. Tivicay has not been studied in
patients on dialysis.

Hepatic impairment

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 Tivicay
has not been studied.

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
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.

Race
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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 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.

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 data on subjects with hepatitis B co-infection.

5.3  Preclinical safety data

Dolutegravir was not mutagenic or clastogenic using in vitro tests in bacteria and cultured mammalian cells,
and an in vivo rodent micronucleus assay. Dolutegravir was not carcinogenic in long term studies in the
mouse and rat.

Dolutegravir did not affect male or female fertility in rats at doses up to 1000 mg/kg/day, the highest dose
tested (24 times the 50 mg twice daily human clinical exposure based on AUC).

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 (27 times the 50 mg twice
daily human clinical exposure 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 (0.40 times the 50 mg twice daily human
clinical exposure based on AUC). In rabbits, maternal toxicity (decreased food consumption, scant/no
faeces/urine, suppressed body weight gain) was observed at 1000 mg/kg (0.40 times the 50 mg twice daily
human clinical exposure based on AUC).

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 21 and 0.82 times the 50 mg twice daily 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 15 times the human mg/kg equivalent dose (based on a 50 kg human),
and 5 times the human mg/m” equivalent dose for a clinical dose of 50 mg twice daily.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core

Mannitol (E421)
Microcrystalline cellulose
Povidone K29/32

Sodium starch glycolate
Sodium stearyl fumarate

Tablet coating
Polyvinyl alcohol-partially hydrolyzed

Titanium dioxide (E171)
Macrogol

Talc

Iron oxide yellow (E172)
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6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 years

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.
6.5 Nature and contents of container

HDPE (high density polyethylene) bottles closed with polypropylene screw closures, with a polyethylene
faced induction heat seal liner. The bottles contain 30 or 90 film-coated tablets.

Not all pack sizes may be marketed.
6.6  Special precautions for disposal

No special requirements for disposal.

7. MARKETING AUTHORISATION HOLDER
Vi1V Healthcare UK Limited

980 Great West Road

Brentford

Middlesex

TWS8 9GS

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/13/892/001
EU/1/13/892/002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation:

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.
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ANNEX IT
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND
USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO THE
SAFE AND EFFECTIVE USE OF THE MEDICINAL PRODUCT
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A.  MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer(s) responsible for batch release

GLAXO WELLCOME, S.A.
Avda. Extremadura 3,

09400 Aranda de Duero,
Burgos

Spain

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING AUTHORISATION
. Periodic Safety Update Reports

The marketing authorisation holder shall submit the first periodic safety update report for this product
within 6 months following authorisation. Subsequently, the marketing authorisation holder shall
submit periodic safety update reports for this product in accordance with the requirements set out in
the list of Union reference dates (EURD list) provided for under Article 107¢(7) of Directive
2001/83/EC and published on the European medicines web-portal.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND EFFECTIVE USE
OF THE MEDICINAL PRODUCT

. Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the
agreed RMP presented in Module 1.8.2 of the Marketing Authorisation and any agreed subsequent
updates of the RMP.

An updated RMP should be submitted:
o At the request of the European Medicines Agency;
o Whenever the risk management system is modified, especially as the result of new information being
received that may lead to a significant change to the benefit/risk profile or as the result of an important
(pharmacovigilance or risk minimisation) milestone being reached.

If the submission of a PSUR and the update of a RMP coincide, they can be submitted at the same time.
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

Tivicay 50 mg film coated tablets
dolutegravir

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains dolutegravir sodium equivalent to 50 mg dolutegravir

| 3. LIST OF EXCIPIENTS

| 4. PHARMACEUTICAL FORM AND CONTENTS

30 film-coated tablets
90 film-coated tablets

S. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP {MM/YYYY}

| 9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

ViiV Healthcare UK Limited
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980 Great West Road
Brentford

Middlesex

TWS8 9GS

United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/13/892/001
EU/1/13/892/002

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

tivicay 50 mg
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT

Tivicay 50 mg tablets
dolutegravir

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains dolutegravir sodium equivalent to 50 mg dolutegravir

| 3. LIST OF EXCIPIENTS

| 4. PHARMACEUTICAL FORM AND CONTENTS

30 film-coated tablets
90 film-coated tablets

S. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP {MM/YYYY}

| 9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

ViiV Healthcare UK Limited
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12. MARKETING AUTHORISATION NUMBER(S)

EU/1/13/892/001
EU/1/13/892/002

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE
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Package leaflet: Information for the patient

Tivicay 50 mg film coated tablets
dolutegravir

W This medicine is subject to additional monitoring. This will allow quick identification of new safety
information. You can help by reporting any side effects you may get. See the end of section 4 for how to
report side effects.

Read all of this leaflet carefully before you start taking this medicine because it contains important
information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor or pharmacist.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them, even if
their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor or pharmacist. This includes any possible side effects
not listed in this leaflet. See section 4.

What is in this leaflet

1.  What Tivicay is and what it is used for

2. What you need to know before you take Tivicay
3. How to take Tivicay

4. Possible side effects

5. How to store Tivicay

6. Contents of the pack and other information

1. What Tivicay is and what it is used for

Tivicay contains the active ingredient dolutegravir. Dolutegravir belongs to a group of anti-retroviral
medicines called integrase inhibitors (INIs).

Tivicay is used to treat HIV (human immunodeficiency virus) infection in adults and adolescents over 12
years old.

Tivicay does not cure HIV infection; it reduces the amount of virus in your body, and keeps it at a low level.
As a result of that, it also increases the CD4 cell count in your blood. CD4 cells are a type of white blood
cells that are important in helping your body to fight infection.

Not everyone responds to treatment with Tivicay in the same way. Your doctor will monitor the effectiveness
of your treatment.

Tivicay is always used in combination with other anti-retroviral medicines (combination therapy). To control
your HIV infection, and to stop your illness from getting worse, you must keep taking all your medicines,
unless your doctor tells you to stop taking any.
2. What you need to know before you take Tivicay
Don’t take Tivicay:
e ifyou are allergic to dolutegravir or any of the other ingredients of this medicine (listed in section 6).
e if you are taking another medicine called dofetilide (to treat heart conditions).

— If you think any of these apply to you, tell your doctor.

Warnings and precautions
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Look out for important symptoms
Some people taking medicines for HIV infection develop other conditions, which can be serious. These
include:
e symptoms of infections and inflammation
e joint pain, stiffness and bone problems
You need to know about important signs and symptoms to look out for while you’re taking Tivicay.
— Read the information ‘Other possible side effects’ in Section 4 of this leaflet.

Protect other people

HIV infection is spread by sexual contact with someone who has the infection, or by transfer of infected
blood (for example, by sharing injection needles). You can still pass on HIV when taking this medicine,
although the risk is lowered by effective antiretroviral therapy. It is important to take precautions to avoid
infecting other people through sexual contact or blood transfer. To protect other people from becoming
infected with HIV:

— Use a condom when you have oral or penetrative sex.
— Don’t risk blood transfer — for example, don’t share needles.

Discuss with your doctor the precautions needed to avoid infecting other people.

Children

Do not give this medicine to children under 12 years of age, weighing less than 40 kg or with HIV infection
that is resistant to other medicines similar to Tivicay. The use of Tivicay in children under 12 has not yet
been studied.

Other medicines and Tivicay
Tell your doctor if you are taking, have recently taken or are planning to take any other medicines. This
includes herbal medicines and other medicines bought without a prescription.

Don't take Tivicay with the following medicine:
e dofetilide, used to treat heart conditions

Some medicines can affect how Tivicay works, or make it more likely that you will have side effects.
Tivicay can also affect how some other medicines work.
Tell your doctor if you are taking any of the medicines in the following list:
metformin, to treat diabetes
e medicines called antacids, to treat indigestion and heartburn. Do not take an antacid during the 6
hours before you take Tivicay, or for at least 2 hours after you take it. (See also Section 3).
e calcium supplements, iron supplements and multivitamins. Do not take a calcium supplement,
iron supplement or multivitamin during the 6 hours before you take Tivicay, or for at least 2 hours
after you take it (see also Section 3).
e ctravirine, efavirenz, fosamprenavir/ritonavir, nevirapine or tipranavir/ritonavir, to treat HIV
infection
rifampicin, to treat tuberculosis (TB) and other bacterial infections
phenytoin and phenobarbital, to treat epilepsy
oxcarbamazepine and carbamazepine, to treat epilepsy or bipolar disorder
St. John’s wort (Hypericum perforatum), a herbal remedy to treat depression

— Tell your doctor or pharmacist if you are taking any of these. Your doctor may decide to adjust
your dose or that you need extra check ups.

Pregnancy and breast feeding
If you are pregnant, if you become pregnant, or if you are planning to have a baby:

— Talk to your doctor about the risks and benefits of taking Tivicay.

Women who are HIV-positive must not breast feed because HIV infection can be passed on to the baby in
breast milk. If you’re breast feeding, or thinking about breast feeding:
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— Talk to your doctor.

Driving and using machines
Tivicay can make you dizzy and have other side effects that make you less alert.
— Don’t drive or operate machinery unless you are sure you’re not affected.

3. How to take Tivicay

Always take this medicine exactly as your doctor has told you. Check with your doctor or pharmacist if you
are not sure.

o The usual dose is one 50 mg tablet once a day; if you are taking certain other medicines (see
section 2, earlier in this leaflet), the dose is one 50 mg tablet twice a day; or

e For the treatment of HIV that is resistant to other medicines similar to Tivicay, the usual dose of
Tivicay is one 50 mg tablet, twice a day.

Your doctor will decide on the correct dose of Tivicay for you.

Swallow the tablet with some liquid. Tivicay can be taken with or without food. When Tivicay is taken
twice a day, your doctor may advise you to take with food.

Use in children and adolescents

Children and adolescents aged between 12 and 17 years and weighing at least 40 kg can take the adult dose
of one tablet (50 mg), once a day. Tivicay should not be used in children and adolescents with HIV
infection that is resistant to other medicines similar to Tivicay.

Antacid medicines
Antacids, to treat indigestion and heartburn, can stop Tivicay being absorbed into your body and make it less
effective.
Do not take an antacid during the 6 hours before you take Tivicay, or for at least 2 hours after you take it.
Other acid-lowering medicines like ranitidine and omeprazole can be taken at the same time as Tivicay.

— Talk to your doctor for further advice on taking acid-lowering medicines with Tivicay.

Calcium supplements, iron supplements or multivitamins
Calcium supplements, iron supplements or multivitamins can stop Tivicay being absorbed into your body
and make it less effective.
Do not take a calcium or iron supplement during the 6 hours before you take Tivicay, or for at least 2 hours
after you take it.

— Talk to your doctor for further advice on taking calcium supplements, iron supplements or
multivitamins with Tivicay.

If you take more Tivicay than you should
If you take too many tablets of Tivicay, contact your doctor or pharmacist for advice. If possible, show
them the Tivicay pack.

If you forget to take Tivicay
If you miss a dose, take it as soon as you remember. But if your next dose is due within 4 hours, skip the
dose you missed and take the next one at the usual time. Then continue your treatment as before.

— Don't take a double dose to make up for a missed dose.

Don’t stop taking Tivicay without advice from your doctor
Take Tivicay for as long as your doctor recommends. Don’t stop unless your doctor advises you to.

If you have any further questions on the use of this medicine, ask your doctor or pharmacist.
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4. Possible side effects
Like all medicines, this medicine can cause side effects, but not everybody gets them.

When you’re being treated for HIV, it can be hard to tell whether a symptom is a side effect of Tivicay or
other medicines you are taking, or an effect of the HIV disease itself. So it is very important to talk to your
doctor about any changes in your health.

Allergic reactions
These are uncommon in people taking Tivicay. Signs include:
e skin rash
a high temperature (fever)
lack of energy (fatigue)
swelling, sometimes of the face or mouth (angioedema), causing difficulty in breathing
muscle or joint aches.
— See a doctor straight away. Your doctor may decide to carry out tests on your liver, kidneys or
blood, and may tell you to stop taking Tivicay.

Very common side effects

These may affect more than 1 in 10 people:
e headache
e diarrhoea
o feeling sick (nausea).

Common side effects
These may affect up to 1 in 10 people:
e rash
itching (pruritus)
being sick (vomiting)
stomach pain (abdominal pain)
stomach (abdominal) discomfort
insomnia
dizziness
abnormal dreams
lack of energy (fatigue)
wind (flatulence)
increase in the level of liver enzymes
increase in the level of enzymes produced in the muscles (creatine phosphokinase).

Uncommon side effects
These may affect up to 1 in 100 people:
¢ inflammation of the liver (hepatitis)

If you get any side effects

— Talk to your doctor. This includes any possible side effects not listed in this leaflet.
Other possible side effects
People taking combination therapy for HIV may get other side effects.

Symptoms of infection and inflammation

People with advanced HIV infection (AIDS) have weak immune systems, and are more likely to develop
serious infections (opportunistic infections). Such infections may have been “silent” and not detected by the
weak immune system before treatment was started. After starting treatment, the immune system becomes
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stronger, and may attack the infections, which can cause symptoms of infection or inflammation. Symptoms
usually include fever, plus some of the following:

e headache

e stomach ache

o difficulty breathing
In rare cases, as the immune system becomes stronger, it can also attack healthy body tissue (autoimmune
disorders). The symptoms of autoimmune disorders may develop many months after you start taking
medicine to treat your HIV infection. Symptoms may include:

o palpitations (rapid or irregular heartbeat) or tremor

e hyperactivity (excessive restlessness and movement)

e weakness beginning in the hands and feet and moving up towards the trunk of the body.

If you get any symptoms of infection and inflammation or if you notice any of the symptoms above:
— Tell your doctor immediately. Don’t take other medicines for the infection without your doctor’s
advice.

Joint pain, stiffness and bone problems

Some people taking combination therapy for HIV develop a condition called osteonecrosis. With this
condition, parts of the bone tissue die because of reduced blood supply to the bone. People may be more
likely to get this condition:
o if they have been taking combination therapy for a long time
if they are also taking anti-inflammatory medicines called corticosteroids
if they drink alcohol
if their immune systems are very weak
if they are overweight.

Signs of osteonecrosis include:
o stiffness in the joints
e aches and pains in the joints (especially in the hip, knee or shoulder)
e difficulty moving.
If you notice any of these symptoms:
— Tell your doctor.

Reporting of side effects

If you get any side effects, talk to your doctor or pharmacist. This includes any possible side effects not listed
in this leaflet. You can also report side effects directly via the national reporting system listed in Appendix
V. By reporting side effects you can help provide more information on the safety of this medicine.

5. How to store Tivicay

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated after EXP on the carton and bottle.

This medicine does not require any special storage conditions.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to throw
away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What Tivicay contains
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- The active substance is dolutegravir. Each tablet contains dolutegravir sodium equivalent to 50 mg
dolutegravir.

- The other ingredients are mannitol (E421), microcrystalline cellulose, povidone, sodium starch
glycolate, sodium stearyl fumarate, polyvinyl alcohol-partially hydrolyzed, titanium dioxide (E171),
macrogol, talc and iron oxide yellow (E172).

What Tivicay looks like and contents of the pack

Tivicay film-coated tablets are yellow, round, biconvex tablets marked with the code ‘SV 572’ on one side
and ‘50’ on the other side. The film-coated tablets are provided in bottles containing 30 or 90 tablets. Not
all pack sizes may be available in your country.

Marketing Authorisation Holder
ViiV Healthcare UK Limited

980 Great West Road

Brentford, Middlesex

TW8 9GS

United Kingdom.

Manufacturer

Glaxo Wellcome, S.A.
Avda. Extremadura 3
09400 Aranda De Duero
Burgos, Spain

For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder:

Belgié/Belgique/Belgien
ViiV Healthcare sprl/bvba
Tél/Tel: +32 (0) 10 85 65 00

Buarapus
I'makcoCmutKnaitn EOO/]
Tem.: +359 2953 10 34

Ceska republika
GlaxoSmithKline, s.r.o.
Tel: +420222 001 111
cz.info@gsk.com

Danmark

GlaxoSmithKline Pharma A/S
TIf: +45 36 3591 00
dk-info@gsk.com

Deutschland

Vi1V Healthcare GmbH

Tel.: + 49 (0)89 203 0038-10
viiv.med.info@viivhealthcare.com

Eesti

GlaxoSmithKline Eesti OU
Tel: + 372 6676 900
estonia@gsk.com

Lietuva

GlaxoSmithKline Lietuva UAB
Tel: +370 5264 90 00
info.lt@gsk.com

Luxembourg/Luxemburg
ViiV Healthcare sprl/bvba
Belgique/Belgien

Tél/Tel: +32 (0) 10 85 65 00

Magyarorszag
GlaxoSmithKline Kft.
Tel.: +36 1 225 5300

Malta
GlaxoSmithKline (Malta) Limited
Tel: +356 21 238131

Nederland

Vi1V Healthcare BV

Tel: + 31 (0)30 6986060
contact-nl(@viivhealthcare.com

Norge
GlaxoSmithKline AS
TIf: + 47 2270 20 00
firmapost@gsk.no
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E)MGda Osterreich

GlaxoSmithKline A.E.B.E. GlaxoSmithKline Pharma GmbH

Tnh: +30 210 68 82 100 Tel: +43 (0)1 970750
at.info@gsk.com

Espaiia Polska

Laboratorios ViiV Healthcare, S.L. GSK Services Sp. z 0.0.

Tel: +34 902 051 260 Tel.: + 48 (0)22 576 9000

es-ci@yviivhealthcare.com

France Portugal

ViiV Healthcare SAS VIIVHIV HEALTHCARE, UNIPESSOAL, LDA

Tél.: +33 (0)1 39 17 69 69 Tel: + 351 21 094 08 01

Infomed@viivhealthcare.com viiv.fi.pt@viivhealthcare.com

Hrvatska Romania

GlaxoSmithKline d.o.o0. GlaxoSmithKline (GSK) S.R.L.

Tel: + 3851 6051 999 Tel: +4021 3028 208

Ireland Slovenija

GlaxoSmithKline (Ireland) Limited GlaxoSmithKline d.o.o.

Tel: + 353 (0)1 4955000 Tel: + 386 (0)1 280 25 00
medical.x.si@gsk.com

island Slovenska republika

GlaxoSmithKline ehf. GlaxoSmithKline Slovakia s. . o.

Simi: + 354 530 3700 Tel: +421 (0)24826 11 11
recepcia.sk@gsk.com

Italia Suomi/Finland

ViiV Healthcare S.r.1 GlaxoSmithKline Oy

Tel: + 39 (0)45 9212611 Puh/Tel: + 358 (0)10 30 30 30
Finland.tuoteinfo@gsk.com

Kvnpog Sverige

GlaxoSmithKline (Cyprus) Ltd GlaxoSmithKline AB

TnA: +357 223970 00 Tel: + 46 (0)8 638 93 00

gskeyprus@gsk.com info.produkt@gsk.com

Latvija United Kingdom

GlaxoSmithKline Latvia SIA ViiV Healthcare UK Limited

Tel: + 371 67312687 Tel: + 44 (0)800 221441

lv-epasts@gsk.com customercontactuk@gsk.com

This leaflet was last revised in {month YYYY}.

Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu.
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Invitro \IZBWT, RAT 77 ETBIBO AR T4 8T o AR—42—2 (OCT2) KU Multidrug
and toxin extrusion transporter (MATE) 1 ZFA%E L7z, Invivo TiL, BEDOI/ V7 F= 7 VT T
A (b ElE OCT2 O MATE-1 @ik lZ4KAT) 23 10~14%IK T L7z, Invivo IZBWT RAT 7 7
JUE, BEEAS OCT2 XUE MATE-1 IZIAF 3 B EESE S (f] : dofetilide, A R/ ) OIMBEHFRE
NS E LR H L5 (1 LN43HSH)

In vitro IZBWT, RAT 77 EMTIERYIAA N T o AR —4— (OAT1) KT OAT3 ZPHFE L,
OAT DIETH DT /R ENLD invivo |ZH T 2 HMBIREICHEL RITI RN L2 BiEx 5L, in
vivo \ZF1F % OAT1 ORHEIFE Z W Z 912720, OAT3 OFLFEIZ OV TIL, invivo TORRERIT I

LTV, RL7 77 ek, HREDS OAT3 ITIRAFT 2 3,0 o i A i B 2 s < 5 wlReEdE

N b,

BEOTIL ha A NV AEERZENLIANOEIEL & OfEST S v-F BAER K O E O BAER %
F1IZEEHET D,

AR O
N7 77 e L BFREEEOM AR 22 L ICR#d 2 8 M A& Ty o B e Ui
) | MAREE - REfTHh#R T HfEIX TAUC) | @ MPIRET [Chad &T5) o



&1 EWHEEER

" * o HEEA e

ARMEEAIEES SETHEOTILE (%) BrARFICHRE SN SEE
HIV-1 01 LRE

FEZIE R s G 2

ThIEY KVTF 7 Zen] T hZ e ARmER LT 7o e

AUC|71%
Cona) 52%
Ct]88%

ThIEY Vo
(UGT1A1 }2 Y CYP3A B3 D75 )

NVBEZETIEE20D, VAR
FHSSDIRF RN RVT 7F v
X9 D& A4 U B AT REME 2 B
Lo THEYIFELY RFEL, X
LN/ e, XiTe e
EAY R FEAADOWT A B
BHEITLGE%RE, TES AL
FZEY EFHTRETE Y
(RDH%F2 S,

7y LY

KAVT 77 EN]
AUC|57%
Crnax{ 39%
Ct|75%

T 7 B LYo (EHHXR)
(UGTI1A1 }x X CYP3A F#3E DihiH)

Tyl EEHEBEST5E
DT ET A OHELEH&EIX50mg 1 H
2 [\ITH D, HIV A T 77 —F[h
ERNCHHEEZ G T HH5E8I1CE, =7
7 E LY EEERWMLOMARED
HE2WET 52 L (4.4 HBR),

b KIVT 7 Z e AT EAEGT 2G0T
GBI L TW Wy, FFEIC | B A OHESEHEIZS0mg 1 B 2 [H]
LV, =77 LUV ERROERE | ThDH, HIV 4 7 77 —EE
BHIK TR TFRISID) FNCEZ /T 25 E810E, *ET
v R EERVMLOMAE DY &M
BTDHZ L 44TEHSBR),
JAEEy RVT 7T E e FEFE OB X720,

AUCT12%
Cnax113%
Ct122%

yrerl oo

PR W G BE H 27)

7 JIREV

KVT 75 Eves
AUC11%
Cnax| 3%

Ct|8%

T/ RENLS

M ERE O LETZR,

m

HIV 7'z 77— HER

THEYFENL

N =Vi%,
AUC191%
Crnax150%
Ct1180%

T A YT E s (R AR RR)
(UGT1A1 KT CYP3A B3 D [HE)

X
=
e
2

DMENLIR N,

THEYFFEN/Y F eV

KAVT 7 et
AUC?T62%
Crnax134%
Ct1121%

3
G
e
@

@%‘gbifcﬁb\o




T2 PFFE e
U hFEeo

(UGT1A1 KT CYP3A E£3E D[HE)

Tipranavir/ U k7 E/L
(TPV+RTV)

KAVT 77 EN]
AUC|59%
Crnax [ 47%
Ct|76%

(UGT1A1 }2 O CYP3A BE5E D5 )

HIV A v 7 7 Z —ERERNmE
H LRWIEE ., tipranavi/ U
e LGRS T 25607 E A
OHELEAEIY 50mg 1 H 2 [FITH
Do

HIV A > 7 7 7 —¥EANCmHE
AT HEEIIL, PFHZRET S 2
L (44 TEHBR),

RAT T LN/ b
R %
(FPV4RTV)

NVT 7T N
AUC|35%
Crnax 24%
Ctl49%

(UGTIA1 J2T* CYP3A 35 D)

HIV A > 7 7 7 —EHEAImHE
A LRWGA, HEFSOLEI
2, HIV A 7 7T —EBEH
WZHMEEZ AT 52561213, AAT >
L EN) MFELEEERWN
oM AE R LTS L,

FRIVT 4 FEN

NVT 7T e

EBRITEEE LTz

HEFRE O MZIL 7R,

HE)F e e

KAVT 77 EN]
AUC|32%
Crax{ 11%
Cr4138%

(UGT1A1 } (X CYP3A B35 D75 )

M EFEI DML,

o e/ e

RALT 7T E e
AUC|3%
Cooax>0%
Coul6%

I EFRE O MZIL 7R,

HIV 7'z 7 7 — T Z7 & OTFE IR 0 B U 279 D

oSN/ e
+= b7 ED >

KVTT7JELe
AUC1T10%
CmaxT7%
Ct128%

LPV&
RTV&

3
G
e
z

@%‘gbifs}b\o

HE)F e e
+= fh oY

KAVT 77 EN]
AUC|25%
Crnax) 12%
Ct37%
DRV&

RTV&

oM ILRE

Telaprevir

NVT 7T e
AUC1T25%
Cnax119%
C1137%

Telaprevir<>

(JEE SR R

(CYP3A £ DFHHE)

3
G
e
z

@%\gbifﬁb\o




Boceprevir RIVTF 7T Bl HEREOMLEIL R0,
AUC17%
Crnax15%
C118%
o FH
P EE et
Dofetilide Dofetilide? T B A & dofetilide O ff £ 5
GRBUL TN L TV R WAY OCT2 | |X. EiEED dofetilide (=K - T4
FFUAR=Z—DRELTUTH | G284 4 U 5 REER &
4% rREMED & %) DR RTH D (43 HBR),
T FAFE
Oxcarbamazepine KT 75| B ORGSR 2 5h 8 2 4R &
Tx=hAr (RBITFEE L T nwy, | OG5 2 &,

Jx ) NLEHX—)L
BN

UGTIAl &} CYP3A EEZDFHEIC
v, ETFRTHIEND)

T =LA B

g haty—nu
Toaty—)v
A ~TFars—
Posaconazole

AU afy—u

KVT 7T E e
FEBRITEEME L Tz

AEFHSOLE T2V, o
CYP3A4 PHEHIOF — 12>
L. FELWEINT RIS R0,

oN— 7B

A3 vA XY VY

(StJohn’ s wort, > b -

Va—r X T—})

KAVT 7 EN]
GRERIZSENE L TR0,
UGTI1Al & T CYP3A £ D#KE|C
I, ETFTaZEnTFHIEND)

A3 A NXY VU (StJohn’ s

wort, >k« Vg — R TU—
M) & DOPFRIZR S HEE S LR,

HIRA R DR FERTL) Rordis

TR LTI =

KVTF 7 Z e

2 TR LTIV =T AEHH

A A AUC|74% BHlE, AT 7T ELOEEND
Crnaxl 72% T+ IR (AT 2 BEREIE T 6
(EiiA A & OHEEIE R BRI & B TR S - L

H VT DAEHREA KAVT 77 EN] VT DAL BTG SRR
AUC|39% GEZIUHIE. RAVvTF 7 eLro
Crmax}37% PGB0 RER (kT 2 R
C24l39% ‘ T 6 BRI % B RT3
(S 7> & OB y

Bltifa Al KVTF 7 Z e
AUC|54%
Cinax} 57%
C24]56%

(ZAliA A2 & DEEIRTEAR)

e EH I A

KVTF 7 Z e
AUC|33%

Crax35%

Cr4l32%
(ZAliA A & DRI AR)

TN FaXTaL N

Prednisone KVT 7T Ehe FERE OMLBIL 20,
AUCT11%
Conax16%
Ct117%




A RARLI A BRI 1 A MBI UBRE IR TWAHEE
KVT 7 F Ele Wt LC RVT 7T e BbA UE
GBI L TWh 722wy, OCT2 k| FIET25A121E, A RAALI O
T UAR—EZ—OHEDTZD, AN | AR O FEERS BT
TV OBIRTHIESND, ) LT ENHERIND,

A MRV OHEFRE P LE L
AREER D B,
VRGeS
77 By N AN HIV A > 7 7 Z —BEAN M
AUC|54% ERLRWGS, V7 rrEvrl
%ﬁﬁ% BRGS0 T 7 A OHELE
T (1] = S
(UGT1A1 &Y CYP3A 432 D5 H) ifﬁ?;ﬁ;f;ﬁi§°
EHTDHEEITIE, ﬁ%%ﬁfé_
L,
Vo7 TF RVT 7T E e HEREOMLEIL R0,
AUC|5%
Crnax116%
Ctl30%
(UGTI1A1 O CYP3A B3 DifiH)

PR L BT

TF=)VT AT IVHA = | KAT T T B NVT 7 Z € VTEIRTE R AR VE

(EE) K& O Norgestromin | EE&> (LH), JRfafiEgr € (FSH) K&

(NGMN) AUCT3% VT u AT v AT ) PRI

Cmaxil% %&iéiﬁb\o Ttb‘/f k{ﬂ:ﬂ%&’g‘
NGMNes ﬁé%ﬁﬁﬁmﬁ&%@%%%%%
AUC|2% T MBI,

Crnaxl 11%

PR

AW R NIVT 7T Ehes EDH b OIEA S HERET O LB
A Rro W,

AUC|2%

Cnax$<>0%

Crt|1%
/N

MEERORERICOWTII A TORFER L T\ 5H

4.6 £TERES . BEIRE UREL

IR

R OLMEERRE L TCRAT VTNV EFER LT — 213700, ALLIIHDELTHIRON
TW5, b hDIFIEIC ﬂ#ébw777tw@%@uow1iﬁwfhéo%%@é%%ﬁﬁ%m
BT, AT 77 EANEEEZBERT L ENRBOONT, EEHEICE LT, iRl CiiE
PR SRR 2 R 2 fémxw%w\63@%%)oﬂ%¢i\%%éhéﬂﬁﬁ%ﬁmmﬁ
FER Y A7 L CIESH L SN DG ARICOBRT A 2T 5 Z &,
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=4,

RVT 7 Z et NOHAHFIZHWMEINDENE I MNFIARHTH D, s A -FIH TR HEY
FT =X, N7 7T EARHHTICmESND Z EERLTWD, itk 10 HIZ 50 mg/kg %
HEREOEESNTZRALTO T v MBW T, RAT 77 evidinaimm s L v @i ol fic
O BT, HIV TG L= ZetEix, HIV ORG 2B <Ted, &5 R0 T I W TAICETL
L2 ERHELES NS,

LETERE
b F ORI EDOAFTERE KT B KT 7T B ORBIC T 57— 2 137\, @RI
BWT, P77 7 EVIEHEAR OMEDAFTERE NI E LW ERRENTWDS, (B3EESHK) |

o

4.7 BERUBHIRE~OEE

INE TICHOEIRCHERIEICB T D RV T 77 BV ORECOWCHHE LBk T2, L
L7eRo, BFICXRVT 77 BV L DRERPICFESHEO VR RESNTWAZ L xmbE s
Z L, B OEIERRE WM ER 1 2 BIET 25810, BE OEKIRES RV T 77 BV O
TER7 v 7 7 A VICHEETDHZ L,

48 FELLGLEE

w7 e 7 7 A )V OBE

ZRMET T 7 7 A L, IR O 22 W BFE 980 il 1RIERRILH 5725 HIV A 7 77 — B EA
OFHARER T2V B 357 B, L OVHIV A 7 77 —BIEAZ & TIRRLRRORBRRH 5 (HIV
AT 7T —BHEAICKT DMmMEEETe) BE 234 a3t & U535 1A K OV T AR ES R
REBOERT — X IZHSHTWD, fllx DEREF THALNR D EEZEWERIZ, B2 EOEE DR
OB GUBRBIE CH o7 (44 HSHR) , BETICED K<AONRTERIR, BL (15%) .
T (16%) KU (14%) ThH ol

et a7 7 A NiE, ERRORRDIEFEERMICBWTHEEL T,

BIEAO B

IR L RAT 7T e LT 5 AREMEO B D REITER 2. 2B RIRDHE L O BEE = L1250
L7, FBUBEE X, very common (1/10 LA E) | common (1/100 LA_E 1/10 i) . uncommon
(1/1,000 LA E 1/100 Aif) . rare (1/10,000 LA_L 1/1,000 i) . very rare (1/10,000 Aii5) & EFe L
77
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&2 EHIEA

RERETF Uncommon WBEE (4.4 THSR)
Uncommon TE TSR (4.4 TSI **
AT Common AHRAE
Common F e
HEREE Very common | BFJ
Common A D F
BRES Very common | i[>
Very common | [
Common e -
Common 53]
Common LRGSR
Common W&
Common AN PRk
FFREE R EE Uncommon JF49%
EERURTHEES Common TV
Common % 9 FEIE
— o . &0 1
w}iﬂiﬁﬁﬁﬁ%&(ﬁ?ﬁ'—inlﬂi Common s
BRERRE TI5=vT ) R A7 =T —F (ALT) KROYX
Common ET ARG T I ) b T A7 27 —EF (AST)
5
Common 7 VT FLURARFS—E (CPK) EF

#* DIFO TREEDRWERIZOWT) 23RT 52 &,

FEORIERIZOWT

PRI T DZESE

FEA OFEE% 1 EBUNICIE Y LT F= o ORI, Z 0L 48 BRZ bz > T&
E L CHgE L T, sRBRBAGAIRFDN & 15 48 I 1% £ TOL{LED FLIEIL 9.96 umol/L Th -7,
VT Fo U EOEIMTE £ S E Y RFIEMCTREE Cho7-, 2D OZLITRERIRIEEE D
FALE M L7222 BRRIICEMROH 2 6 D L 135 2 i,

B X3 C ZFH & D A

5 IRV T, BARIL O YT C BIFR O BRI R 1T, SRR AERE O ITHRE MR AL 23
FLYEME ETR (ULN) O S {ELLF CTH - A IR B A~OMAANEZF AT S N7, LT, BREW
/T CRIBF R O BEBBYEE BT 2R 7T 0 7 7 A4 Vid, BRI XT C BT R O EERY D 72
WEREFETHALNTbD LRI TH 722, AST K INALT HRF OFIEIX, RIRERHIX LT B &Y
F OV % C RIFRICEBEEY L W T I — T TR o o, SR FRESUE R0 © PR RE
RAEMED BN, 7 B A OIRERAGRIC B AL O T C B R O BERRYLEE O —5, Frloht
BRIFRIGE Z L LT BE CTHALNTE G4THB]R)
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S RE G R

BEHPTL b a v A LR (CART) OBRIARFIC EE R B R 2% L > T D HIV BYYERE IR

WL BEEEME U3 LT D BRSS9 D RIESUS R BT 2 AIREMEN & 5,

Fio, BomEEE (FIRIEIETEES) bME SN TnD, L LAann, 3BLE TORMIX

EERRKE L, ZNOOFGUIIRFEBGEZM A bR L TR T 520355 (44 THSR) |

/N
FHOE (Rl 12 s L B 18 Rl IRHE 40 kg L L) ICHB T 2RI FRER T — TR O TV D
W, ZOFRERICEES S L ANERTH LN S DLSAORIERIZZ b gino Tz,

BIVEA L Bebh 2 FROME

PSR SRR ICRIER L SN 2 FHREZMET DL LIFEETH S, ThICL Y, ERGLOFE &
URAT DNT 2 RZOWTHER LIz =2 U U 7N aReE L 72D, BEIRMEHEE X, BAEE VICEE#
LIEEOFRE AT LN LT, BWEH LSRN DT X TOFEREZWRET L ENRDLND,

49 BEHRE
BUED L Z A, FVT 77 ENLOlERSORBRITIM STV D,

A EEEEE (FEEEWERE I L TRAK250mg £T) IZBIT52T—ZIIROLNTNWDER, T Ok
FICHS L BER L L TR &N S D LSO E OFERLMABE 12 H LR 0o 7=,

R RO 72 B2 U CL XX RTBE 72356 13 National poisons centre DHELEIZHEV, AR 2 E AT 72
92k, NAT 7T ENOBBERGIIRT DRRER TRV, WER G /A TSI, BE
(6 U CRFRRIE 2TV, BEDS LTl ART=4 Y v 7 %2175 2L, KT 7T emdimiEs
NI EBLSERT DD, BT HSICRET S Z LIIREETH 5,

5. ZEIESAYEE
5.1 ENFEMEHE
SRWRRIE SIS S ALY A VA FOMOFLT A VA, ATC =— R : JO5AX12

TRt

RVT 75 ENidA 7 77 —BIGHEEAL L f5E L. HIV HS A 7 VicBe L e v A JLAD
TAX YRR (DNA) MARABDA ST RET A7 7 —BEZLETHZ LItk - T,
HIV A > 7 77 —EBxHET D,

D ke DL S

FALFEE (25517 5 010 4 /b R I E

PBMC # W2 8 E S FREBRERICEBITD RAT 77 ELOIC50 1% 0.50M THY . MT-4 fllfa %
FW 2856 @ 1650 OFFAIX 0.7~2n0M Th o 7=, BERDBERICKI L CH, 7 ¥ A4 T TR E 7o
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WD, [REED IC50 Arrsiviz, 7 L—RA, B, C. D, E, FXO'G, FIZZv—70D
HIV-1 &R BERE 24 FEDN 6 72 2 SR UERIZIB W T, 1C50 OEXMEX 0.2 nM - (#iPH 0.02~2.14) TH
72, HIV-2 FER S BERE 3 FED 1C50 O F¥IEIX 0.18 nM - (i 0.09~0.61) Th o7z,

DL D A I XL T L 72855 D51 04 e R

Invitro IZRBWT, RVvT7 75 Eﬂ/kﬂﬁ@ﬁiﬁﬁﬁ%ﬁ THHPLL b A )L AHD stavudine, 7 /30 B
b, TTFEL Y RETE L, rEFENL, T LT, enfuvittide, ¥ T E w2 KINT L
T 77 ENVORICHETERIZA N o T2, o, FAT 7 I ENLETTHRENLVORICHEEHER
BT, UAREY AL RAT VT EDIEMEICH B e R K oo T-,

E P g0 EE
100%E MJEIZIBWT, & 737 & O fold shift D)X 75 TH Y . ¥ /X7 B THIIE L72 1C90 1%
0.064 ug/mL TH -7z,

e

In vitro TOMHE

In vitro \Z BT DMt ESRER TlE, BRSO, 112 B2 2 2/ < HIVIIT 32
BRI W26 BIRE R R 2 IZFEBL L, S153Y MOVF (VAR Lok R, Mo fold
change D KIEAS 4 (i 2~4) L7po7-, BKRBRICHEWT M T 77 ARG S BE T
L. TREOERITEIRI N o7, NLA3R2 kA W2 5E8121%, E92Q (FCfi3) &N G193E
(RIBRIC FC i 3) ZAENTIRS NIz, ERNRQERIL, FNLT 7T ENMIMMEEZ R LTZRBRNRH Y |
ZOHRTRALT 7T EANEREINEBETERRINZ (RAVT 77 EMIxT 25 T IRERELT
LA ST

H

BT XA T B OGRS B 2 O T2 B 72 B REEBR I B T 5 BT T O BERE T R263K A8
NHBTZ Q0L . Y7247 C QF) KOA/G (27FE) DOIBEETIEL, 1T R263K A
VT T—BERNRINSIL, 2 TGISR A T 7T —BERNERINZ, VYT X AT B A
C%hA7T 25 ART ORRERDR &V . 72 INI O GRRER DI WEE 2 %5 & U7 ERHER Tl Z o
R263K BB NMAE I N TWDB N, invitro TIX RVT 77 ENORSZMEICEEZ RIZ S o T2,
G1I8R [T R FIL L LT RAT VT BT DS R T S 852 (FCE 10) . 5
I AERBRIC I W T R T 77 BEADRERG ST EE TIE GHSR BRIFARD b -7,

FNT T ZTENSTNET T T EMIHT H—IRERE (Q148H/R/K. NI55H, Y143R/H/C. E92Q K&
O Te6l) 1%, 2R L LTI in vitro (2B T 25 RAVT 7T ENVOREMEIZEEL FIE S0, F
N B S BAK 2 W= EBRIC W T, HIV A > 7 7 5 — B FHEAN %@?6(7»7&7E»/
TAET T ITEMIHT D) IRERE L OURSNEEREZZNLO—RERIEN L5 N
VT T T ENMCRT DM R B AL L vy (BAERICR LT FC fE<2) | ngzﬁ
(H/R/K) 1ZHSTHY | ZDGEIFEZRERZED 2 &I2 8-> T FCAEA 5~10 TZENLL &7
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o7, Q148 AR (HR/K) 1T X 2EEIX, SALFF R RKZ HOTZCER LR I N,
N155H X% E92Q %ﬁftééﬁmﬁ%ﬁ%éﬁz{ﬁ{m O BAE S 472 NL432 Romfeik Ik VW T, 67
DHMPEDBIRIT A B 7o T2 (FC fEITKN 1| THRE) . £O—5 T, QI48H R A AT HERK
(FCE 1) OB ENTHATIE, SESERWRERRNZL LN, TOFMEFCIL 10 225
FCHINL 7=,

BERRIC B D B HFREA S » A7 (BRI T A )L 22%9 5 FCAE) 13HE LTV WS,
B FRIMEIX. 77 b AT 5 L0y e IR Th o7,

TNT T T ENMZLBIBERBROH 5 BENOHE LI 705 8O Z VT 77 EOVITE S BEE 2 H v
T. RIT 7T ENTRT BIERZ NG STz, 705 FEDBFR S BERR D 94%l2xf LT, KT 7
FEIFCIE 10 K TH 5,

In vivo T

TR D 7 WBRE 2R & LT RALT 7T B E 2 A0 NRTI 23 4% 5 S - 1% 0155 11 AR M OV 11

FIRBRIZI VT, HIV A 7 7 7 —BEAL, L NRTHZRT B OFRBLITA HivZe o 7o
(876 51, BEFHIM 48~96 JHH])

TR ORERILH D05, HIV A 7 77 —EBFEAOE GREERO 72 0 EF (SAILING #RER) 128
WTC, Y EADSEIR Lo silE (BR) 20 LT RAT 77 EAd b ST 354 6l 4 il
HIV A 7 77 —BHEANCK T 228 A 607 GEUEIM 48 M) . Zhboo4flosH, 2
FIXEA DO R263K A 7 77 —BEREZA L, FC ORAMIZ1.93 T, 1 fliTEE 20
VISIVIA 7 77 —BEREZH L, FC DRKEIF0.92 Th-o7o, EOMD 1 FlFFRERB AR &
AT T T—BERELEL W0, HIV A T 7 7 —EHEROBERRN D - 71-, LY
WXL THIVA 7 77 =BT AV AITREB L2 b O EHER S 72, R263K 51T in vitro 12
BOWTHEBRIN (L) |

HIV A 7 77 —EBHEANCH T D MHEOHFIET (VIKING-3 35 128\ T, 24 Il ORIZRERSE
FEFHHEE CTER SN2 U A VA FZRIGERIR E 720 | N—R T A > L IR O AR 1A
MAERREEETHEE 3B (BB RALT 7 ZEL 50mg 1 H 2 8]+ i 728 s B3 N & 5- S
72) TLUTOEEMERS A  L74LM (1 #1)) | E92Q (2 41) . T97A (8 i) . EI38K/A (7

F) . G140S (2 %) . Y143H (1 %) . S147G (1 f5l) . QI148H/K/R (4 ) . W ONZ N155H (1 )
JOVEISTE/Q (1 f5) RIS I LIZHIV A 7 7 7 —BIERNCRT DimE i, 35 Q148
ZEOBEY GRUBRBA MR SUIRERBIART) 2 AT & TH LT,

EOM3EEEZDHEIZBWT, QTc HMIZEEHE T 2 &I XA LN T,
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B R A 2 1 e V2 4

JESEFR R DI

HIV TG L7 IRIERBR O 2 WBR B 2B T 2 7 B A OB, 2 2OEA{L, EHES, —&E
%@\iiﬁ%ﬁ%f%ésmnma(mGum%)ﬁ%&@smmx(m0nmm)ﬁﬁw4w@ﬁ
DT —Z AT ES <,

smﬂmaﬁﬁfm\&zm@%kﬁ%574sm%1Hl@Xﬁ?»%ﬁ?Ew(m&)mmwl
H 2 BIOWTr—HFITEELIZEIV AT 6, Dl &b TG Sz, Wit e $12 NRTI
@2ﬂﬁéﬂ(Ammﬂxw1Hmmm)%ﬁ%btoﬁ%%%ﬁ*ﬁwf B o T LB
36 1% T, 14%3 et 15%I3FE A ATE, 1% BRI RO E C BT R BRI YL . 2%I13 CDC
TN CTHY, ;ﬂf‘o@flff WIIEEREFICB W CREETH o 7=,

SINGLE #BR CTix. 833 HlOWBRE N T NI ENL-F I T UVEERIEHFALTTEA A 50 mgl H 1
[ (DTG+ABC/3TC) . XiF= 77 L Y-F /AR EN-=m A R o ZEUEEH] (EFV/TDE/FTC)
DWF NP TITEAEBICEF D T b, el &b RIS Shic, BBRGRICE VT, &
FARWS O IAEIL 35 3% T 16%I3 4, 32%ITFE A NTE, 7%1% C RUFR ERRYHE . 4%1L CDC
FENCTHY, 2o OFEIFREHMAICBW TR TH - 72,

SPRING-2 7B K OF SINGLE 5B D 48 % OfE R GRERBHAGRE O EH /e A& T L O R &= 5 Tr)
F3ITRT,
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% 3 SPRING-2 RERR U SINGLE RERI-H (T2 48 BRORIG
(Snapshot 7J)L31) XL, 50 copies/mL Xkif)

SPRING-2 & SINGLE &
TETA TESA
50 mg R’:LEI‘“;OE'I"Q 50 mg EFV/TDF/FTC
1B1@E +NRTI 2 1 +ABC/3TC 181ME
+NRTI 2 #l 411 Bi 1H1ME 419 #I
411 % 414 41
;';V;;::s‘?:;'_’i " 88% 85% 88% 81%
mAEDE* 2.5% (95% CIL:-2.2%, 7.1%) 7.4% (95% CI:2.5%, 12.3%)
4 IIVAEHIERET 5% 8% 5% 6%
HREARBOVAILAE
(copies/mL)
<100,000 267/297(90%) | 264/295(89%) | 253/280(90%) | 238/288(83%)
>100,000 94/114(82%) 87/116(75%) 111/134(83%) 100/131(76%)
SEABARERD CD4 BBiEY) /X
B (cellsi/mm?)
<200 43/55(78%) 34/50(68%) 45/57(79%) 48/62(77%)
200 LA <350 128/144(89%) 118/139(85%) 143/163(88%) 126/159(79%)
>350 190/212(90%) 199/222(90%) 176/194(91%) 164/198(83%)
&5 NRTI
ABC/3TC 145/169(86%) 142/164(87%) N/A N/A
TDE/FTC 216/242(89%) | 209/247(85%) N/A N/A
14 31
Bk 308/348(89%) | 305/355(86%) | 307/347(88%) | 291/356(82%)
g 53/63(84%) 46/56(82%) 57/67(85%) 47/63(75%)
AfE
EREPN 306/346(88%) | 301/352(86%) | 255/284(90%) | 238/285(84%)
A B NFE 55/65(85%) 50/59(85%) 109/130(84%) 99/133(74%)
Fin (1)
<50 324/370(88%) | 312/365(85%) | 319/361(88%) | 302/375(81%)
>50 37/41(90%) 39/46(85%) 45/53(85%) 36/44(82%)
AERBAAAEED 5 D CD4 Btk )
SRS oo rh R 230 230 246 1 187 1

* R GRF O FERIE T L R LT,
TH LD SRR Lo, SBBREMRT IS B LW R IEICA T Lo gE . T 48 B XL Y Rio
BRWED KIND 12 DA BWFILE AL T LI-9BrE (SPRING-2 sRBRD ) | AWED KNI RIZ LY 48 ET
WZH IR U7, R ON 48 O BRI 50 copies/mL VL & 72 > 7= 9i5s 2 & e,
I A O EEM OB O ZITHFHENIICER Th o 72 (p<0.001)

SINGLE FBRIZIVN T, EHRMEHTOfER. 7 B A +ABC/3TC FED 7 A L 2 FHI I OEI A
(HIV-1 RNA &7} 50 copies/mL Aiii) (X 88% C& ¥ ., EFV/TDF/FTC B (81%) XV b AEIZENT
Wz (p=0.003) . ZONTIZTOBIE SN TIEY . ZEMEOMIEN I 4172, SINGLE RO 48
HZIZBNT, UA L2 E TCOMMOTREIZ, 7857 A +ABC3TC #£TiX 28 H,
EFV/TDF/FTC #£ Tl 84 H Toh o7z (p<0.0001) , ZOEHTIZTOREINTEY . ZEMEOHIE

RESS TR gl
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SPRING-2 7% & OF SINGLE ;&BR D 48 #H[M %2 8 L C, HIV A > 7 77—V HEANI T D k2 i

XIFERPFEIC L o TAEUmEIL, 77 A 250 RGHETIINBE SN2 - 72, SPRING-2 ik
BRIZBWT, U7 77 EAEED 4 I8 EF /e NRTI AR L o THHRERIE 720 . 1Bl T VT
77 BT HIMEN B L=, —J7. SINGLE A5 CiX. EFV/TDF/FTC B£D 4 {73 NNRTI fif
PEICBEE U728 BT Ko TR E 72 0 L 1 BN E %70 NRTI Z BB L 7=,

SPRING-1 (ING112276) #BRTIL, U A N AFRRISDOHMEFFR RS, 96 WZIC=T7 7 B L VBt
(50 %) DEFE D 72%7)5 HIV-1 RNA £7Y 50 copies/mL ARJii TH>7-DIZxf LT, T4 A 50mg

(5141) 1 B 1 [HEEREDEBE T 88%72% HIV-1 RNA £ 50 copies/mL Rili Ch-7-, T 7 A

sm%1a1ﬁﬂ&5ént$%’ﬁwf HIV A 7 77 —BEA], XX NRTI 1 5o L3RIk}
TR MR, 96 I DBHMI A28 L TREO B AL o T,

TGRSR DFEBRITH 505 HIVA > 7 27— EF DR GHER D 720 B

EEE, ZhasxdtE, “HEEMRO SAILING (ING111762) #ABRCix, HIV-1 1L, Hiv hawA
wXﬁ%(mu)@%%ﬁ%57wm®&Aﬁ?Eﬁ4sm@1El@ﬂﬁ?»?ﬁ?ﬁwmm@
1 H 2 BOWTNITEELITE D AT B, HYERSER L2k 2 BlOIRF (Hoibir A
VAIEMED B D 3K Z D7 b 1 HIETe) BN sREE LG Sz, SBRBIARFIZ B0
T, BEEEHOPIALIL 43 5T, 32%I3 Mk, 50%ITFEA AR, 16%% B ALY L C BUFH&
DHEBEGTE . 46%IL CDC 53HHN C Tholo, T X TOYERE ITBRHIERIZ 2 7 7 AL =D
ART (T2 7R U, #EBRE O 49%I L3R BREIAAIFIC 3 7 7 ALL B> ART IZMitEZ 7R LT,

SAILING #BRD 48 # % D5 R GRERBAAAHEF O FH R B L O RET) 2K 4177,
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# 4 SAILING RERICH (T3 48 AR DRI (Snapshot 7)LT1) XL, 50 copies/mL ki)

TES4 50mg1H1[E

RAL 400 mg 1 A 2 [

+EREE +EREE
354 fil§ 361 fi§
HIV-1 RNA &/ 50 copies/mL i 71% 64%
L OWFE D £ 7.4% (95% CI:0.7%, 14.2%)
4 JVRERNIERG 20% 28%
HERBAIREF DV M LR E
(copies/mL)
<50,000 copies/mL 186/249 (75%) 180/254 (71%)
>50,000 copies/mL 65/105 (62%) 50/107 (47%)
SERBRIAER D CD4 [B1E Y /R ¥
(cells/mm?)
<50 33/62 (53%) 30/59 (51%)
50 LA <200 77/111 (69%) 76/125 (61%)
200 L <350 64/82 (78%) 53/79 (67%)
>350 77/99 (78%) 71/98 (73%)
EEEET LD HIV-1 RNA EA%
50 copies/mL ki
BR AU A 2 7 *<2 155/216 (72%) 129/192 (67%)
BT REZEAR 2 7 *=2 96/138 (70%) 101/169 (60%)
HIV 7' v 7 7 —EHEANCRTT 5
AN 720y DRV 1)
HY 50/72 (69%) 54/77 (70%)
2L 201/282 (71%) 176/284 (62%)
3] Z & M HIV-1 RNA E4%
50 copies/mL i
Bk 172/247 (70%) 156/238 (66%)
g 79/107 (74%) 74/123 (60%)
AT LD HIV-1 RNA EA%
50 copies/mL ki
EREPN 133/178 (75%) 125/175 (71%)
EH=EEPN 118/175 (67%) 105/185 (57%)
F# (M) Z&ED HIV-1 RNA 248
50 copies/mL ki
<50 196/269 (73%) 172/277 (62%)
>50 55/85 (65%) 58/84 (69%)
HIVHJ4 4 JZ &M HIV-1 RNA E
H% 50 copies/mL ki
7L —FKB 173/241 (72%) 159/246 (65%)
7 L—FRC 34/55 (62%) 29/48 (60%)
Z Dt 43/57(75%) 42/67 (63%)
CD4 [tE ) >/ ERE D H & o - 162 153

il (cells/mm?)

T WBRBA AR O ERIN IS K VIR LT,

§ 1 EfEfERICIBNT, T —F OEEMED 720 4 5 2 BT SRS L1z,

* B FAUEZME A 27 (GSS) 1, G FRIMPERA IS EE SV THEBRE D 7 A L RS BERR I 69 5 B BR B AR B
RS P2 R LI- 3 Bt D ART Mk L L TER S,

T EOMD s L— NI RS EEE (43) . F1 (32) . Al (18) . BF

(14) . 203~ TiI<10
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SAILING #BR Tld, 48 WRRICBIT DT BT A BED 7 A /L 252 (HIV-1 RNA #7° 50 copies/mL
K (71%) XTI A0T 7T EARE (64%) L0 bFEFHICEN TV (p=0.03)

TRIEPIZHIV A 7 77 —BHERN G HMMIEN I U CIRRAR L 7o - I E L, 4T
TZENREE 361 FIH 17 B, 5%) L0 b T e ARE (354 Bl 4 61, 1%) THEHFERICAEEICD
7eiote (p=0.003)  GEMIE [Invivo TOTMME] HEH) |

HIV1 > 7 27— ER & 5 iR DR (ROHIY A 72 7 — B ZERIZ TS i) 73
poXey it

ik, A —72 T 9L, H—fEO VIKING-3 (ING112574) B2 Tix, HIV-1 (&S L, 7o
IV AR, WONCBIAE TR BT VT 7T BN R/ E VBT 7T VI D e
ENTZ ART IZ K DIEERBROH DR LT, 7 B B £ TIRLRTN S ORI D B 51 5ok
ZkRe L. 8 H HURRIZY = ART Ofci{b #17->7- LT, 78474 50mgl H 2R Z#&%5 L7, 183
BIOBFDNBEERS I, ED 5 B 133 FIDRERBIAGRIC HIV A 7 77 —BEANC R 2 itk 24
LTEY ., 50 BIARHERBIAGATIC HIV A 7 7 7 —BIEANC R D1l 2 R 3 iaRE S R S iz
(GRBRBRAAARF I IIMER ST, 183 filH 90 Bilic B\ T, AT /T EN /AT T T8
VLR BRBIAAIF D RBGRBR D B D L U A L O— Th o7 (ZOMIZ B CTIEERBRBIAA AT I R
BROD & DIBHIED—ER) . RERBIGEIC BV T, B ER O T RfEIT 48 5% T, 23%IE 4. 29%I%
FEEEAFE, 20%1X B AR, T C RN REMERE Ch o 7o, WBRBHIGRED CD4 5PE Y o/ Bk
oo i 140 cells'mm® T, LARTEM L 7= ART OB O JuliL 13 4E. 56%I% CDC 23JEA8 C
Th ol WEREITRBRBAEIRCSZHER 7 T 2D ART I L Tl 2= L, 79%725 2 FILL Lo
NRTI, 75%7% 1 AILA 00 NNRTIL, K& O¥71%725 2 LA o HIV 7w 7 7 —BAFEANC R $ 5 FEE
REFL TV, F2, 62%MNIERS VA NV AZH LTV,

8 HHIZHK T2 HIV RNA &0 RBRABELD OL{LEDOFHE (HZEFMEA)
1. -1.4logo copies/mL (95%CI : -1.3~-1.5log;o. p<0.001) ThHo7=, MKIHEFE 5 ITRLIZEEBD,
ARERBHAAIED HIV A > 7 77 —EBAEANC KT D2 B BE L T e, ARMEO R an% BLH I
RVT 7T e L D18 E T IE LT-BE,. HDWIEAREYZ2 KvTr 77 eV & XX O AR (3
Dl CRUBR FE M I E 2 el L 72 B IO W TR, DA LR T T b A (VO) S DT H»
HERS L7z,
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&5 VIKING-3 BRICEVWTRBBERDHSL U4 D—EA RALIEVG THHAEEEZRMREL .
LIETA 5 DAREZ 7 BfE#SE®R (8HB) OV IILAFHRME

FLTF4SENLS50mg1B2[E

. o 88 i
HBRRIR 0/ A =4 P Mg HIV-1 RNA logq, c/mL oh B

DFEH{E (SD) =
RAL/EVG 23kfe STV 5 BE 1T
B CRERBHAARF I fENT TR b vz
AT 7T —BEROHE
Q48 Z57e L ® 48 -1.59 (0.47) -1.64
QI48 KON AR 1 » 77 ° 26 -1.14 (0.61) -1.08
Q48 KON RER 2 il b ° 14 -0.75 (0.84) -0.45

CHIV A 7 7 7 —BREANC T DMt —RE R CTh 5 N155H, Y143C/H/R, T66A, E9RQ %#&ir,
> G140A/C/S. EI138A/K/T, L741 /5 D RIS R,

BRBAGEIG I IR B R EZH LghoT-8E (60 #]) (T72bbRL7-RED I RAL/EVG %
GE) O 8 HBEICBITD YA LAREDEIL 1.63 logy TH o7,

LAHID> & OVRBE kit . fBRE 1T FTREZR G A IO BT SR E 2 b T 2 b o 72, 183
BIRBNIxT 2 24 OT —ZITES< L 24 %IV T 126 1 (69%) @ RNA &3

50 copies/mL Kiiti T 7= (Snapshot 7 /L2 Y X A) , VO HEMIZK L TOEIE 75% (161 #i
120 1)) TdH -7z,

FO6IRT LB, REABMBIIC Q48 BEREZETHHE ., FRC2 n AL EO “IREREZET 5
BITIIRIEIMET LTz, 75 2%y (OBR) DEEZMEZA =7 (0SS) 1324 B O KSIC B L
TR T,

%6 HERMARBOMECEORIE. 24 BIH1T5 VO £H
(HIV-1 RNA £25% 50 copies/mL ki#i. Snapshot 7/LI1) X L)

BT/ LoNAVTI5—

. = = = >
BEEDHE 0SS=0 0SS=1 0S8S=2 0SS>2 Total

N e S Sy wﬂ:
AT 7T RERIL | o q00%) | 1520 (75%) | 1921 (90%) | 9112 (75%) | 45/55 (82%)

QI48H/K/R ZER72 L 2 2/2 (100%) | 20/20 (100%) | 21/27 (78%) | 8/10 (80%) | 51/59 (36%)
Q148 N ISR 1 3 i 3 2/2(100%) | 8/12(67%) | 10/17 (59%) - 20/31 (65%)
Q148 L I°

CUER 2 5 UL 12(50%) | 2/11(18%) | 1/3(33%) - 4/16 (25%)
KA

Vi 2 R IR UL HIV A V7 7T — B IEANS 6 5 B 0 2
2NI155H, Y143C/H/R, T66A. E92Q

3 G140A/C/S. E138A/K/T. L741

0SS : ERH K R B PEDOAFF (Monogram Biosciences Net Assessment)

VIKING-3 FRER 2T DHET — X I2HS< &, RERBIMEEEN D 24 % £ T CD4 Btk Y 7 BRkEK
DAL DO HFJAEIE 61 cells/mm’® T - 7=,
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THEMR., 77 vARx RO VIKING-4 (ING116529) RBR Tk, SBRBALERHC HIV A > T 7/ 7 —F
PR T 2 s 7R E — R S 2 47325 HIV-1 IZ&Y: L 72 ART OFRBRO & 2 pk A 30 it
LT, 7 HEETIILHIND DR O & DiaiEZME L7 ETCRAT 77 /L 50mg 1 H 2 [
XX 77 BEROWTNMNICIEELICE D F T O TERENERI L, ZORITEERE KL TR
NTTTENERGTLHA—T 7V AE L=, 8 HHOEEFMHEE X, A7 2778
NS50mgl H2EINT 7RI HENTWD Z EER L, RERBHAARE) D O MiEH HIV-1 RNA 28
fb&EIT x4 2 L O ML O 726 O S HIfE1X-1.2 logyo copies/mL (95%CI : -1.5~-0.8 log;o copies/mL,
p<0.001) Th oz, ZOT 7 EHRXMHRBRICKIT S 8 HHDOKINIX, HEBRELGEEO HIV A 7 7
7 —BIEANCT D MED 52 E® T, VIKING-3 &5k GE7 7 v Rx) THOLNIMEREL
SERIZ—EH L TV,

/N AR
HOLF A, 48R, Mgk itE. A—7 v F~ULEER (P1093/ING112578) (23T, HIV-1
(Y L= B D EE BRI, FHRBETOT B A OFRWENRE T X —& L4t AEMEEOH

vk 2 REA L 7z,

TEZA 1 H1E 35mg4fFl, 50mg196l) & OBR A& 5 IN7-FE (Fln 12 Ll L 18 kR
Bii) D 23 il 16 il (70%) IZFBWT, 24 BZD T A /L ZE7H 50 copies/mL A & 72 > 72,

7 A L ARV FR T 4 B CRRD LIV, T A IV A RHER RO S CHIVA VT T —F
FHEANZ T D itE 2 T 2 HBRE 135D L Lo 7=,

PRINEEHE ST (The European Medicines Agency) (%, HIV (/89 L7241% 4 LA E 12 AR O /N7
BEICBT AT 7 A OFEKRREBEROBEFES ZIEH L7z ONRIZB T 2RI A1 HRIT 4.2
HEMR) |

5.2 EYEEFMRE

RIVT 75 e OB EEIT, fREEBRE & HIV ISR LB & o TEElLTnW5, RLT
77 N0 PK EENIME~FRETH D, REHERE 23R E LS THERBRICIB VT, AUC O
BRAE T CVDb% K TN Crax DFGFHITFABR 218 LT 20%LL F0 5 40% T, Ct O#iFHIT 30~65%Tdh 7=,
RVT 77 BV ORERFE W PK Z8hiX, REEGERF L0 b HIV TG L& O G RE o1z,
PERENEE) (CVw%) (IR EREZE LY /NS h o,

PR
RVT 75 TR B GRS S AL, BRI 4 0 T ORI 2~3 BT 5,

BECLSTRVT 7T EAORIRITEIN L, WIGEESEF LIz, KT 75 ELONA AT
NAZEVT 4 TRFNFICKTT 5, K PROCREHRZER LSS, N7 77 ELO
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AUC )T ZH 33%. 41%M Y 66%IHENN L, Cha [T ZIVEIL 46%. 52% K% N 67%HE M L7=, Fiz.
Toae [THERE T TO 2N S ZNEN 3, 4 KOS BRICER L=, FFEDO HIV A 7 77 —Fil

ERNCIEEZ AT 256, 2O OBINIERNICE®ROSH 2O TH L AREENH D, Lo

T, HIV A > 7 77 —BEANCIMEEZ A5 HIV BYYEBRE X, BFL b7 e A 2RAT
HIZENHEREEND 2HBH)

NVT 7 ENNDREHIANSA AT XA T E YT ¢ 13 L TR,

A

Invitro 7T —X2IZ L5 &, FAUT 77T e MiESX X7 B LFEET D 599%) , REEM
SEYENREMATIZEE D < &, HIV EYYERBF 1T T 5 AT O0AAMIL 17~20L Th b, FArTr
SENLDMIER LRV EE DFESIL RAVT 7T BV ITEAE LV, it & O sEF o3z
BESEL U 7= B RE TR B2 LE 0O BT 0.441~0.535 CTH 0 | MR OHIIEALY & fSHEE & O BEHIX 9 )
Thole, MIEFIZIITD AT 7T VOB, 5% EOITHRERES 2 A1 5 #kBE TH
Lk oz, MiET7 VT I UBMMEME (<35¢/L) OFRIZHEMT 5,

3>

KT 7Z EVIIIERER (CSF) FICFET D, AT T TENLETANBEN /T I TV &k
B LT G LT TRIERBR O 72 ik BRE 13 lIcB W T, CSE D RLT 75 BV OEBE I
18 ng/mL (I AT FHERIE A L, 1C50 21 5) Thoiz,

KT 75 B3 OB RO TS 20T 5, T ESAEIR, & SHERR & O B0
% AUC IZEFIREE TOMAET A Y ED 6~10% Tdh > 72, FRICBIT 5 AUC ILEFIKAE T o i
TS ED 7%, EABHEBRICBIT 5 AUC IXEFIREE TOIMSEFT IS ED 17% Tdh - 7~

ARNZAL

RAVT 7 EVIEEIZ UGTIAL TOZ V7 v UG %5 L TR S L. 3702 CYP3A 540 T
R snd, ST 77 e/VERCMFEREZERT 2660 E L TFEL TEY . REMKE LT
DE NG OEPIT D 720y (T GED 1%AK00) » BRRAEGEED 53%0BRKREAKRE LTHEPIZ
PEtt =D, 205 b XTI, REIUATH 50, H L5 WIS 77 m w
BRI SENHEERNTHRIEE SNZHLOTHINE I NI ARHTH D, BROEEED 32%03 R+
WCHEE S, ZOWNERIZ VT 7T e —7 AR 77 o Ui ais (258D 18.9%) |
N- 7 VAR (B GED 3.6%) . KON DL ORILIK (B GED 3.0%) ThH 5.

DEiE

RV 775 BV ORERM LRI 14 B & TTH 5, RHEMSEYEREMATIC S & HIV KYYE
HBEICBIT2ANMNTORAZ VT % (CLF) 135 1Lhr THD,
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BRIEME  FERIE

RVT 7 ETERIT 2 EWERROBIEIEIT., &E&EABITKET D, ERORDOKRE%IT. #
L CHHEFR RVT 7T BV OREE B 2~100 mg OFFH Tl 5 BN OEIA % Flal-> TIEREHK
Ve RE & mbtobﬂbﬁﬂ% BEFNCBT D LT 7T L ORBERORINIL, 25 mg 2>5 50 mg
FCOFMPTIE, WHERITIZITHAFIL Tz, 24 FEOIEZEEIL, S0mg 1 H 1 Bl & g LT 50 mg
152@?@%2%?%0ﬁ0

FEhRe Y & 3 o0 B
HEEL, AERERBR (ING111521) TlX. RAT 27T EAOBAEELZ T 72 HIV-1 1T L
T BEBR A 12 3N T T BRTFI 225 7 A L ATEPENR TR D H AL, S0mg A& TO 11 B BB
% HIV-1 RNA O/ BOTFEIL 2.5 logiy TH -T2, O A NVAKSIE, 50 mg #E Tl
H# b 3~4 AR S 7z,

Kl 72 AR

/N

PLL b A AT K HIEERBRO & D HIV-1 IR YE L= F04E GRS 12 UL 18 k) 10
BNZBT D FVT 7T ENLORYBREIZSOWT, TEZ A S0mg & 1 B 1 [ERAKE LZHAD R
NT T T ENDORRERIT, TE7 A 50mg & 1 H 1 EREOEL LA 2R EFEETH -

i E
HIV-1 1T L= A DT — % 2 Wiz RV 75 © L O REER S ERe T Ic BV T, FERBI
VT 7T EVOBRBEEICK L CHERIICEWD H DB RISV 2 E0NRENT-,

7S 65 A A DWREZ MR L LIc RAVT 7T ELOEYEET —Z TR 5N TN D

W%Abﬁﬁi
%WNWkLT@ﬁﬁ& SOB 7 UT T AL RAT 7T ELOFEEPEIREClE /e, TEED
B EE (amqmmmm)%ﬁ?é&%ﬁ&oﬁ%&Lt@%&%% XL, %w777t

w@%%ﬁaﬁ%@%mbtoir@m% ELAHTHWEBRE T, FALT 7T ELOBRERN
I A0%IK T L7z, MREZEIST OFEHBF iﬁﬁf%éom%%amwﬁ_ﬁbf%aﬁm@ﬁg
rWEEZ NS, BITBEEEZNSRE LT B4 A ORBRITEM L TWh7eu,

SR RERE =

KT 77 e VRIS CR# S L CHRit S 5, PO ATHERER S (Child-Pugh /7% B) %
AT % 8 BIOHERE e OIRE L7z 8 B AICK LT, FAT 277 EJL 50 mg Z BB G- L
7o MHETD RLT 7T ENAKRIREIXFRE Th-7-— 5T, TEEORHEERSE 2 A9 5 HRE
ZBIF DUERESSE T RVT 7T E LV OIRGE R, BB E O 1.5~2 fi%] %kao%§#6
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FREERE DR RERE E B 126 L CHERET OLE T W B2 b5, 7T E 7 A OFERYENREIC T
% EEDOFHSREREE DI DWW T ORBRITEM L TV 720,

S REEE R O 2RI

HEREHIEER CTAE LD N7 LN, RV T 7T ELORYERE 2 lRNICEROH 2RE £ T
BALEEDH LV BT U RIT e, RS AR LclRRBR CIUE SN 7 7y —~al
J 27 ARENE W2 A ZRITICB W T, RAAT 7T EVREMEW UGTI1AL &5 2 A3 2 4
F (7H1) 1X. UGTIALl 249 D OREHNCBE L8 7R 26 2 05E 41 4)) Ll
TRATTZZENDT VT T2 AN 2% . AUC IE 46% 02> 72,

e}
RN %kt & U= % 5 T AR M OV T AR R PR 3 BR CF5 b = i Ehe 7 — # & W 7= BEEE ] PK iR
HricknwT, MBlE RV T 77 B VOgZEEICH L TCEERMICERDO S 5B AE RIE IR &0

B 5T o 77,

PN
N %Rt & U= % W15 11 AR M OVER TIT ARG PR AR CF5 & 7= i Eh e 57— & & W 7= REE] PK iR
FricksWnWC, AfEIX FAVT 7T BNV ORGREICH L CHKRMICERDOH 5B L2 RIE SN &R

B 62227, RARANBERE \xh 2 Bl 0 & 5% o }\/I/777E/V®7?<%$JJE X Bk Ck
E) OWBRE THOLNIRT A—Z LFEL L TWD,

BRI S CAU 2% & 0 BRI G

TR R B REFEATIC BT CEBIFR 7 A W ADTEBEBEIE RALT 7T L OREEICsH L T
IRINZER D B D88 E RIF SN2 EAURENT, BEIFRZBEERGE L O H8E BT 5
T—HIFRLNTVD,

5.3 BIEERE LT —42

RVT 77 EIVIX, invitro TORME & O FLEREE MR, KT in vivo TOF - i/ IMEZRERIC
BT, ZERERFVE R ORI EF R L RS 2o le, RAVT 77 EME~ T AKRTT v b
AW R TRDAMEE RI Do T,

7 v MZEIT D 1000 mgkg/ H F TOEAREKR 5B (AUC ICES<HAE T, & MIAT 25 50mg 1
H 2 B G RFORIKETR R D 24 %) OFER. N7 77 EVITHERET » b OETERR 8% KT
X7 o T,

HRZ v M RAVT 7 I e Zfk0&kE L, 45k 6~17 H B OHIREIZ 1000 mg/kg/ B & TH 55 % 1

MU TZAE SR, RHATRNE, RIS EIEITE U0 o 72 (AUC IS BT, & Maxhd
% 50mg 1 H 2 [ 5RO ERRRE &0 27 %)
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HRDXIC RAVT 7 e Zfknfkh L, 4k 6~18 H B OHIREIZ 1000 mg/kg/ H & TH 55 % 1Y
INUT-RE SR, BRI A Uo7 (AUC IZHESSHE T, B MZxF3 % 50 mg 1
Ez@&%ﬁ@hfﬁﬁa®omkoo7%%&umm@@(mm*ﬁ6<ﬁ%f b hMoxd
% 50mg 1 H 2 Bl GROEKREZE RO 040 5) 2&5 LG EC, BEENE BiEEoR), #
SR IR X2 RIS A BT,

FHEO FVT 7 e z2RIICEBES LIS Aa0R2IconTiE, 7y b Qe ET) KO
v (B8IHET) | ?“Za)i{ﬁfxﬂ&ﬁﬁriﬁ%ﬁfﬂifﬂﬁémfb\é 7y PR IIZBIT D FAvT
77 t/vmazfoc%ﬁﬁé FEBORME X IIRIETHY . Z0LXOLHREFEREIL, AUC 1TSS A
T, B M5 50mg 1 B 2 [EEGRFOBKRRZEREOZN TN 2 5K N082 5 Thotz, H
(GI) RMPEIZHED D[R GIC LD b0 L EZ BNDT-0, mgkg XiE mg/m® 23 Z DI
LHEEWEHIMT 70O L L THEYTH D, VBT D GLAMMEX, 50mg 1 B 2 [F# 5
REDERAFE G- &ICH LT, B b (RE S0 kg #5) @ mg/kg HALIZH YT 5% 58D 155, KOt
N mg/m® HATLICH S 9 5 F 580 5 (5 THRHRA LI,

6. HFIFNFHHE

6.1 Fmny—

BEAIEL

~ = k—/ (E421)
fEmmELra—2R

RE R K29/32

FToT T a— VT R T A
TNBATT UV R A
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i3 INHEAIEOHHT S

ek, BEFORESY

HEELCHIZEL, HE

HOHWEEERTHZ

L,
ONT7 YA | U7 U rombiE | BEARE,
VA EMETFTX T ERT 5

TREMEDN & B 72 $HINR
DE=HLY T ELITH
TENEFE LY,
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)T ST DI
HRIRE MK T3 2 FEE
PERH D720, 2 IFHE
PLEMMEZ & CRE
THZEMNEFE LY,

T)LET ST

50 mgh VY eV
100 mg#% 5-2FE [ ij S
T2REIR I~ 7 R v
UL TIVI = NG
HEEA % &5 Lo
B, TAETTITENL
DAUC, Cmaxf
Cmin?> £ 110~
20%FR IR T L7,

ITF=NTANTY

EFEAEA LT IF

AHNE I NVFATF A —

TEATO ZEMEEL
Uy,

F— —NAOmMPREENMET | b (ENEER) KO
THAREER D D, TF= LR NTUF
— L EDOPFRIZE D,
TF= LA NTIF
— L DAUCH25%.,
CminH344%fK F L7z,
A%y VAR UOMPEE | 2 A4 v 50 mg
NEATDAHEMERD | £V TF 0.5 mgd
5 PEHIc LY, vaxyv
A EOFHT D50%. O Cmax7341% L 57
MPEEDE=421Y > | LI,
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Vo7 TF

TAET T ENKNN
IETAZ Y hOIH
BRENELIIKTT S
FREMED B B

T)LET ST EL
150mg, =TT RAAX v
M50 mghk VY 7 7 7
F 2150 mgD P &
D, TAEFITITEL
Labv v AEy bD
Cmin2370%FEEK T L
7o Flo, TAETS
Z ELDAUCH 21 %K
TLize V77 TFv
D25-Pi. 7 & F VAR
P D CmaxH3384%.
AUCH525% K (XCmin
73394% EH- L 7=,

T a el
NT T m e
R

o rareiv
AV IV =R
VIR

Z S FAFISUIAAN
L oA HEER AT
DAREMEN D D,

FRAMAGE ~DHEB R 1
AUE? SN RoF 2 ihs
BEAT 2854, PEibR
FEOBEAIT &0 HEtE
BIEL ., Zh A,
VNS ND Y = g
7 7 7R L [ e
NERTLHIBENLD
Z
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R EoEE

4. 5l4EA

HARNBEIZBT B ERRBARIIE O TWhRn=o, BIfEROHEE
WZDWTIE, BN HIV REYYERE 258 & U7 is R R BR i 1 5
SEFEH LT,

<AAI 1 A 1B G 2 HRE L2 >

WA DR R B (ING111762, ING112276, ING112961, ING113086.
ING114467) 2B\ T, HU HIV HIZ X BI5ERER O 70V & TR
NHLEBEEZHNELE LT, A#50mg 2 1 B 1[5 LE-BE0RITER
1% 33% (1,364 Bl 452 ) 12RO B, EARBWERIZEDL (8%) . F
H (6%) KOEE (4%) Th-oTo,

<A1 H 2 [EEE % L7 R >

sk DEEREER (ING112574. ING112961) 128\ T, #Hi HIV i L 5
RN H Y . o HIV A 7 7 7 —BIREANCHME 2 F4 5 85
ERGLE LC, Al S0mg & 1 H 2 [\ES5 LEZRA0RIERIL 27%
(207 B 56 f) IZFRO B, EREWERITELDL (5%) . FH (5%)
K OEER (5%) Thoiz,

(1) EXGEMER
ERMABEEEE (%R0  FIHERE LTRSB, BEARHLD
. S DOICITFHERERREE, U o EiEIR, kKNS E A2 ) BRMEOE
ERBEIERR S LN Z ERH DO T, BgE 3Ty, 20X
IMIERB D N GEEICE, HS5ERIEL, MURLEEIT
Lo ek, BEHRIEZRLIE, BRI, FEERESEOERNERS S\
BT HAZERHDLOTHERETHI L,

4. ElHERA

SMENZ I 1T 25T HIV 32 L D IRERER D 72\ HIV-1 EYYE B % k5 &
L 7= AR ORGARRER (96 BEF) (28T, 701 Fild 330 il (47.1%) 12
BIVER (BEMAMERE R AR LN, EARBEWEMIZ, Eo 110
Bl (15.7%) . T# 85 il (12.1%) . #H7e8 61 il (8.7%) . FAM 50
Fl (7.1%) HFTholo, BRIKRAERE CTIZ, CK (CPK) # 46 i
(6.6%) MN&noiz,

(1) EXGEMER

) BFeXEIEEOBTHEEEET (<1%)
BElgre, BXf2, SHET2. FABREEHEEES.
TV —EERE. SETRETIEE. SERBEXGEE
REQDEENTHERENHOLDONLIZENHDLDT, EY
MICHREZITH 72 CBEZ +oIiTy, BRBREMEICEER
ROSN-BEICE, 52D ET IR LEBYLLEETS
&, BICEEREREEDOBEND D BESCBELED B D A
DEEINTWLRETEHEET DI L,

2) EEHR GEERE) T2
BERDH HNDZENHLHIOT, MPT7TIT7—F, V38—
Y, mFr) 7YY FEOREBO EFERALNIZHEIC
i3, BEZHLETILEBUNLTOBEITS - L.

3) BELER7YF—SR (HEARW) F2
HBET V F—V ANRbLONAT ENHAHDT, ZOLH7%k
AT, BEERLETAHEFNLEDEETS - L.
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2%LL E 1~2%3K i 1%k i HETH FEYE B 2%LL 1 2% AT
G PR RO EHRE. BaL A7 0L IJE. &
RER Sl S A REMLSE. A > A U AP, 7L —
R AT, EX Sy DRE. BRY S
NN YRy RE, AR
o - WL oo E WS A, | IRREE. A%, 5 oM. U E F—
HIER V. R RARRE BB, ST, NN, <=
3 g RN Y By, KRN
wpm | B U | EERE. | WA B M. EAE, RUREE. BIERRE
’ I, TR | B . I WEREE | gUn. B | B, R . EEEE . SRR
i % e E U B RO, RRAORSAERESE . ok
w5, 75 B HIETE . R, RIS,
B e R, WAEAEI. RAEE . 15
— R, BT, SR
SHER | R E IR, RS, B 5. b
ULy | CPK L5 WD, ARRZEE, IRMGER A
kR, 7L
ERARERE 7TF=" F
=
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. TP A PR, D e AT, 5
. WETFREE, PEEREEM, EEY
B, DS, WERE, HEE
i[9 5q6) BB, O, SHMEE O EE, B
F2 TR 5 . S, FLBE, BRIk,
SRR BEE S R EIRE, R
PR, W5, FEREVEIE. HERERME
BEMEEa%, EBMAS. K%,
R AB R E
B # R L O e, SHEIMIEGERE. B, B
AR P Jii . PUREASTRIE . FRIRHE, B HLERIE.
BAiE
RO iR, EAK, HR, BIw, 27
R BB TNT I UMR, BREAE
—f - 2HEE | EY BRI, MR, REN, BV, BN
e O 5350 PE, TR, MdE. REEMZE, 17
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5. mitE~ADEE

AEIO FHE BT 2 BRI STV, — BRI SRS T
AEPEMERE (IFHSAE. BARE. DASRES) MET L CRY., &HEZA L
TV IO IR Z A L T A AN O T, BEORELZBIE
LN bERELTRETHZ L,

FERE # | CK (CPK) ALT (GPT) #8J, vy-GTP #i0, VU 3
., R — BN, RPT R UERME, W=
AR IMER B VAT a— VI, il R oo
M, 77 . ey e B8, A iR R
— B, m. o REEA . RPEABTE,
AST 7 RO, 77 I R
(GOT) ¥ | &, Mhz v 7 F=24mm, mfy
IS AFRER | W, P s Y 2 Y Y REII, ~E
Kb Ja e Ay, it U v s Hn
£ DAt PEAE, Leoo< b, milLJE, 13T
D, N—Fy U STE, MG, 3Ry
WEUE, HERMED F N, FFEE, KLt
Y AREARM, KEED, GH7 =
v 7 R, B, SRERIRIEE R

2 =AMV A EURAIIEIT ) AENL VY F a7 < L iRE
IR ORGSR, RERTERTE L OVH B85S i S n-al
YEF &~ LTz,

H3) ZL— R34 DRERREHRT 2R LT,

5. mEGE~ADEE

AHN O EEE B B EYEREIIMG STy, ABIOBHIZEE L
Tix, BEON, BEOMEEDIK T, &0HE, FHEEL 0I5 E
T5HZ &,
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6. iR, iR, BRIAWRE~ORE

(1) EESOTER L CW D RTEEMEO B D N2, IR EoOFRRENE
Wtk % FE2 & S AEAICOLBRET A2, UFRETO#
BA\ZBT ARSI LTV, Bk (5 v b)) g
THRROHILTVD, ]

Q) AFEGFERLEFIEESEE 2L, [B bOILAFICBITT D0
BDIEAHATH S, BB (7> b)) [2ES< L, B MZBWT
LIHFHICBITT A Z R TREND, Fo, —RICHIE~D HIV
YR, HH DRI TIZEBW T HIV TG L7 otkix
AT RE TRV, ]

7. NRE~ADEE
RHARER, AR, L, SR U 12 s UL AR E 40kg Kk
NI B 22 PRI HEST LTy (B RRBR S 72 0N)

8. BEKRS

BIE - ER  BERGIZEIDZT—XIERONTWD, BRABRIZBNT
AHKI1[F] 250 mg F CHRFERRAICE G S0, TRICE2VRITERIX
W I TW R,

WE : ARAN OB Gk U CRIBIZRIBEE T 2V, BERGOEAIC
I, EEECBIZL, LEIDL U GEE 22 EPRIEEIT) 2 &, AN
FWEARBAEREET L0, MBENTIC L Y FRETE 5 etk
v,

6. bEiE. ER. RALBE~OERE

(1) WG XOTFEIR L T D AREMED & D N iciE. 1R EoaRRrEn
falgtE % LD S S 3550 ZEETH5Z . RS
OFEICHT DL EMEITH STy, ]

Q) AFWRAT IR ERIESES L, [DAET 7T EALKRNa
EVAE Yy NOE NELHA~OBITIZAHTH S, = AR ¥
EVREOT AR ELDOE NI ~OBITRRESI N TS, B
EBR (TvF) KBWTZAET I, aby A&y bR
T/ RENDA~OBITRRE SN TS, Fo, ZED HIV
BYERE L, ILIED HIV B ERT 5720, LRI E 52
TRNZEREE L, ]

7. INRE~ADEE
AR, BrE, AR,
NQAVAJAN

SV RN N S ¥ e Y A E S T ARV ¢

8. BEHE

AFIOWBER G5BT 27— X ZRONTWD, iBERGEHEA DK
ERPIERIIAHTH S, BEREHIE, AFOBER ( TRIER] @
HBM) IZOWTHFRICBIEREIT, M U R0 7 cHERRIE 21T
Y2 L, TANITVEEUROT R EIMEENTIC L Y —RES
N5, TAEFZSEALRRabYRFy MIMEEA & DEERNE
Wz, MEENT SUIEBENTIC X ABREITA A TIlERWwWeEEZbNh
<

9. BRALDIE
I DL BT — 2 ITESN TR W=D, KA Z L THEM LA
Wk
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10.
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ZOMHDIEE

F RN DT aF LT VBE O~ Y A & A AR
R QFEM) ItBWT, BRARICBIT 2 hOSFIBRERD
10 £ CHEIZ AR IE S SR EE ISR BL L 72 & OMEDR & D,
TREEEH R & 5 WO ITEREE > & AR OB RERE 2 7 3 A 9EE
DEFERE (GFR) ICRIFTavs 24y NOEERHRF LI, A
FNFY =T VT T RIEA RN 2o t2n, E 7 LT F=
EEHWEHR VT F =07 U T T A R 24 RN A 2
V7 F=r 7 VT T RET T BRI AR KR TR 28%E T L
Too 7R, HEREHEHRE CERMEMEARE Lz L 2 A, Bkt
Mol

IS0
{likes

201344 AkiET (B 2hR)
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1.8.1. FBEXE (F)

TIRITE () BEBEEREOLEDTHD,
RO NEZBHT AL,

* BT HRGR I AR BERE (R
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# AfErk B 1R

H AR HE RS il oy 5

HV A o775 —EREA

T E7 4 % 50mg

TIVICAY® Tablets 50mg
FLFITSENT FYDLE

Iy i SRR
fEHIR - adEIcFRR

87625
R

SEAMLH F N
TRFTRALA F A
= e # )

[% 2] (ROBHBIZEBELAEWNIE)
AFN DRk UIBBUE OBEERE D & 5 BE
[#8R% - 1K1
1. $m
R LEEHFIZ RV T 7 Z et U DA
52.6mg (KT 27 F e LT 50mg)
EERSE
wny D-vv=h—/, fEfmErm—2, K
E Ry K29/32, U7/ a—Lik
F RV DL, TABATTUALT B
Voh, RUE=AT7ra—L (Ey
Akt . kT E . v e
—)L/PEG, # 7, (b
2. R

AFNIFEAD T 4V b a— MNETHM =T — FEROBRIZT LD &
BYHTHS,

e

IR7E4 E &l

oa— R

ES i L] "
((XED) (£8)

FETAR ap 309mg
50mg &% 5@
SVs572

% 9.1 (% 4.7
[#h8k - 2h2R]
HIV J&GE

$hEE - DIR(CRAEST SERLEDER

AFNC L DIRFICHT= > T, BEOIRERE K R EAIC
IEERAFNM AR GRAR BT B 2 W ITRBUBMRNT) 2551(C
T5Z L,

(A& - AE]

WE. RANCIIU TORE - ARTROKES5T 5, A#lIX, &F

O DDOLTEETES, £H5ICEL T, LT Mmook

HIVEEE T2 &,

1. RIBRERE, 4777 —PHERISOH HIV KIZ L 515
TRARSR D & 5 B
KT 7 ZE/0E LT50mg % 1 H1EEROERST 5,

2. AT I—VHREKIHTHmMMEEZETHEE
KVTFZ7ZE/nELTS0mg% 1 H2EEOBEET2,

728, 12 Ll EROMKTE 40kg UL EORIGHE, A 7 77— %
LS OHT HIV I K DR & 2/ NRBHE IR, ST s
FJENELTS0mg % 1 B 1 EEARETE 5,

R - ARICEAET HHERLDOEE
AENC X DIEEIL, Ft HIV B 52RRE2 FOEmMO b &
THtET D &,

[ERLDIE]
1. RERE (ROBHIZIHREIZRETH L)
B A C BURFR A L A RYEBE (IFEREOE L (F TV AT R
F—¥ EEXIIHEE) oBZzhrb b, ( TEEREANEE)
DHESH) ]
2. BELEFNIEE
() AAIOHECEEL Tk, BEIENI D 2725,
WOFRHIZOW T I LABE2E-%, R+ L,
1) AFNT HIV EYYE ORIEFIEE TIERWZ &b, A
JEYE ST HIV RYSE OHERIZLE S 5 2 FIE Lkt 5
AREMEDN B D DT, ARFNIR G HIEH% O F KRR OIS
WL, TRTHYEICHRE TS Z &,
2) AFNIOFHEAIEHEERZRE- T EnH D70, IRA
FOTRCOFEREHLEICRET DL, [ HAE
1 OHEBI] £, AFITHEFIH T2 IO 3K % AR
AT 25,Acix, FalcHEYEICRET D 2 L,
3) AFNOEWR G L D HEBIZHOWTIL, BIEDE ZARY
ThhHI &,
4y REID, RO MIRIE YT X Bt ~ DY O fE
R T SEA00E ) NTFEH S TnARnz &,
5) HYEOHE R LICHREEZEE L0, RAZHIELZY
Lipnwz &, [ THEEM) omEsiE]
(2) AFEETLH HIV ZOZRARIEZIT o7 BE T, %EH
WS IE ROSEREN S ST\ 5, WEBB%, Sk
e EE U, SEMEMED 27 & T IE MM B A FURYE (=
anRITFTIVIATE YLy Ly I A A AT TA
WA, Za—FVAFREIZLD LO) FITHT B RIEKIS
DEETDLZEND D, £o, REBEORIEIZHENA DR
JEB R (HURIRMSRE TUEE . 23R, ¥T v - NLU—IE
BERE, 7 RUBERSE) BDEIATHEORENRHLDOT, Zh
5OFERZFAMN L, MERHITHEY) G A BB T L L,
(3) B BEV C BUFR A NAEEBPBRETIE, FT AT
F—¥ EH B ORBBE N EEGERGEE LY @
e, ThLOBFEICEETH5EIIE,. EMNRF
R A 21T O BBl & +01cAT 9 2 &,

3. HEER

AHNTEIZ UGTIAL OFEETHY . CYP3A4 THLOTMITAH &
N5, £7-. KANIEWAITF A N T AR—%—2 (OCT2) %
T2, [ MEHA Eo@EE) RO [3Ep8RE] OESHE]

(1) $FREE (BHRICEEY S L)

KREF EREREERR - HEAE BF BiREF
VAT A= | BT hA = FOIMEE | AKFEOHIC L
N FREZHENSEDH | v, AT A4

FI UV RAR—=H—2
(OCT2) 7% B & &
., bAoA =

RS D, JFHIC X
D, ALY HIA=FT
ERZZEMER & LTH
BEENTWDLEM| FOPEHARES
W, IEEEOLEM | D RSN S
FEORBAKOEENL | D,
NhbbhvdBEnn
BHOT, FHFIEE
BR<HBIETLZ &,
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ESEE ERERAER - HEHE BE-EREF EheE EREREEK - HEHE BrF-BEREAF
TRV | RAOMBERREZ | 2D O KA R Mg, A1%) & | Cmax T 72%., C24 T | A v L8R E L
Cmax T 52%. Ct T | CYP3A4 F Vi A Al A% T EED O, K| §52LICLD,
88% (KX N X 7= &L O# | UGTIAl Z#FE S KNI ZMA F A& | ARAOWILAHE
HERHD VD, KFEPE | itk K HIEEH OB S 2 BelET | &b,
MTBEAICIE,. 7% | FoOREBELES XL 6 FEEE O G
P e/ e, b, HiEsns,
Ao F e/ N FE gA, AT | KRB OMBEPRE Z | gk ILv DAL
. BEFELY NS 7 A A Al | Cmax T 35%., C24 T | $EAE KT 52
ELONT i E TV AR | 2%ETEES 2, & | Licky., Ao
L5k, ) HLEFEIRFICIERT 25 | MINAHESN
Ty Ly | KA O MmE R E % GaERE., RKRAILE | 5,

Cmax T 39%. Ct C
T5%IE T SH7- & D
ERHD Y, RIRFE
FROHINV AT 75
— B EE LS O H
HIV 3R(C X % IR H R
DD BEETIE, KA
50mg % 1 A 2 [EZHE
52 &, ek, HIV
AT 7T —BHRER
WX A E AT 5
BETIE, RA L DA
LNz &,

AT o 1 B v A A
TEH 2 AEEND
b, RIGMBHT KA
VT TS —VREHLL
Aot HIV 3RIC XK D18
RO H 5 HBET
X, &K 50mg % 1 A 2
WCHEBETLZL,
B, HV A7 77—
edERE— A i aP Y TR
EHYTHHEETIE, A
FEPH LN &,

KAT 7
F ey b
e

AFH o> i 4 v R EE &
Cmax T 24%. Ct C
49%E T 7L D
HERH D Vi, HIV
AT 77— BHEE
WX AiEE AT 5
BE T, AR E DA
L7anz &,

RAT 7T LFE
VI CYP3A4 J O
i UGTIAL %7
P S
D OARFI ORI
RSN 5,

TJdrx= kA
VAV =
A —)

H I NRN=
b
A I UA R
XU v (st
John’s  Wort,
b Ua
— R . 7 —
b GHEREM

ARH @ i B v R B A A
FEE 5 RN H
%

D O FEANE O,
WA 3 UF MF
U Y MR CYP3A4
KOV UGT1A1
FHET LI LI
X v, KEOMNGH
MEESIND,

Vo7 7y ey
Ve

A H) o i E A
Cmax T 43%. Ct T
%K T &E= LD
ERHD YV, RIGEER
ERNA T T T—F
FRESKLIAA OHT HIV 36
IZEDIBEBRBROD D
BETIE. AH 50mg
Z 1 H2EICHEETS
Tk, 2B.HIV A
T 77—V EKIK
THMMEE AT 5 EE
TlE, RAEPEA LA
Wk,

V77 BV UR
CYP3A4 KUY
UGTIAl %##E 4
HZ iz, K
Hl O Mt X
na,

e

A O 1 PR E A

Zh oD%l F

. ANy NG
B o5 2 BERIET UL
6 IRF[E 7% OG- A3 HE T
Ehb,

A RERLI A MBI romEd | RKFlo OCT2 fHE

WEELENSE 504 | EHICEY., A b
YR d 5, RO | S o8N
EO B AR R OV T IR | BRSE &4 5 TRedE
. ERESBET S | Bdd,
z &,

4. ElfEMA

HARNBEICH T 2BRRBEA XSG O LT RN D, BIEA

DOBEEEIZOWTIEL, A HIV EYYERE 25 & L= s R R
BRI S X EH L,
<A1 B 1 [BEEE R 72>
U 4+ o B K 3R BR (ING111762 . ING112276 . ING112961 .
ING113086, ING114467) (28T, Hi HIV 3RIZ X BB EBR O 72
WEBE LIRS HBEEXNRE LT, AAI S0 mg 2 1 H 1
[\ 5 L2 5E ORIERIE 33% (1,364 7 452 f1) (2588 b,
TRBWERIZELD 8%) . Tl (6%) KRUEER (4%) Thoil-,
<AAKI1H 2@&5%7fﬁ%u‘:§zﬁ5ﬁ>
WS OREARRER (ING112574, ING112961) 123\ T, Hi HIV 3
K BIRBERBRNH Y . 2o HIV A 7 7 7 —BHERICHMEZ A
THBRE ISR E LT, AHI 50 mg 2 1 B 2 ES L-SA0R
TEFE 27% (207 #ilF 56 #i) (238D B, ERFIEMR T EL
(5%) . T (5%) KOUERE (5%) THolz,

(1) EXGEMER

HAEBBUERERE (1% - WHER S LTHRE, BERDRA
HAL, X BICHTREREREE . U L oSEIER, AFEREREE LS R 1L S iE
BEUEOEELBBIERS H SN D Z &/’fi?é;zw)f BEz 5

ATV, ZO X RIERDS b= HEIciX, &5%2HIEL,
YR EEITH 2 &, focio &5#&?&%%F\ FEEN, TP EE
FEEEOERDTRS 2 WVITBHELT 22RO TEET D
&,
(2) FDHDEIER
2% E 1~2%% 1%RK 5 HERH
i
o O
RER R E K
JEIERE
SHE . R
&= - MR JE . 9
mER | T, A2
i3
s W, F |k M R AR R
AER | e | mm | 8
i3] 4
®B. %
e 5
28EK | Y
v Y e | CPK LS
v k&
EERRE VA s
= k&F
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5. mEE~DORE
AREND @l BT 2 BB IR STy, —RiCm
IR (TRERE. kAR, OHEEE) NMET LTk D,

EOHEEZA L TV A XUItOREAZHH L T B EERL DT,

BHEORELZBE L AR L TRETHZ L,

6. iR, ER. RILEE~OKS

(1) 3 SUTER L CO 2 TREME O & 2 A i, 1R Lo i
MERNERRMEE BB D S SN A BAICOREET D L,
iR o B 512 BE3 2 R AaMEIIMENL L TRy, Balii
(7w b)) THRBEBITHAEDLNTND Y, ]

Q) AFFEHEH L EFILEED 2L, [b FOILIFICBIT
TLHDEPIRATH D, BB (T v ) 2SI L,

EMIBWTHRATIEBIT T Z enrliand 9 ik,

—fRICHIEA~D HIV EREZ<Tod, &5 2RI Tz
T HIV TG Lo R gL+ & Ty, ]

7. NRE~ADEE

IRHAERER, HrAR, IR, SR T 12 R SUIRE 40kg
HKeiili DN KT B LIRS LTV Ry (BEHRRER N 7
W)

8. BERE

BIE - ER  BEREICEZT—XITIRoN TS, BERRIC
BWTAHEHA 1 8] 250mg F TR ARG S22, FRITE 2
WEITERIT SRS ShvTnaun,

WE - AF OB G2 U TR TBREIE T v, @ER SO
LA, EEECBEL, LEIDE U CHEY e XFREEIT O
Tl AAFEWEARBAEERERT A0, MIKBITICL Y RE
T& 5 AREMEIFIE Y,

[EhEhE]

(BERANIZHIT B EE)

AARNEEERA B (6 B) KOt (4 1) ICAHK] 50mg % H[E]
OGS L-EomEh ST 7T e VBEHBEZX-1 12, R
T T ENVOIEDEENRT A =S e F-1 IR, FATTTEN
B G55 3 BRI Ol AT R EEICEE L, TSR0 15 R
flChotz, £z, BARANIET 2EDEIREITIE AN IT 53K
EhaE L Rk CH o727,

=
£
B 30
B,
2
4 20
N
ﬁ 15
=2
;—_ 1.0
g 05

0.0

0 12 24 36 a8 60 72
BE®REEM (h)

M-1  HARAMERERAICAA] 5S0mg % HERE O #%5 L7z o i
RAT 77 ENREHR CEEE R, n=10)

-1 AARNEEERRACAH] 50mg Z HLEIRE A $% 5 L 7=FEo Mg
RIVT 7 Z ENOIRYENFE T X —H

Cmax Tmax AUC.int tin Cos
(ng/mL) (h) (ug-h/mL) (h) (pg/mL)
237+1.23 3.0 (2.0-4.0) 47.7+24.6 14.7+1.56 | 0.730.36
FEELIEAENR 7 (n=10), Tmax : "FHRAE  (GEPH)
(SEANIZE 1T RHE)
1. BRI

1) AFNTRE NG L0 NI S v, 555 2~3 BEE <
B APyl LT, AFIZ R0 EE Lo mEh Fy
T 77 VORI, 2~100mg OFPH TG BEEMOEA
% Flal> THAN L7223, 25~50mg OHFiPH T35 &I ZIE s
Ll

AHNIEFOFRII IO TERETE 5, EFEKRAT L,
K, P EEEHAE (T 7%08 1/300keal . 30% M5 B
/600kcal X1 53%fiE1/870kcal) % FEHIZ IZAAI 50mg % HilAlRE
A#E L7ege, miEf RvT 77 Evd AUCy ITHR T &

2

~

Fol LT ENZEI 33, 41 TN 66%HIN L, Cmax IZZHZH 46,
52 RO 6T%IENM Uiz, F£7-. Tmax ITZTHNFH 3, 4 KOS5 KR
ThHY, BFEICLY FAT 7T ENORIEITHEML ., RIGE
EMET LT,

2. B
K77 Z D MSEEAREEITN 993% CTh o7z (in
vitro) ¥, fEEEREA BYEIC FAT 2T EL 20mg (RIEIR) &
Bl 5 U7 BT O AARFEIL 12.5L Tho7o, MK
JISEE CEBE) 13 0.441~0.535 THY ., FALT I ELD
MERBATIEIR D o 72 (5%A0) o Invitro IZEW T, KT
77Tt b PHEEAE KO E b Breast Cancer Resistance
Protein DFEE TH Y >0 v VAT =F > F T U RAR—F —
1 (OAT1) . OAT3, OCT2, Multidrug and Toxin Extrusion 1
(MATE1) M OYMATE2-K 2/ L7zt 2 BE Lz (ICs : &
NEN 212, 197, 1.93, 634 K(X24.8uM) ', i Kb
77T BV OWRES BRI TR 0.2~1.1%, THEEDIF
FEREREE B TR 0.4~0.5%, HEOBHERERE TK 0.8~
1.0%, HIV JEYHERE T 0.5% Th o7,
KT 77 EVIIIMERER TS b AT 5, AFK| Somg L OVT
NIEN /T IT P (600/300mg) 2APFHFE S -H HIV
I L DIBPERBR O 22V HIV BEIWERE (11 #) [2kW0n
T, RAT 77 VoBEMKTIRE (P (T 18ng/mL
THY, MEEFRED 0.11~0.66%TH -7,
RVT 7T e et B VB D BT AT D, fERERA
ZEICARH] S0mg/H % 5~7 HRERRAOERG LR 1= SUHEIK.
B SHERHLER M OVEERRIC BT B KV T 7T ELd AUC 13E
WARRECOMMET AT 7 Z /LD AUC @ 6~10%Tdh o7,
F 7o, R A BEICAS] 5omg/H % 8 AR OEE Lo
FEHE R ONE G C B 5 RAvT 7T e AUC IZERIRET
DIER KT 7 Z Erd AUC D7 R 1T%TH - 7,

3. R
KT 75 €T EICFIET UGTIAlL T/ L7 b U gfis &
nn Y, F7=. FATFZFEMT CYP3A Th&hicfE#tEn
MR NIZ MC- RAT 2T L 20mg (RETE) % HlElR
O35 L7 ORESEON 9.7% 0B LS & L TR
Rz EY S duz,

4. it
EEERRAIC RVT 275 B0 20mg & AR O#% G L7-Rro 12
PHIRE T TH Y . BROBGED S3%PREEKE LCTHES
WHEE SN, EoL RIS 05RO 31%8 RS .
FONFRIL 18.9% N —F AR 7 )L 7 1o VERELEE, 3.6%M
N-L 7 L F R, 3.0%R_ 2y DA OBLIETHY . £
RIT 1% TH -T2,

5. LA HIV B GERE~ADOERS
A HIV EYYEBF T A% ME 11 KO 1 FHEREBRO
REAE IS B BB MRAT CHEE L 72 E W IRBIZ BT 5 KT 275
ELORPBIE R T X —F K2 TR T,

#-2 A HIV JEYSERF BT 2 EFIRETO NV T 75
L OIYENRE T X — X

INTA—=H 50mg 1 H 1[A] 50mg 1 H 2 [A]
AUCy (ng- h/mL) 53.6 (27) 75.1 (35)

Cmax (pg/mL) 3.67 (20) 415 (29)

Ct (ng/mL) 1.11 (46) 2.2 (47)

RS FH IR B REARAT 12 S5 < HEEAIE
KT (%CV)

6. NRE~ADHE
PLHIV 32 X D IRFRBRO & 5/ HIV BYUERH (12~18
AT, 10 6) ([CAHK] 50mg & 1 B 1 [ AO#RE LIZEEo 3y
BHREIIRRA L RIBE Ch o lz, NREBETOMSET KL T7 7T e
NVOIRMENEE T A —H 533 RT,
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-3 HLHIV I & DGR O & % /NE HIV ERIEEH #-6  PHHIEAOEWEREIC KIET AT 7T LD

(12~18 mEAG, 10 B1) [ZAH S0mg % 1 H 1 [\ 0% y AHUG RS/ 0F R O 5 AR F B
HUEREOMETH FAT 75 A OEMBIEE T A — X oo | | G| T e ot
=) S B o0 — e H]) ; 52 = 1.
R/ IR Ji& SEMBNRE N T A — & OHETENE Ct % Cyy AUC Cmax
AUC.24 Cmax Cy TF=NTA LT 50mg s 1.02 1.03 0.99
(ug-h/mL) | (pg/mL) | (pg/mL) DA —L 0.035mg 1H2 0.93,1.11) | (0.96,1.11) | (0.91,1.08)
12 2L | 18 Bkt 50mg® 46 3.49 0.90 50mg 0.99 0.98 1.00
(KT 40kg DL E° 1 H 1 “43) (38) (59) e b2 " ©on1on | 091,106 | 094 1.06)
“IRE 37 kg Cono7= L BICI3 35mg % | A 1 S L7z, XY TN 3mg mg 10 - 0.95 -
AT (CV%) Norelgestromin S CDL)
- 50mg 0.93 0.98 0.89
7. B ELEE g E 19 0_%]“2*%’“) 1H2 15 (0.85,1.03) | (0.91,1.04) | (0.82,0.97)
i 0 S B i | L - o S ) IR S0mg 121 1.06 1.10
EEO - %%_'f’b' (8 fl. 7v7F=r7 ‘) 7 AR 25mg 1 H 18] te1E | | 107,138 | ©98 1.16) | (0.99,122)
30mL/min Afi) Z A7 2 BHEICAH 50mg & HEE D&KL L = Some T R 00
RO Mg RVT 75 A OEWEHE T A — % 2 FK-4 TR 300mg 1 H 1[E tRiE | B 04135 | 101, 124) | 097,123
9, HEEOBEEERERE 2B 2 Ry B IR & DR )
IZEERPICEE Th D213 LN ho 7o Z o h | BikneR #-7  FAT 77 L OEWEREIZRIETOFHSEA O
BREK UCRRO R 217 5 BEERV, 2k, B , L A
$%‘J‘T0)2ﬁﬁﬂ@%%ﬁhﬁé’&li B - ST LT U RS O A 11 HENHE N T A —Z OB (90%(F
& = R R * = | % IS ; 7 L= 1.00
Uy, _ Ct X1 Cyy AUC Cmax
S i ‘ Agfm#*t”/ omg | ) 2.80 191 1.50
F-4  EEOBEREREERE KO R A ICAH] 50mg % Hinl LE 1H 1 (2.52,3.11) | (1.80,2.02) | (1.40,159)
BOEG LRomiEn RV 7 e ORWEE T A —4 THEFFEAD |
Cmax AUCo.int tin Feu 30mg 221 1.62 1.33
e (ng/mL) (ug-W/mL) (h) 300/100mg e | 2| a9n24n | 50,174 | (125 1.42)
T O B EE R 1.50 (34) 235 (48) 12731 LHLFL
TEEEIN 1.86 (@5 37.1(58) 154 (15) e somg || 092 101 097
ST V) h 1gln| 1H 1 (0.82,1.04) | (091, 1.11) | (0.87,1.08)
ZNF e b
i 30mg 0.62 0.78 0.89
8. Hﬁﬁﬂﬁ%.ﬁ%‘ 16 5)6‘//100 1te1m | P 056069 | 072085 | 083097
KT 7 Z eV R CR# S Tt S 2, HEED =P
FFRRERSE (8 1, Child-Pugh Y% : B) %479 % B# I AH| 600mg I L onesn | oxinss | s
50mg A HER ARG Lo migEh FAT 75 L oEmb) NN . i B T
/55 A— 2 & RS IRT. PEEOFRIEREBECSTD | e smg |5 | 0D 029 048
i - i R - - e e me 1A 1E (0.09,0.16) | (0.26,0.34) | (0.43,0.54)
IEENREIIRERE RN L AR ChH o7 Z & D PEEDRTHRE 1A 2 ‘
WEE Ik L CAFIO HRMEI O MBI R\, 228, B ORTHE ThoEY s
i e o . 1= 7o 1B - FEMY R FEL 50mg 0 0.63 0.75 0.88
HE 5‘—; B TOARFOIEMBREIZ LI T RIS OV TIRF L 200mg+600/100mg 1A 1 052,076) | (0.69,0.81) | (0.78, 1.00)
TR UN, 1 H 28
RAT T L e
) A s e . S /U RFEL 50mg 0.51 0.65 0.76
#-5 PEE ORI ﬁgﬁﬂ%‘%‘%&{}@’%m}\h*% 50mg % H 700mg+100mg 1A 1 121 (041,063) | (0.54,078) | (0.63,092)
B O G UZBFo i KvT 77 eV OEYEhE T A — LH 200
b4 v EF ey k)
L 30mg 0.94 0.97 1.00
o ( &?&;’{) (ucg‘}:i’l“) (ugc/:;’lL) 400/100mg 101 151 (085,105 | (091, 1.04) | (0.94,1.07)
= 1 H2[E
T O PR ERE A 38.5 (30) L.78 (17) 0.59 (36) HHOKRRALT V2 =
TN 373 (47) 1.80 (49) 0.57 (44) v RSB~ somg | o 0.26 0.26 0.28
BT (%CV) VEDLIN | 021,031) | (022,032) | (0.23,0.33)
20 mL
B K AL 7 N
9. ZOMOER i
1) R A somg | 0.70 0.74 0.82
‘ N S g Hi[g] (058,0.85) | (0.62,090) | (0.69,0.98)
RIS RLT 75 )L 250mg (RiEIR) A BAEIR 05 g 2
bf:ﬁ#@mﬂﬁ"l" ]\\\/I/i: 7? E/D@%#@@J%/\Di 7( ““& ‘j:\ 5.; ;’(‘@/E} |2 V2| 50mg 16 0.68 0.67 0.65
(17 f) Ko bt (24 B) OFBRDT I (RKK L& 1A 10 Hml (0.56, 0.82) (0.55,0.81) | (0.54,0.77)
20%) 1V MEFIAR R B 417, FTATT T sﬁ{n[n? 5 0.95 0.97 092
- o N P e - 4omg 11 B[ 0.75, 121 0.78,1.20 0.75, 111
RN HIV USIE B % 5t & LI (0055 11 R R O T ARRR T ( —— L )
B CORMEFM I EREMAT OFESL, HRNX RV T 7 Z ero (ERES ) 50mg b 1.17 L11 1.06
H?g%%&:ﬂ Lfﬁuﬁfﬁﬁgfﬁﬁéiié%&lféﬁf))oto Zg;}jgz) 1H1 1H1 (1.06, 1.28) (1.03, 1.20) (0.99, 1.14)
(2) A& : Som
) s - S S YTy rEyL e 028 0.46 0.57
A HIV @%E%‘%ﬁ?ﬁ% & LT B TR RO T AR 600mg 1 A 1] PHZE I 0237034) | (038,055 | (0.49,0.65)
B C ONEF MBI REAAT OFER,. AT LT 7T EAD - Some
- b LR 7 B 3 50 - YTy Es L s 122 133 118
H’%ﬂggffﬁ%fmﬁkéqﬁ’wE‘i"‘“&)6“7}&#071" 600mg 1 H 1 VH2E T 01 148) | (115, 1.53) | (103,137)
(3) BEFRRUCEFXEDVAIRERREEE BESE = 50 o5 T
s ey Ly ] _— e 77T mg A . .
C fﬂﬂ/ﬁﬁ{wxﬁ%’g@%%ﬁ%ﬂ%; L R B iR 300mg 1 H 1] ta1E | 0| 057,087 | (082,1.10) | (0.98,137)
M ORER. C BFR T A NABEEEIUI RVT 7T LD TAEEY > some_ | ¢ 122 112 113
MR I3 L CRRR R B A R S e oo, 72d, B T 25mg 1AL 1A1H (L15.130) | (L05,119) | (1.06,1.21)
RF2 7 A 70 A BB 51 B AR GO mBer | e (AR 1 024 0at 054
—Z IR TS, 500/200mg 1H1 141 021,027) | (038,044 | (0.50,0.57)
1H?2
10. HHE{EH TITVEN Somg [ 137 125 119
W = ERNE 1.2, 1.45 120,131 111, 1.26
A% DA & B 5. LI B DIBIE T A — 5 D% (L% e . e B e
. o o meg 1.08 1.07 1.05
-6 LOKT IR ;ﬁﬁ;‘f’ﬁ%ﬁ o | mrE Bl 091,128 | (095,120 | (0.96, 1.15)

a RAVT 77N s5mgl H2EES LY 77 ey v 208 Lz KVT 77 EJL 50mg
1 B 2 B 5: & ok

b KT 7 FELNS0mgl A1EEREE) 77 v 20 L VT 7 F el 50mg
1 B 2 B E- & o
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(B ER AL #)
(HELAISE 1 BRAE)

WS T HEME S 7Bl HIV HEI X D IRFRRBR O 2B, L HIV HRIC X D IR B 0 |

MOHIV A 7 77 —BHER OB GRRORWBHF, HIV A 7 7 7 —BHEANCE
AT HEEERGE U 5 DOBGERBROMEIILL FO#EY Th 5,
1. B HIV & DAFEBEOLVEA HIV BREREERNF &L L-—EEREERE
(SPRING-2 : ING113086) '
U HIV IRIZ K D IRFRBR O 22\ O N HIV EYE R 822 il & x4 & L7 “HE Bk
BRIZBWC, AT 7 TN 50mg % 1 B 1EHES L2l (RAVT 77 eAgbRE) &
FNTTTEN 400mg & 1 B 2 EEG LR (G777 B8R 10, ThEh
411 BlOBHPEEBICH D M) Bz, ToEE, FEHEEE Th 55 48 KO
HIV-1 RNA #7% 50copies/mL Aii Tdo » 72 BEFDOEIAIE, TNT 7T ENEGHED 85%
WX LT, RAT 7T ENMEEREL 8% TH Y. RULT 7T ENEEROIELMER RS
iz, #5596 H1% D HIV-1 RNA 723 50copies/mL Aiili Tdo - 72 BE DEIGIE, FNT 7
T EMEGRED 76%IZx LT, RAT 7T e EERIZ 1% TH Y . 5 96 % TH K
NT 7T EN B EROILEN RS T,
¥, AR 2B O ER A £-8 TR LT,

#-8 BTN

RVT 277 BV 50mg FNT 7T EJL 400mg

101 1H2
+ +
[EE X7 LAY RRYIRG R LAY RRWERY
i S PR 9 2 41 i PR A 2 Al
(411 i) (411 )
48 3 96 Jil 43 3 96 J
HIV-1 RNA &#7% o o 351 fil 314 45
50copies/mL A 361 H(88%) 332 BI(81%) (85%) (76%)
R o0& 2.5% 4.5% B
(95%[EHEIX ) (-2.2%,7.1%) | (-1.1%, 10.0%)
TR i 7T
ZH,;'};A R TR 20 {4(5%) 22 f3il(5%) 316I8%) | 43 (10%)

#-10  ARERARAT O EAY

KVTF 75 Een TNT T TN

50mg 1 H 18] 400mg 1 H 2 [
g 3 + i i + i
™ IR WL
(354 =P (361 fih*E"
48 i 48 i

HIV-1 RNA & 28

251 1l(71%) 230 f51l(64%)

50copies/mL Al

IR 02 7 4%

O5%{SHXH) (0.7%, 14.2%)

T A v AR IR X ;
A 71 11(20%) 100 11(28%)

W) 1 FHEMERIZBNT, 7 — 2 BEEMEDT= 0 4 Gl PERHT 2> 5 BRsE
H2) N—2T A OBYIETIC LD

4. HV 4 075 5—EBEEFICHEER T HRA HIV BEBEEZRR E LI-FERE
IR (VIKING-3 : ING112574) 2

HIV A > 7 7 7 —EREANCMEZ A9 2 N HIV RYSERFE 183 il xtg s LizIE
RIERHERBRICH VT, RAT 7T Eb50mg | A 2 [E#51C X 5480 R OVt 2 1
Lz, FATZ 7N EOATHEREEZ. &5 7 BB £ TIERBRBGRT S DR
PElE A Ak L. 8 B B LARR TRl 72y SiRiE & 1T o 7o, I RMFE 183 B> 5 5 133 T
BRBRAAREIC HIV A > 7 7 7 — B IFANC ST D AR ARD Bz, Zoffho 50 #ic
[ABRBLARIIC HIV A 7 7 7 —BBLEANC K D it & m IR RIS - 7228, 3R
BHARRE I IZMHME DS HERE S L7 o To, RRBRBRARIF D5 8 B H £ T? HIV-1 RNA D%
{bdit CEEIE) 1. -1.4 log)gcopies/mL (95%IEHXH : -1.5~-1.3 logjocopies/mL) T&H v |
FRERPAAARY & bl L CH ISR Le (p<0.001) o HIV A > 7 7 7 —BIREFEANKT 5
MRS B D 7 A v AFH N R % £-11 1R,

#-11 #4558 AHIZET 2 HIV A 7 77 —BRHEANCK T DA RO 7 A L 25
4 (HIV RNA 28k fE)

1) =27 A ORHIR T LY

1 2) UANARFERARBRA 07, Fh 48 T T 96 Mk E TS FEOME
A A UTRRBRIEH O e A& ik LTG5 L < 1d 48 #8303 96 8 H (2 HIV-
1 RNA #it7% 50copies/mL LA | Td - 7= i

2. Hi HIV Rk DABERDOGVRA HV BREBRELZHNRE L EERLERER
(SINGLE : ING114467) '®

U HIV FEIZ K D IRFRER O 22\ N HIV IEYWE R 833 il &t 4 & L7z BB bkt
BRIZEBWT, RA7 27780 50mg (1 B 1EEE) &7 A "BEMTI7 VAT K500
BHRE (VT 77 eNEERE) IC414 6], =77 L2 Y/T J/REMT AR VA E
HRGRE GRHERE) 12 419 BIREMEZICHID 0 Hhiz, ZoRR, EEFMEA T
%45 48 % D HIV-1 RNA 73 50copies/mL Al T - 7= BE DOEIGIT. *HREFED 81%
WX LT, RAT 7T e 88% Ch oz, £z, 5 96 J# D HIV-1 RNA &
73 50copies/mL Aifi Tdo o 7= BHFDEIGIE, MIBED 72%ICxF LT, RAT 77 efh
TEIL 80% T o 72,

2E. ARBICEIT DRBAE OB A2 L9 1T LT,

#-9  RBRAT O K

e HIV-1 RNA OZ 1Lt HIV-1 RNA 73
HIV A 7 75 —+% . ) R
B A i ;j:}— Z %T‘#mfﬁ SEI (log;o copies/mL) 1.0 log;o LA LE
TR SRR T GRS LI SEloftaD
QI48H/K/R ZE 7 LY 124 -1.60 (0.52) 114 (92%)
ergézﬁfﬁ R 35 -1.18 (0.52) 25 (71%)
ARIEHE
148 FLO*
Q%gi,w 2 pFLE 20 -0.92 (0.81) 9 (45%)

1) $45-8 H HIZ HIV-1 RNA fit73 50copies/mL Afiii C &b o 72 % G e

E2) HIV A > 7 7 7 —PHEAICK T DML (N155H, Y143C/H/R, T66A, E92Q) #F
U < ERBRBRAART D HIV A 7 7 7 —BIEAN T 2 ik 2 = 3 1R FRIE o
W o2 hE

£ 3) GI140A/C/S, E138A/K/T, L741

T =491y NATEHIE, MAATER (183 #i) OLBINEEHL 24 WAL Tz,
FEREAMIE H T 5 5 24 W% D HIV-1 RNA B/ 50copies/mL Aiili Td - 7= BH DOEIE
IE, 183 fHh 126 f5l (69%) Td -7z, HIV A v 7 77 —CHEAN I 5 Wit 4 B o
T ANV AER R A Fe-12 1R, - 24 % 0O HIV-1 RNA 5% 50copies/mL Aifi T
STBHEDOEGNE L VRN T=OE, Q148 HBHRIZIMZ T 2 # AL EOERE B
Thoiz,

#-12 5 24 WHITBT D HIV A 2T 7 F—BHEANKT DIHELE RGO Y A L2
“EHYNE (50copies/mL Al ~DIKT)

KL 75 EL 50mg TTrELYY/
1A 1 7 REN
. + ESN T
R TARAENMT I T VD 1A 1[E
(414 i) (419 fil)
48 96 i 48 i 96 31
HIV-1 RNA 78 338 f31 303 fil
S0copies/mL i 364 BI(88%) | 332 ((80%) (81%) (712%)
PR ot 7.4% 8.0%
MIRE[H] O (2.50/2 (2.30/: -
O5%(FHXf) 12.3%) 13.8%)
e 2 2 T o TR e
;,/4)4 AR 21 Bi(5%) 31 4(7%) 26 fl(6%) | 33 BI(8%)

HIV A v 7 77 —ERLEANC HIV-1 RNA £7%
DI EZ B 50copies/mL Afiii Tdb o 7= BFDOFIS
QI4SH/K/R 2872 LD 96/114 (84%)
Q148 KX
CWRZEREY 1 g 2031 65%)
Q148 K1Y
AR 2 5P 416 (25%)

HE 1) 7B EL600mg, 727V 300mg 7Y s iAREE LT H 1 EERG

2) =77 E LY 600mg, 7/ HRENY YT ax LT v U 200mg, =AY v
4 £ 300mg % Atripla®Bl A BE S LT 1 H 1 &S

H3) =2 T A L ORBHIRFIZ LV

TE4) UANAFERPARB RO, #5483 X% 96 k£ TISRBRIEH D% 5 %
b U7=EF], L < I% 48 3 30 96 8 H 12 HIV-1 RNA #it7% 50copies/mL B ET
i - 7= JE

3. FLHIV Ik ZABERMNHY . DO HV A 75 5—FEBEHOREZBROL VR
AHV BREBEZRKELE-RELHEC-_ETRETHMILBHER (SAILING :
ING111762) 19

BLHIV SR K D IBRERAH 0 . 230 HIV A T 77 —BIEFEAI OB HRBRO 2V ERA
HIV RYYERF 715 flaxif e Lz ZEEHLEGRRICB W T, e FAvr s s
EJLS0mg 1 A 1[G ZOFH LB (KT 77 en b)) & SRRk ons s
Z BV 400mg | B 2 [FRGEDFH LR (D7 77 EAERE) 10, ZihEh 354 6
KO 361 BlOBEFNEIELIZEN (T Bz, TORE, FEFBER THH &L 48 8
#%? HIV-1 RNA 1i7% S0copies/mL Afiii T o 72 BHOFEIGIEL. TNT 7T EAVEERED
64%\Zxt LT, FAT 77 ENEERHT T1% Th o7z,

72E. AR I DB OB A £-10 [T LT,

D HIV A 7 77 —BHEEANCK T 2MEAR (NISSH, Y143C/H/R, T66A, E92Q) #
U < ITERBRBAGART S HIV A 7 77 —BBLEAN 3 2 it & o= 315 O 7
HolHE

1£2) G140A/C/S, E138A/K/T, L741

[FEhFEE]
1. (ERBFE

NVTF 7 ZEMIL b oA NV AOERIZLEREER TH D HIV
AT 7T —EOIFHEAL L F5E L, DNA ~OHMLEAZ DD HIV-
DNA 5O N7 v A7 7y —%METLHZEICKY, HIVA VT I T
—VEEET D,

2. 94 IWAR4ER (in vitro)

HIV-1 BaL #: % O HIV-1 NL432 B2 Ye X A 7= RS i HEAZER Ci.
T A VAP RT D RAVT 7T EALDOHL T A L ATEED  50%E
EAE (ICs) L. FAZH 0.51nM, 0.53nM Td - 7=, HIV-1
1IB FRIZIEEYe S W7 MT-4 fildic Kv7 72 BV E2RIL T4 B X
15 AR LTS a 0P A LV AIEMD ICs 1%, FLF1 0.71nM.,
2.InM Tholz, £7-. KR L7 HIV-1 A T 77 —F LEiALE
L7ZEE DNA Z WA TV R T A7 7 —A{b% T v A
T A —~<v NTIE, PLUAVAIGHD 1Cs 1X. EHEH 2.70M,
12.6nM TH - 7=,

13 ORISR T H 4T B DS DA T 75—
P ea— REEZ AW TA VR - £ 0T 7 T — P RRYPE S BT 1
TIE, ICs (% 0.52nM TH Y, BWIIUA NV AESEEZ R LTz, £
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RVT 75 BV EBRRIZICET 2500 A VAER &R LT, 24
FED HIV-1 GRS BERE (Fv—7 M (M7 %147 A, B, C. D,
E. F. G) & Zn—7 0] & 3 fio HIV-2 BRZBERN B2 58
FOVERIT 3T B KA i B BR Ay BT T, HIV-1 BED 1Cs 1%
0.20nM T&H Y. 0.02~2.14nM O#FHTH -7, —J7. HIV-2 kD
ICs50 1% 0.18nM T V., 0.09~0.61nM D TH > 7=,

3. FHImE

Z V7 77 £l [Fold Change (FC) >81] (Zxfd 5+ L
KRB OMEEZAF T D 30 O EEEK D BERRIZ >V T, Monogram
Biosciences £L @ PhenoSense 7y #T % HH W T K7 7 J v L
(FC=1.5) \ZxI¥ 222 ~7=, G140S+QI48H 4y iRk Cix
FAT 77 ELD FC EIX 3.75 TH Y., G140S+QI148R ZyHfikk T
I 133, T97TA+YI143R ZrBERE Tl 1.05, N155H ZBE% Cid 1.37
Tholz, FNVT T TENOEGRBEO S HBELHBEELTZ 705
FED T NT 7T ENIMERRIZ DT, Monogram Biosciences £LE®
PhenoSense Z0#T & FHWTC, RAT 7T T+ 22T~
2o RVT 7T EIVL, 705 FEDERESEEERD 93.9%2%F LT FC
N0 K TH o7z,

PLHIV BIZ X AEERBEBH Y . 232 HIV A 7 77 —EEA
DOFGIRBRO R NBE R E LIz SAILING Bt (LT 27 o¢
NVAERERE 354 ) 12\ T, &5 48 MR U A L AR 7R
Befgl oo 17 5l 4 BT HIV A > T 75 — P ILEANCTHIED 20 Hh
T2o 235 4 il 2 BlICHA D R263K A T 77 —BERN D
L1, FC O KMEIZ 193 Thotz, b9 1 flicix, 28D

VISIVA A 7 75 —BEE PR 5 FC O AMHEIZ 092 THY |

o 1 PNCIFEBRET NS A VT 77— B EROEFEENBD 5N T
BY. BRI 4 VT 7T —ERER ORGSR D D0, XEA v
T T—=PliE T A VA LD HEE ST,

HIV 4 > 7 77 —CHEANICHEEZFT2BEF LR E L
VIKING-3 FRERTix, &5 24 WL ETIZ 183 Bl 36 T A LR
SR IRIRIR RN RO Sz, 2?9 B 31 Bl oW T, BB
BEIE ] OV A )L R ZER) T IR IR I REUIRE O Tl f i CREAT A it 7 — &
BHY ., 31 FIF 16 B (52%) THEEIHEIEEREO LN, #
RBINTZHER T TOERTRAZE R T L74LM (1 f51) | E92Q
(2 #1) . T97A (8 #1) . EI138K/A (7 #) . G140S (2 #i) .
Y143H (1 #i) | S147G (1 #1) . QI148H/K/R (4 i) . N155H (1
) K ONEISTE/Q (1 #) Thotz, Fiz. IRIETF TEROHBHN
RSN 16 Bl 14 Bl W T, RERBILAR UXZ LIRS
Q48 DEHEAZH L Tz,

(EZES BT 2 BIb 2 R]
—f4 . KT 7 Z e U A (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

o o W CyoH sF,N3NaOs
TR 441.36
S

H CH; O

ﬁﬁ@g@r

MR Hé~&ﬁué®%f

(99.5) (ZIF & A LTI mu\o
Al 1 BEERIER 350°C TYAE & RIS
STAREL - 2.16 £ 0.01 (23°C)

[a%]
TETA$ES50mg : 30 8 ()

KK, =HF =

Pol S R

[FEX#]

D) tENER: MR EERICBET 535 (ING111603)
2)  thNEEL S EAERICBET 53 (ING114005)
3)  tENEEL S EAERICEET 538 (ING113068)
4y tENEEL : SEMHEAEERICET 23 % (ING113099)
5)  thPNEERL Y EAERICBET 53R (ING111602)
6) FENEEL A BT 5 RER(1)

7)  fERNEER BN THERER(ING115381)

8) AEPNEEL : AT 2B (2)

9) FLNEEL : S AEIZBT 5 RBRE3)

10) #hNEEF : AR 2 RE4)

1) AR A BT D 3BR(S)

12) BRI B 2 ER(6)

13) #ENERE RGBT BIT 2 RBR(1)

14) #EANERE  REHEE T 2 R BRQ)

15) #hNEEF WSS 1THRBR(ING113125)

16) tENEEF SR TAER(ING113097)

17) tENEEL : WS ERRRER(ING113086)

18) #EANERE : WS R FER(ING114467)

19) thNEEF : WEMERER(ING111762)

20) tENEEF  WESEREER(ING112574)

(BHFAER %]
FERICTLR OB NI O & £ LTH FRIC TR T a0,

750 A3 AT T A R E

T 151-8566 HURUHB A X T-BK - 43 4-6-15
TA—TNVATT « BAZ~— « F—E R

TEL : 0120-066-525 (9:00~18:00,” +- H #L H B OV 4 +LK3 B 2 Bk
<)

FAX : 0120-128-525 (24 B¢R=4t)

FLEIRE T

T4 —TANRTTHRA SRR
FHBEAEX TRy 84 —-6—-15
http://glaxosmithkline.co.jp/viiv/index.html

WR5ETT
T390 - R2RY 54 vkt
FHBEEX TR, 84 —-6—-15
http://www.glaxosmithkline.co.jp

® : BRI
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1.8.2. %k - DR R U FDHRERHL

1.8.2.1. ZhEE - R
HIV & YLiE

e - DRICBHET HSFEARLDEE
AFNZ L DIBRITHT- > TiL, BE OB L VAl RE 72 5 A IR AImE R T GBS
FRUENT 8 5 VIR BUIENT) 2551752 L,

1.8.2.2. R ERAL

AR IR IZ IV T, B HIV 3R X D1REERRERO 72 WEC A HIV EGYE A, B HIV 3
IZXDIRERBEN DY . O HIV A 7 7 7 —ERHER OB GREERD 2O HIV JEYE
BE. KOHIV A 7 77 —BHEANCIME 2 A 5 A HIV ERYERE O WISk L
TH. FAT T T ENMTEDE (TANVAZRNR O CD4 5tV o RERE D SGE) %R
TZEDRMRINTZZ 0D, KFHOLHE - hR % THIVIRYYE] LRRE LT,

Fo. AANOFEGITEE LTI HIV ERMHERAE O RESEBIZT LI ENEY THD &
EBEZONDZEND, e - RICET A EOEE L LT TRANC L D1EEICHT- - T
X, BE ORI L OVRTREZR GBI SRR R E GBS AT & 2 WX RBULARNT) %
BENCTHI L, | LEiHLT,

PLTFICERERML & 72 - - s g Rk BR Al 2 = 1,

1.8.2.2.1. FHV RICE ZABMBROGVEA HV BREBEEHRE LEER

FLHIV ZEIZ X 21RO 72 0 a N HIV EYYIE B8 2 PRI 2 0 "B B iR ER %
FEhE L., RAT77Zen (LLF, AFIXEZDTG) ¢ 48 MM K O 96 A= 5 A&
Oz Z et L,

1) SPRING-2 (ING113086) HEX

AFRBRIL. BUHIV I L DI O 72\ A HIV ERYYE R 2 KR, iR RIERT
F%EBH5E 7] (Nucleoside Reverse Transcriptase Inhibitor : NRTI) 2 7 Z f0f F L TAHI 50 mg %
1H1[E (DTGHEE) XIXRUHIV A>T 7 7—CBHEATHLINT 7LD DA
(LAF. RAL) 400mg %z 1 H 28 (RAL#E) #5925 NHRRTH 5,

ZOFER., FEIMEEA Th 55 48 # 1% D HIV RNA &% 50 copies/mL AR (2K T L 7=
(LA, UANVAFRIIR DB HivTz) BEFOFEIEIX, RAL#E T 85%, DTG # T 88% T
botz, MO Y O 5%EEXMO TR (-22%) MNELE~—I D TR (-10%)
Z bEo72Z b, DTG BED RAL BRI T 2 IEL MR STz (R 1.8.2-1) , %5 96
D7 AV AZLHAERRD ST BE OEIAIL. RAL BT 76%, DTG BT 81%TH Y .
T A VAR RIT, TR S HICHE G 96 W THMERF ST e, MRS Y 0 95%
FHEEEO TR ((11%) BHELE~—I DO TR ((10%) % EE-722 806, %5 96

BT 2r Iy =T s A~ o VBRIFTEIC ST RERBIAAIE O B I K T THREE L7z,
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#%TH DTG BED RAL BEICXI T 2 IEL MR Sz (R 1.8.2-1) . F£7-. RABREIAFF S
P 5 96 % E T CDA BBt ) BRI OV E (PdefE) 13, RAL BED+264 /mmPloxt L
T. DTG BEIZ+276 Imm* Th o7, ARBRTIX. PEHIE (F /ALYy Faxi o<

fet /= N U HZ EUBLERIUIT NI EN T I TV VEAER) OEWIZ LD AR OR
NE~DEEITRO bR o T,
2B, HEFEROBBME I DTG L RAL FECIZIZFERE TH Y . DTG BEIT RAL it &
FIERDZ 2R OB A R LT,
% 1.8.2-1 RERFENER (ING113086 RER : Intent-to-treat exposed $&[)
KV7 277 e/ 50mgl B 1A Z)T 7 Z E/L400mgl H 2 [A]
+ +
. R LAY RRGERGHER R VAT KRR RER
Rk B 2 71 B 2 71
(411 {1) (411 f51)
48 3 96 i 48 96 i
HIV-1 RNA #:73 50copies/mL A | 361 1i(88%) 332 14(81%) 351 #il(85%) 314 15il(76%)
WA o 28 Y 2.5% 4.5% 7
(95% (7 41X 1) (-22%,7.1%) | (-1.1%, 10.0%)
T A IV A SRR IR IR 20 151(5%) 22 {51(5%) 31 {51(8%) | 43 151(10%)

1) N—=RAT A OFERIKEFIT L0 R
H2) UANARFIRPT SO0, 5 48 3 1T 96 #% F TS RRIEOMAE 2 ZEHE X
1B L72dEf], A L < 1% 48 3 0% 96 38 H 12 HIV-1 RNA =73 50copies/mL LA T & o 72 fiE 5]

TRBEEA DB 5%

2) SINGLE (ING114467) B

AR, HUHIV ZET L 20RO 220 il HIV IRYYE B 25 8T, AH| 50 mg 1

H1EETANAEN,/FIT7 V002K EAA] (DTG+ABC/3TC #£) X iéH‘* R
FPBEZEAI (Non-Nucleoside Reverse Transcriptase Inhibitor : NNRTI) & NRTI 2 f|O# A TH

HTT 7 LYY /T I)REAY Y Fax i T g T AN ZE D 3 KA H
(EFVITDF/FTC #f) Z 1 H 1[I 55 N HHHBRTH S,

ZORER, TEFHMBIEA Th %5 48 WK O U A VAR R PR b BE 0BG
IZ. EFV/TDF/FTC #£ T 81%, DTG+ABC/3TC Bf T 88% Thb» 7=, MEEREIDE =D 0 95%(F
XD TR (25%) MNELAME~—I 0 D TR ((10%) % EFEl-722 Lk,
DTG+ABC/3TC #:® EFVITDF/FTC BEIZ kT 2 IEBMENHER S D & & b, BIRIIENTIC
BT, BWEFHXE O TR (2.5%) 725 0%% kA~ Tu=Z &6, DTG+ABC/3TC #ED
EME bR Sz (p=0.003) (3K 1.8.2-2) , #5 96 WEZD U A /L AFERZNENRD Hi
72 HBE OEIS X, EFVITDFIFTC £ 72%. DTG+ABC/3TC BECT80% CTdh o 7-, MREH D7

ED > 95%(EFEX D TR (2.3%) NIELME~—T L D FIR ((10%) % LlEl-7-2 L 2nh,
DTG+ABC/3TC #£ D EFV/TDF/FTC BEIZK T 2 ISR SN D & & HIT, RIRIIRITIC
BWT, BWEHEXMO TR (2.3%) 28 0%% LEl-> T2 Lnb, 5% TYH

BT 2r Iy =T s A~ o VBRIFTEIC ST RERBIAAIE O B I K T THREE L7z,
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DTG+ABC/3TC BEDOEMESHER S 7= (p=0.006) (55 1.8.2-2) , F7=. REREALEEFNS
Pr 596 % £ TO CDA Btk U v BRI O bR GREGOTLMm D) 13,
DTG+ABC/3TC ££75+325 /mm®, EFV/TDF/FTC BE73+281 Imm®Cd v . WRER D751
440 Imm*Tdh 7= (95WIEREXE : 14.3~73.6 /mm®, p=0.004) ., HIV RNA &7}
50 copies/mL A IZE 5D F TIZE L2 #IM (hJefE) 1L, DTG+ABC/3TC #£ T 28 H,
EFV/TDF/FTC #£C84 HCTH» Y, DTG+ABC/3TC #f CTH BT/ L 7= (p<0.0001) ,

B, AEFRRLOFEHEME T DTG+ABC/3TC # & EFV/TDF/FTC BECIZIZRRE TH Y |
DTG+ABC/3TC #£i% EFV/TDF/FTC it & Bl tealREk DL MK OB/ MEZ R Lz,

% 1.8.2-2 RERFEDEH (ING114467 FRE& : Intent-to-treat exposed M)

K727 Z 0 50mgl H 1 TT 7 ELUYIT ) REN
+ SN WINT -
i L TANHEMT I T D 1H 119
(414 #1l) (419 1)
48 3 96 48 96 i
HIV-1 RNA 7% 50copies/mL A 364 14(88%) 332 14(80%) 338 #il(81%) 303 #il(72%)
WA 28 7.4% 8.0% -
(95%( X ) (2.5%, 12.3%) (2.3%, 13.8%)
T A IV AR IR IR Y 21 {51(5%) 31 f51(7%) 26 151(6%) | 33 151(8%)

1) 7AAZENE00Mg, TI7 Y 300mgE TS Y as KAk LTLHLERS

H2) =77 ELrY600mg, T/ ARELYY a7 < LRl 200mg, =4 kU 2% B 300mg & Atripla®Bl A bE
LLT1HI1EES

H3) N—RF A ORBYIRFIC L b K

H4) UANAERHEBRA D70, Fh5 48 X% 96 #1% £ CICRBRIERI OG- 2 ik L7-fEp], 7L< I1X 4838
1% 96 # HIZ HIV-1 RNA &7 50copies/mL LA kT & - 7= Sl

RHVERIZLZERBERNHY. DO HIV A UFI5—EREFORSER
DIEVEA HIV BREFEBREERR E LEHER

PLHIV BRIC L DRI A H D . O HIV A T 7T —BIER OB ERBRO 20 A
HIV JEYE B 2 5t 5 & U7z “H BEMRRGERBR 2 5200 L, AR OF R R 22 RET L
7=,

1.8.2.2.2.

SAILING (ING111762) EER

ARERIT, PLHIVIRIC X DRI H 0 . O HIV A 7 77— IER OB 585
DRV HIV BEYHERF 2 xR, BRmiEZ0fH L <, A#150mg % 1 A 1[5 (DTG
) SUXRAL400mg % 1 H 21l (RAL #) #5325 N FHEEARBR TH 5,

ZOFEFR, TELEE Th 545 48 WH D 7 A )L AN ENGRD - BEOES
IZ. RALTETIZ 64% Th 7= DITx LT DTG BETIE 7% TH v . WRERI D75 =Y 0 95%(3
FHXMEO TR (0.7%) 23FELHE~—T DO FR (-12%) % EEl-7=2 Eve, DTG BED

ED BB ORFHRZ AR L LT, ZIEETT V& AV Tl LT,
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RAL BRIZXI T D IELMEN TR S 7o, Fo, RIRBIFENTIZIBW T, 95%(EHE X HI D TR

(0.7%) 78 0%7% L[a]> T2 Z &hd, DTG BEOEEME bR Sz (p=0.030) (£
1.8.2-3) . Fio, AL O G 48 W F TOD CD4 Bt Y Bk o 28 b & (8
) X, DTG BEAS+162 /mm?, RAL BEA+153/mmPCTh-72, EHIT, BRI > TA v T
75 — VPG TATTHPEAFRD v, R E LT oA L RZRANRR I L 7o - - BRERIT.
RAL BEIZIBUNT 361 il 17 ] (4.7%) T~ 7=diZxt LT, DTG BETIL 354 il 4 4

(11%) THY. DTG HETHEIL -7 (p=0.003) .

B, AEFRONREOIEHMEE X DTG L RAL HETIZIFEFREETH Y, DTG BEIX
RAL B & [RIER DL MR OREFMEZ R LT,

# 1.8.2-3 RERBEDOEH (ING111762 FEX : Modified Intent-to-treat Efficacy £ H)

K727 /L 50mgl B 1[E F/T 7 B 400mgl H 2 [A]
+ +
bR R R
(354 i)Y (361 f)EY
48 i 48 Ji

HIV-1 RNA #23 50copies/mL i 251 il (71%) 230 151 (64%)
LR o 75 2 7.4%
(95%({5 1 X [H]) (0.7%, 14.2%)
U A L A IR IR AR 71 £51(20%) | 100 51(28%)

H D 1 EEEHICB T, T—ZBAMED 70 4 BINHIIEMNT ) 5 BRI
HE2) R—=2F 4 L DJEHIKTI L FHE

1.8.2.2.3. HIVA o795 —EBRERICTHEEZETIHAHVBEEEEERNRE L
B
HIV A > 7 7 7 —BERICIME 2 AT 2N HIV BYSERE 2R & LA —7 07
VR A SN L. ARFID T A VAR R A R LT,

VIKING-3 (ING112574) HE&R

ARRERT, HIV A 27 7 7 —BRERNCHMEZ AT D A HIV BYYERE 25581, A
#150mg & 1 H 2 mE53 2% AR TH S, AH AT RREL. &5 7THRE
FCITRBRBA AT D OIRRIE A L7223, 8 H B LARRI Il 72 5 ik 21T o 72, x5
B 183 #ld H b 133 Bl CIRERBHIIARRC HIV A > 7 7T — B LEANT T B Mt 2E BN
D BT, F DML 50 I ITERBRBIMERTIC HIV A o7 75—V EAN R A ik 2 53
TREIE LB - 7203, REBRBRAARH ITMIHE SRR S e o 72,

FHEFAMEH Th 2RI L5 8 HH £ TO HIVRNA OZ{b& CEHfE) X
-1.4 logo copies/mL (95%E#E XM : -1.5~-1.3 logy, copies/mL) T& ¥ . FRERBALGIF & ik
LCHEIZHED L7z (p<0.001) . HIV RNA Z{b&ix, RBRBAARHICEZNA LT A v
T 77— EROTEAKR OFICEE L, BEPZVIZE HIVRNA Zb&EiIT NS o7

(21824) ,

1.82-p. 4




#1824 B¥ESHBIZHEIFTAHVA T S5—CEHREHICHTIMEETRILED
DA ILRZERHEIR (ING112574 BB : 94 LA™ T Fh LK)

R HIV RNA D281k & HIV RNA 73
Bﬂi\ﬁ/ﬂfl g;g%ﬂ;; w s (loga, copiesimL) 1010g, 21 LD
B B P RS LI SEB OB D
QL48H/KIR ZEF 72 L 2 124 -1.60 (0.52) 92%
Q148 K TN " IRZEH 9 1 g 35 -1.18 (0.52) 71%
Q148 J NIRRT 2 5 L b 20 -0.92 (0.81) 45%

Data source: ING112574 [Week 24 (All Subjects Enrolled) Full CSR] Table 7.7, Table 12.106

# 1) #5 8 HEIC HIV RNA 573 50 copies/mL i Tdb o 7= iEfl % & te

HE2) HIV A 7 75 —PHEANCKTT HMHEZE SR (NI55H, Y143C/HIR, T66A, E92Q) & L < IZFABRBILART D HIV A
T 7T —BREANK T St A2 R TIRRIE O LN o o e A

£ 3) G140A/C/S, E138A/K/T, L74I

T—2 Iy NA TR, SHATUERF] (183 B) OB EL1% 24 A2 #%E L Tz,

FEEHIE R Th 5% 5 24 WEZ O 7 A VA FRINERDFRD LT EFHEOFIEIE, 183 #iH

126 51 (69%) TdH V., 114 JEFIZ x5 L L= h I COMER [63% ; Week 24 (Results of

114 Subjects) Full CSR] XV & mWn T A VA FRN R 2R LTz, QL48 ZERITMA T 2 » T

DEOEREZFT HEETIE, &5 24 HE%ZO T A VAFERIDEDTRD LT BEOEIE N

BRHIET LTV, YEREEORSZMER =7 (Overall Susceptibility Score : 0SS) & #5-

24 % TO T A NRFRENR & OMICBEITERD b e o7z (R 1.8.2-5) .

#1825 H|E24BRICBITAHVA T 5—CEHBHICHT HHMEERE
RBEZMRATICEDIPENDIAIILRAERHZER (50 copies/mL RGADIET)
(ING112574 RE&R : DA W RENT D FHLEH)

ST —P _
Iﬂﬂz\ﬁ/u&{ ﬂ;g e | 0SS0 0ss=1 088=2 08552 it
= =\ ¥ IR

QUASH/K/R 2557z L D 4/4 (100%) | 35/40 (88%) | 40/48 (83%) | 17/22 (77%) | 96/114 (84%)
glgjfﬁvﬁ - 202 (100%) | 8/12(67%) | 10/17 (59%) i 20/31 (65%)
— IR
gl\zjfﬂ?m — 12 (50%) | 2/11(18%) | 1/3(33%) . 4116 (25%)
— RR

Data source: ING112574 [Week 24 (All Subjects Enrolled) Full CSR] Table 12.18

HLD) HIV A 777 —EHREACRHT 2MHEZR (N155H, Y143C/HIR, T66A, E92Q) & L < IXFBRBAAATT2ND HIV A
77 T —BREMST D2 R IIRERIE D B0 b o TG

¥ 2) GL40A/C/S, E138A/K/T, L741

0SS: # RPFRIEDREZIER 27 (FBVU K OB R FHMmIEDEH)

$ G- 24 R ITIT D U A N AR AT, RERB AR O BB m (MR, AL OV
) MCRI%CHoT-, T7o. REBRBAME L& 24 % £ TO CD4 GYEY L Bk D%
b (PHfE) 1Z+61 /mm* Th -7,

LA G- £ 9 S 672 5 KR FFET DI b b b3 AHI50mg %2 1 H 2
EE LA ORBEIEETHY . HLHIV 3R X DGR O 72\ O A HIV EYLE
FaRBRITAAIB0mg & 1 H 1 [REH- L7z SPRING-2 (ING113086) 5k & OF SINGLE

(ING114467) B & ARk Z ML R LT,
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1.8.2.2.4. ZheE - ZHRICBET SERLDFE DR TEIEH

1.8.2.2.4.1. HIV EAI ¢ RE

PLHIV EIZ X DI H 0 . DO HIV A > 7 77 —BRHEAI O GREER O 72O A
HIV &YE R #E & 55 & L7- SAILING (ING111762) #BRICE VT, AFINEE Sn/- B
D 1% (354 Bl 4 B) THIV A > 7 77 —EREANCKHT HERGED b, Fi-,
HIV 1 > 7 7 7 —EBERNC I Z A3 2 A HIV EYYE RS 255 & L7 VIKING-3
(ING112574) FBRTIL, *IBREH 183 61D 5 H 133 B ERBAGARFIZ HIV A 7 75—
BELEAN 63 2 TPEANZRD S iz, Z DO 50 Bl IEEREBRBAAERTIC HIV A > T 75 —F i
FERNZKE T DIMEZ R TVRIEERIL S > 7228, SRBRBAAAREIZ XIS RS S e o T,
PEDZ EnD, AREOFHIZE L TE HIV BHIMMEREORE R A SZICT 5 2 &3
BCThdEBZ, WIHE - DRICBET LM EoEEE LT IRANC X DIRRIZH T o T,
B OTEHIE K OVATRE 22 5 B I 1T 3ERIMEM A GBS AT & 5 WX RBUNENT) 253
252 &, J LREHLT
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1.8.3. Mk - AERUTOREHRAL
1.8.3.1. A% - BE
WL NI TORE - HETRAORS T2, AFIIL, BFEOAFEIZ» DL TERET
5, BEIZEL T, P thoft HIVE L T 5 2 &,
1. RIGREE, A7 77 —BHFIEDSANOH HIV FEIZ L DR O & 5 B
KLVTFZ7ZELELTS0mg% 1 B 1ERO#&EEGT S,
2. A T U I7—BHEKIIKTDIMmEEZAT D EE
KLVTFZ7ZE/LELTS0mg% 1 H2EEOD#HET S,

¥, 12 Lh B R OYAHE 40kg L EORIGIE, 1 7 7 7 —EFEUSOH HIV Eic XL D
TR S H/NRREIZIE, RV T 770 E L TS0mg%a 1 B 1EREROKLETES,

R - REICEAEYT AERALDOEE
AFANS L DEHRIT, HLHIV IREIC e R AR OEMO b & THRMT S Z L,

1.8.3.2. A% - AROFRERR

1.8.3.2.1. A HIV EIC & BABBREBROZ VA HV BRFREFICKHT 58 - BE
PUHIV 32 X D IRERBRO 72V A HIV EYUE BE 26t T AR O Mk - H&EE, I
ORBRFERICEI Y, AFI50mg 1 B 1 [EEENELYTHD EEZT,

1.8.3.2.1.1. RTHASE | AHEAER (ING111521 EAER)

HLHIV FEIZ L DIGHRERO 22O N HIV RYYIE A & O HIV I K DIRRERD H Y |
MO HIV A T 75— RER| O ERER D 720 ik N HIV BYE B 2 xfg L L, AK
2mg, 10mg, 50mg XiI77AR%Z 1 B 1[E, 10 AHE&KES L, AFREE ST T
DRECRNT, 77 B ARE & i U CRERBI A 5 11 % £ To Mg+ HIV RNA &
DHEBRWBDDBFRD BT (p<0.001) . A 2mg, 10 mg KT 50 mg #HHEC IS 1T 2 M fE
t HIV RNA OJdib & CESME) 1%, Z4E4 1.51, 2.03 TN 2.46 log)y copies/mL T -7z,
F 72, M HIV RNA 273 400 copies/mL Afiii T > 72 BEF OEIE 1L, TN 4%, 56%
FN90%ThH v FHEIZHE] LIR30 B,

ZORBFERIZL Y | FUHIV I L DIERGERO RO HIV BYSERE & R & LT
I 1A B e B TR 2 A& O L - &2, 10 mg, 25 mg (L 50mg1 H 11
&h & LTz,

1.8.3.2.1.2. %EAE || }A5BR (SPRING-1 : ING112276 FRER)

PTHIV FKIZ K DIERRRR O 72 VE N HIV EHYEBE 23R & L, BRI G RERILE
%l (Nucleoside Reverse Transcriptase Inhibitor : NRTI) (2 Al) ZffH L TAHlI 10 mg, 25 mg,
XIL50mg & 1 B 1 [ElEE LTIG6 OF MR LM et Lo, s BB CIIIEZme 2
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R G REERHEA] (Non-Nucleoside Reverse Transcriptase Inhibitor : NNRTI) THDH=7 7 E'L
> (LLF. EFV) % NRTI QA EOFH&ES5 LT,

ZDRER, AHIOFE L HIV RNA 28 50 copies/mL R F L7z (LLF, wA VA%
IR DNRO Hivle) BEOHFE & ORI G REEITFEO b oo b DD AH
10 mg M OV 25 mg $¢ 5-HETld, Z4240 2 51 & T 1 45T HIV RNA #2375 T8 400 copies/mL LA
L&D T AN AR RO DLz, —J . AHF 50 mg BeHGRETIX, BRI A
WLTCHIVA T 277 —EHEAS L <X NRTI D@ a8 T #£HR & & ICmtEn R854
52 T U AN AFRIN R DHERF STz,

¥, AFNOFEMEITHECEFR R BIFCh o7,

ZORBFERIZL Y, 50mg X VIRV ERECHEZ B LIIEFNH 722 b, B
HIV JEIZ X D VEHRER O 72 O BN HIV ERGYE B3 K O HIV 3EIZ X D 1EHRBRA H 0 | 2
S HIV A 7 7 7 —BRLER O GRERD 22 R HIV BYWERE 2604 & L7 8 IHER
BRIk HAKORY - AiE%EZ 50mgl B 1RG5 L5 E LT,

1.8.3.2.1.3. FHE AR

PUHIV FEIT X DIEHFRER O 7\ O p N HIV JEYYE B 2 3R, AFIXZIE T HIV A 7
7T —PHERTHHINT TN H Y A (LLF, RAL) & NRTI Q#) & o 3 #I6f
FIZ L % EeiadliR (SPRING-2 @ ING113086 #lliR) | WONTIAFH & NRTIO 2 FIELAAITH 5
TABEN,/TITV (LU, ABC/3TC) KU'NNRTI Téh 5 EFV & NRTI THH T /7R
LYy TaR T uiglE o AU 2D 3FIELEH] (UL F. EFV/TDF/FTC) &
O thigEER  (SINGLE : ING114467 #liR) 3L, £ ENORBRICB W TAA] (50mg 1
A 1EES) & NRTI QA & OPFHBEDOIEL TN e ST,

F7-. PLHIV I X DIEFRBRO 720k HIV EEYYE BE 2351, AFE HIV 72T
7T—EHERTHL X e+ T FFEL (BUF, DRVHRTV) OFhEZ g L7z KL
FE72 % N5 M AHERIRBR DS EI TR ChH VY | 5 48 % E TORBRBME SN TS,

1) SPRING-2 : ING113086 A&k

PUHIV BT X DIERARBR O 7o\ O p N HIV EGYE BE 235 & L, NRTI A Z0FHL
TAHKIS0mg % 1 A 1[0 (DTG HE) XIX RAL400mg % 1 A 2 [H#5. (RALEE) L7zHE60
AR OV B & G L7z,

$e 596 WA T, IRBRFEMFHRZE TER I N U A L A FE 2R IRIL, DTG #f
D 225 (5%) . RALEED 29 f5l (7%) TR bivlz, Zd 95, RALEED 1 FlIXIRERIK
BRI HIV A > 7 7 7 — B RLEAIMEL B % OVNRTIPEZE B4 FRHCA L, o 3 41Tk
NRTIfHEZE R 24 L T =23, DTG EETIX HIV A 7 77 —BEHI XX NRTIHZ X9 5
MHPEZEEL 358D BN TIEG L e o 7o, FEFEEE Th D85 48 LD 7 A LV AFHIZ)
REDFRD LN BHEOEIE L, RALFET 85%. DIGEET88% Th o7z, Mkt D2= ™D o

ED 2770 TN S o VERIFRFTEICIE SV T, BBRBAARE OSBRI T TR L,
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95%EHEXM D TR (22%) ML~ — 0 DTFR (-10%) % LlEl->7-2 L35, DTG
BED RAL BEIZXT T D IELTEN R ST, #5596 W% D 7 A )V R ZHIN RGO BT &
%‘@“E“IJ I, RAL#ET 76%, DTGHET 81% TH V., U A /L AFHZNFIL, WREL IS

W% THMER STV, MEEMOZE ED 0 95%EHEXM O TR (-1.1%) 2AIELME~—
//meE (-10%) % Ell>7=Z &6, 5 96 % CTH DTG #ED RAL BEICXT 9 5 IS
PERFERR ST, F7o, AEFRORBHEEIL DTG i & RALBETIZIERBEE THY . DTG
BT RAL B & RERO R 2R OBEMEZ R LTz,

2) SINGLE : ING114467 &

PLHIV HIZ X D IRERBRO 72V HIV EYERE 238 & L, AKI50mg1 B 1[81E T
NN T ITV0D2HBAEHE DO (DTG+ABC/3TC #) X% EFV/TDF/FTC
BlEAlZ 1 B 1B (EFV/TDF/FTC #) L7256 O bk O 2 2 at L7z,

DTG+ABC/3TC #£ClZ, SPRING-2 (ING113086) 7k & [FEkIZ HIV A > 7 7 F7 —EIHE
IS NRTI OffPEZE BN GR & & = SEFIX 72 /x> 7223, EFV/TDF/FTC RE Tl 6 il 2 O 1 41
|\ZZ AV 4 NNRTI J2 (N NRTI OifEE B AFRD bz, FEFHMBEE ThH &5 48 kD
T A VAR RN BT BE OEIS X, EFV/TDF/FTC # T 81%. DTG+ABC/3TC #f
T 8% Th -7z, MEEHEDZE D D 95%EMXM O TR (2.5%) D3IEHME~—T > DO FR

(-10%) % ERl>7-=Z &2°6, DTG+ABC/3TC ££D EFV/TDF/FTC BEIZXE 3 2% FEL D R
Ehd & LB, BIRBEHTIZE VT, 95%EFEXEO TR (2.5%) 28 0%% EEl- Tz
Z &b, DTGHABC/3TC BEDOE M b R S 7z (p=0.003) . £7o. &5 96 BEHEDOT A
S AR RN ERD BTz BE OEIA 1L, EFV/TDF/FTC #C 72%. DTG+ABC/3TC BET
80% T o7z, MEERDZE D D 95%EEXM DO TR (2.3%) BIELME~—J DO TR (-
10%) % k[l->7=Z & 225, DTGHABC/3TC #ED EFV/TDF/FTC BT 2 IELPEN R S
b E LBz, RIRIMINTIZEB W T, 95%EHEXHO TR (2.3%) 23 0%% ERl-> T
EMD ., F5 96 1% TH DTGHABC/3TC BEOERM: bR <7z (p=0.006) , RERIAM %
# L C DTG+ABC/3TC #£ Tl EFV/TDF/FTC Bt £ 0 & A FEFGIZ X D WBEHIHR D7, £D
fER. B e L TRBERIBIN L 0> T,

oo HIV A > 7 77—V ILEA 2 V-8 & o bl Tid, MSD #E23E i L 7=
STARTMRK #B& "G RAL (86%) K USCKEFRY 7 R « B = o X3 Ik L 7= kB 2
TOZLET 7T EN (LLF. EVG) (88%) DA VAZHNFE L RRE CTH -7,

3) FLAMINGO : ING114915 &

PTHIV FKIZ K DIERRRBR O 72\ V0N HIV EEYEBE 255 & L, NRTI QA Z0FHL
TAHKI50mg %2 1 H 1[E (DTG HE) XILDRV+RTV % 1 H 1[E] (DRV+RTV ) &5 L7-%
B OEINER LB EZ R LT,

BT, WITNhoOBEERIZBWTY HIV A 7 7 7 —EH5%EAl, NRTI, NNRTI, ¥
WX HIV 7'e 7 7 —BEAN T DM BB b IEFI LR o 7o, FEFHMmE A

ED 2770 TN S o VERIFRFTEICIE SV T, BBRBAARE OSBRI T TR L,
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ThHBH 48 Wk DO 7 A N A FRIHR NGRSO LT BEOEIGIL, DTG #E T 90%.
DRV+RTV BE T 83% Th o 72, MRERE D7 *Y 0 95% X DO TR (0.9%) MNIESH M~ —
PUDOTFR ((12%) Z EEoS7-Z LG, DTG RO DRVARTV BEZ 6T 5 L ME TR &
5 EE BT, BIRIIEITICIE VT | 95%EHEXHE O TR (0.9%) 28 0%% EEl-> Tz
EMD . DTG HEOEBM bR SN (p=0.025) .

1.8.3.2.1.4. EYEE

PLHIV B X DIEHRBR O 7\ O EN HIV JEYYE BB 2 x5 & L7z SPRING-2
(ING113086) FRBRICEHWT, AHI50mg & 1 B 1 [\H%G L7 RMENEE 2 D) 7Y
V7 ETHE LR, ER ISR S Mg DTG I O# GAME  CGRTEXE) 1%
1.18 pg/mL & HEE 41, in vitro TO HIV ERICKT 5 & 23 7 IR EE CTHIIE L 72 1Cq)

(0.064 pg/mL) D) 18 fFE M- 7,

ATHASS TAEGABR (ING111521 3B%) . SPRING-1 (ING112276) &5k} O° SPRING-2
(ING113086) #BR CUUE L7=7 —# Z W CRHEMSRMENRE (PPK) Zfi#tr L7-As 58,
Al NFE, Fli, R, CHRUFREORERGEYIRGE, MEOFE, Y LEUE, 7T =
T/ b7 AT727—F (ALT) \ TAXRTGXUBT I ) v 72 A7 27— (AST) .
JVTF=r 7 V7T A (Cler) ZEIIAKOIRGEREIZH L CHRIKRIICARERELZ KT S
MoleZ b, ZNHDOEFREFIC K DAAOHEREIIAZELEZ bl (533.5) .

1.8.3.2.1.5. FHVEICKZARBEBROLUVERA HV BEEREICHT 5% - HED
EX))

PLHIV I X DIRERBRO 72V A HIV BYE BE 123 LT, AKI50mg %2 1 H 1 [Al#%
H LTS AOENMEL., BEEREEXIRE Lz 2 SO EEERIC K > TR ST Y | 4F
Wn, PER. ANFEZE O EH e N OGNy 7 7 —T 12 b LT RETH -7, L7z)i-
T, PLHIV HIZ L D IEFERBR O 72 0 Al A HIV RGYE BE R4 2 A K0 s - FHEE,
50mg 1 H 1[EEGREY THDH EERT,

1.8.3.2.2. RHIVEIZKZABEERNAHY. MO HIV A T 5—ERERORSEER
DIEVEA HIV BEEBEFICHT 2L - AR
PLHIV HIZ X DR H Y . O HIV A 7 7 7 —BER O GREER D 72 A
HIV BYWE B 6T 2 A A O L - &, UFORBEERIZE Y. AF50mg1 A 1
BHEPELETHD EEZT,

1.8.3.2.2.1. E2E 11 FAFER (SAILING : ING111762 FRER)

PLHIV HIZ X DR H 0 . O HIV A 7 7 7 —BER O GREERD 72 A
HIV JEYYERFE 255 e L, WrREE2 0 L CARISOmg 2 1 A 1[5 (DTG R XX
RAL400mg % 1 H 2 [0l 5 (RALEE) L7=HE0OFMMEROLEL2EEZRE LT,
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Be 5 24 B% D 7 A VA FHIDENTRD LN EFEOEIA L, RALFETIL 70% TH - 72D
2% LT DTG #HE 79% Tdh V) . AFIOE-MES R Sz [ OZE Y 1 9.7% (95%(3
%ﬁlif’ﬁ :3.4~15.9%) . p=0.003] . Per-Protocol ittt TlE, &5 24 WKRIT T A )L AFHZHR
b SN BFOEIGIL, DTG HET 81%. RALFET 2% Ch o 7= [l oz B .
9.3% (95%EHIXH : 3.0~157%) 1 . FEFHIHEE Th %5 48 HLD U A /L AFH)%)
OGO b BEDOESIT, RALEETIE 64% TH - 7=DIZ% LT DTG I 71%TH Y |
HEER] D75 B2 D 95%(FHEX MO TR (0.7%) MIHELM~—Y DO TR (-12%) % kE->

72 b, DTG HEO RAL BRI T D IEL MR S e, Eo, BIRIIEHTIZEB VT,
95%EHEIX M D TR (0.7%) 728 0%% E[El> Tz Z Lvh . DTG BEOERME bR S -

(p=0.030) , Per-Protocol fi#HT Cik, 5 48 WIRIZ T A VA LHIN RO b7 BE OF
A%, DTG #ET 73%. RALBET 66% Thh-7- [MFEM D7 *Y ¢ 7.5%,  (95%(SHEXRH
0.6~14.3%) 1 . RAIDO T A NV AFRNRIT, W, ALK O HIV Y7 % A FEOFE
TN —FRICBWTET R - T2, it\ DTG & Tl S TE K& UGRER BR Ah RE 0 S5 it
PEDFENZD DD BT U A VAR FIIFERE CTH 0 . RERBIAARF O FRIEICRBV Cit
PEZ2 AT DEAEH, 2AIRGE, 24, KO3AOWTIOEEL, DTGEII RALEEL D &
%< DBREFE T A IV AZRIENRD L,

fthod HIV A > 7 77 — B ER % AV 7258k & O LTk, MSD #3326 L 7=
BENCHMRK-1 } O} 2 &8> RAL OHEARMT P (PSSEY 728 1 KN 2 TEIEN 61% K N
71%) KOSKEX Y T R« %A = o Xk FEHi L7 EVG & RAL % W 7= RIEBR o flf ¥

(EVG Bf 59%. RAL Bf 58%) & b#z LT, A 50mg1 A 1[H 48 iz 5% D 7 A )L A FHY
HRIZBRIF T o T,

1.8.3.2.2.2. EUEE

SAILING (ING111762) RERIZIS\WTC, MAEF DTG RO GaifE £ 5- 4 3, 24 8,
RO 48 % CRIFEE Th o 7= CRITEME © 0.926 ng/mL, #RERE AR : 131%) . 1
$Erh DTG I O G-aifE CEEIE) 3P0 A VA ENRD b BH L0 LR
LN oo BE T, £lo, VA NVRFNRIBRRIOKRER D72 WVEFE LD LIRS H 5 4
HT, TNTNED -T2, ZEBREIFOHT O R, MET DTG BE OB LGRIME CFE1H)
IZ. Snapshot (MSDF™® ) fEHTIZ IS < 5 48 LT IIT HHL T A L 2R DH E 72T
K¥Tho7z (p=0.004) ,

Tipranavir™> /U kL (BLF, TPV/RTV) MONEFV BG5S TWHERETIE, K
FIOWgEFTE BN D7, FivA VAR BIEL 725725, AHFlE TPV/RTV KU EFV O %
BEDLLELAIE, LV EHEOARAORGRMEL D, o, AKIS0mgl H 1[AE =

ED 2270w TF N AU 2 VERIFATIEIC ISV T, SBRB AR O BRI T TR LT,
E2) a2 Ty v UTN e A~ 2 VEBIFATIEIC ISV T, SBRB AR O BRI 7 TR LT,
VE3) FHUMESZPE 2 =7 (phenotypic susceptibility score)

7£4) Missing, Switch or Discontinuation = Failure

1E5) mEWARZETE
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FZEVU Y (LLF. ETR) Z0HH4281C1%, 7 —2Z—L LTHIV 7 a5 7 —BHEHA

[DRV/RTV, vt Ftn /U hFEn (BLF, LPVRTV) | 7% FEL U hFENL

(LAF. ATVRTV) ] 20T RETHL LB 2D,

TPV/RTV, EFV L OVETR BiF| HIV v 7 7 —EHEAIOFHZL L) BNEHEShTnD
BE, W T T4 T U ARGEDNDBE LIRS &, HELUA VAR ERET D
T2 DO+ 7R mDFE O b ALl

1.8.3.2.2.3. FHVEIZEZBBEEBRNAHY., DO HV A UTHS5—EREFADREE
EROZUVDEA HIV BREEBREICHTHRE - AEDF LD

SAILING (ING111762) #RERIZEIT 5 B 48 BH ONTREFICIES< &, PLHIV EIZ X

DIRFERBRR H Y . IO HIV A 7 7 7 —EBHEF O£ GREBRO 72\ O N HIV EYE B

(R DARHKN O - HEX, S0mgl H 1RGN @Y THD EE X7,

1.8.3.2.3. B PR 3RS ER

HANERERR A & 5 & U7 HalRe 0 % 55kBR  (ING115381 #BR) DOfEH., AHK| 50 mg %
#2085 LIREOWUTIESC/HTH 0 . 5550 3 Rl Chem A h iR IC = L, IR
IR ISR Ch o7z, Fo, 2 b BARNERRR AT 2 mERE TSN E N SR L
THEY, WINb TR OCIAECRBIZA BN o7z (2722.1.2) o

Ehlz %lk@%ﬁk%ﬁ%&Ltﬁ$®%@%@%ﬁéﬁ%(mmwm4ﬁ%)Ti
ﬁ\$Xim%%ﬁ%ﬁﬁbt% IAHEI S0 mg AR DG LI2GE . BIROBRRERE I
bWHG®%Wﬁ%m¢ék&%wiﬂ%@iiﬁ?bt#\%ﬁ% TEEIIRVWEEZ DR
776

T D ORBRAERIC X AARNCET DAAO AL « AEIFSAEA & REICEEETRET
%@\K%mﬁ$®ﬁﬁ bbb%#&ﬁf%é & DHERR ST,

ll

1.8.3.3. HIV A T 5—ElRBRICTHEZETIRA HV BEEFEREOREL - AR
HIV A > 7 7 F —VRLEANZmE 287 2 i HIV JEYYELE 1253 2 ARK o HikE - H
BiX, UTORBRERICEY, SO0mgl H2REENEY THDH LB 2T,

1.8.3.3.1. HHAE 11 BB (VIKING : ING112961 EER)

HIV A 7 7 7 —EBHEFNMEEZ AT 2N HIV EEYEBE 2 xt5 L L, AH 50 mg
Z1H 1RSI H 2EEE L, 85 48 HRBRIZ Y A LV AFRNENE D b EEOF
AL, AAFI50mg1 B 2 [EFRGRETIX 71% Q461 176)) THY ., AFI50mg1 H 1 [E#HFE
BED 33% Q7B 9fB) LIk L CTEhote, £, AREIOEREEEZ G 10 HH O AUC
(0-24) CB(TFHME) TR, AUC (0-24) (250 mg 1 B 1 B 5HE (36.5 ugh/mL) &
e U C 50 mg 1 H 2 B H#E (93.4 ugh/mL) TE2o7c, AHI50mg 1 H 1 [RIEGEEL O
1 A2 [ RN LEDNEYERET —Z(c LD, AFIS0mg1 A 2 M S5EEOES 10 A
HIZHIT D Ct LKVAUC (0-1) (&AM 132240 2.72 pg/mL } U 46.7 ng.h/mL TH
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0. AAIS50mg1 B 1[AFEEEE (0.69 ug/mL & TN 36.5 pg.h/mL) & bl L C 1.3~4 %@\ Vil
T 2 ENHER S LT,

ZORBRIZEBIT HAEME, ZRMELOEYEIET —% L0 | 5 NAEHER (VIKING-3 :
ING112574 358) ([ZBIF A2 ARFOME - HEIX, S0mgl H 2 BHEGREY THDH EE X T,

1.8.3.3.2. FHE NAFEER (VIKING-3 : ING112574 HER)

HIV A 7 7 7 —BREANCIEZ A3 2 N HIV EGYEBE I2AA] 50 mg 2 1 B 2 [A4#%
HLU, %5 8 BELW 24 %O 7 A VAR R Z i Uiz, ARAIE O3 28 5ok,
# 57 BB E TIERBRELART D OIRFIEAME L. 8 H H ARSI Sk 21T o 72,
ZOfEF,. RAL X OVEVG (2% A3 2 BE O KR 2B W THREN D B4 72 7 A L AT
HIZHRDFRD BT,

THEIE E CTH 2RI 5% 5 8 H H £ ToO HIV RNA 21t & CE¥HE) 1%
-1.4 log o copies/mL (95%{E#EHX[H] : -1.5~-1.3 log;o copies/mL) T& 1V . FERFHLARE & Lhifg
LCHEIZED Lz (p<0.001) ., HIVRNA Z{b&ElL, REBRBAMERHCEENAE LA v
7T 77— B EROFEFE R OFUCBE L, ZRNBZWZE HIVRNA Z{b&IT/NE o7z,

T—H By NATEHIE, SATVER (183 ) DRI B 5% 24 3 2 8GE L Tz,
FHEFHMIEE Th 855 24 E DO U A )V AFHIZNRDBRD b BEOEIE X, 183 fiHf
126 51 (69%) ToH V. 114IEHZ xR E LRI TOREE [63% ; Week 24 (Results of
114 Subjects) Full CSR] £ 0 & @\ A L Z 2R R R BTz,

AEBRCIL, BEICEM S ETR? 9, DRVRTV?, RALY, XX EVGYO M4 1
A U725 HLFRBRICHAAN DI BHE Ll LT, L0 %< OIRHRRRER K OSRAIE 2
AT 5EEZRNRE L TWIZH 00 b 6T, RRBRIZE T 2AKH D 7 A L 2RI RIE,
HIV A > T 75 —PIERNC L 1B OV EHEIZ RAL 25 L BA 0O Y (1
60%) LFRIRETH-T-,

1.8.3.3.3. EMEIRE

VIKING-3 (ING112574) #BRICIWT, AHI 50 mg & 1 A 2 [ G L7256 o fEh
DTG 2/ OF Gl (S EEME) 13 2.33 pg/mL (WBRE A EMRE : 68%) TH V.
HIV 3|2 L BB O 2 NEBE AR 50mg 2 1 H 1 [EH%RS LIZEAOBREEDOK 2% T
bolo, BHEIITIX, HIV A > 7 7 7 —EBREANCK LT XY mWSEAIEZ A5 2080
BEICH L CE, ARoOESHERS (100mg 1 H 2[E#FR54) TR 7 4 v vMELND &
BEZD, LLEnG, KANZZOX 5 EFITRHLTE 50mg 1 H 2[BIO#F G- TRIEMIC
EmWERMEZ R L, HIV 707 7 —EBHEA] (TPV XTO'DRV) XJENNRTI (ETR) LV b
B2 GMEnNE D b,

EHiT, fEERA (1241) x5 & Lz DTG ORWEhie % st L7236k (ING114005 7t
BR) 1BV C, DTG O H[aFE 04584 50 mg 75 100 mg [ZHIIN S 7284 o i+ DTG
? AUC 1Z, #5EORTHELRFINZRBEME FEl> T\, BRED S B 46 TIEAH
50 mg & 100 mg D 5- DRI & 238 Ct DI B> 7z,
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INHDT—=2 L0 HIVA 7 77 —BHEANCHMZ A 2EE1T LT, 50mg 1
H1REE LD bEHEEZREGT25A120X, 100mg1 B 1R LV H 50mg 1 H 2 [F#
GOHNHELWEEZ D,

1.8.3.3.4. HIVA T 5—CRBAICTEEET A HIV BEEREICKT A
E-FREOFELD

VIKING-3 (ING112574) #BRO$H-8 H H OV 24 W% O FEREITIZ LD, HIV A 7
77 —BIHEANCHEZ AT 2 HIV EGYEBE 23 L TAR SO0mg 2 1 B 2[EES L7
e, BICEOILY A NV ARBHEGR S AL, ZORIT 24 MR S L, rYURT o
> 7 BURSHT OREF, 58 H B RO 24 WHEOHLD A )V AN FEO R & FRIK 1%, #
HRIERFOMMECH 72, Fio, el b SN2 5B L 24 WL O Y A VA RO
W72 TRIR 1 Tldle o7z 2 &b RITARKIDILY A NV ARIZTF L LT D Z L AVR
Sz, &5, KEHREGICBET S Mg DTG EE O#GRiE CGRTEHE) 13#%5 8 H
H&@mL&@#?%wxﬁ%@%@l%fiﬁwott@ AHKI50mg 1 H 2[BO#H 5T,
KRSy DBE KT DABN O3 70 dE (BRI 2 miE DTG R E O 8 5-5ifl
DM < 233 pg/mL) BERIND Z ENRBENT, DLEIZEY, HIVA > T 75
— P IEANCTME 2 A9 5 BT 2 A% 0 Ak - FARIE, 50mg 1 A 2 [H&52356Y T
bbb EEZT,
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1.84. FEALOZEE (¥) RUZTOHRERH
A EoovEE () A EIRAL
([ 2] (ROBHFICERELLEWVWIL)

AFN DRI LI BUE OBEEE D & 2 B

EHO— R REE
HIHE LTHRE L,

ZheE - HRICEHEYT SERALDIE
AFNC L DGR HTo - TE, BEOIRRIE R O REZR S5 21338
FIMMPERR A GBS BT 8 2 VMR BURNT) 25812752 &,

BE DIGHRIE K OFA
MDA T K- T,
AANORIE - HEZH

W 20BN HDHT-D
BE LT,

A& - AEICEET SEALDEE

AANC & DIBHRIT, PUHIV FEIC H O 2R 2 FoEM O b & T | ARIOARNEN O 4

HIoZ L,

PEDOBLRI G, HLHIV
FRIET K@ L7 R
T3 DR DT
DORGE LT,

(FERALDEE]

1. BE®RE (ROBHICTBEEICERET D)

B RIS E C B R © A VARG s D EAL (R T A T X
F—¥ LR XIIEE) oBtnrndH s, ( TEEZREANEE] ©
HEZW) ]

BRRRERIZIB VT, B
A« CHIATR T A LA
(CHEMERG Lo T
(T, AR AR
DBENENoTZ &

MHRGE LT,
2. EELGEXRHER
(1) AFOMHEAICEE L CiE, BEF QIZICRD DY E I, ® | (D (2)

DFEIFEIZOW T LA LREEZS-%., HHTDZ &,

1) AFNE HIV EGUE ORIBFIEE T nZ & n, HAIA
J&Ye % Gyt HIV JEYSIE OHERRITLE D FRI9 2 30E LisilT 5 Al
BEMENR ® 2 DT, AREFNE G5B O F KRR DO ZE LIz DN
TiX, T R_RTHYEICRET D2 &,

2) AENIOFHIEAN EMHEERZR T ER3B D720, A
HOTRTOEFEHYEICHRET DL, [ HAEMH]
DIESM] Flo, RFITHEFEHIZH IO 35 2 IR 5
LA, FANCHEYEICHET S Z L,

3) AFNOEMFE I L DB O VWL, BED L Z AR
ThdHI L,

4y ARFID, PERIBEAX MG Y K Dt~ DRG0 fE
BRI T S50 8 ) DFFEH S TR N &,

5) HYEDHE R LICHEZER LY, RAZFILEZY
Lianz e, [ FHEMEH omEBE]

(2) AHIZ G HIV IO Z A0 HRIEZAT - T2 B3 T 5% g
SLRNE SOIEERE NS SN TW5, WEBAE. SN
B L, JEMEMED 70 b MEREfrE B Fn FUEGYE (A 237
TUVUATET LA Ty I A YA "ATOTANVA =a—
FVAFAEIZLDLD) BT DHIRIERIGNRIATDHZ &
N b, Fiz, GEEREORIEICHEO A R (FIR IR
RETLHESE . ZRMM. T v « NU—JEERE, 7 R kL)
NRBTDHLEORENHDHDT, ZHHDEREZFE L, M
BEZI T O iR 2 BB T 52 L,

PLHIV iz W3
D— RIS IE &
LCRE LT,
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R EoEE (R) X TEARAIL
(3) BERIROCHIFRD A NABEMBEBYLEE TIE P 7 A7 15— | (3)
ﬁh%mit%%@%fﬁ%f75“#@@%%EE%OEDﬁznot_}: FEARRBRICBV T, B
NN ;zhd%@%% T AL, EM e TERERE | B - CTRUITR YA LR
AT O FHE AT O 2 &, WCHBG L BE T
X, TR A i R
DOEEERE N T2 &
MHRE LT,
3. HE{EH
AFNTFEIC UGTIAL OFEE TH Y . CYP3A4 THOTIC#E S | AFORFITEIC

%, FTo.

KRNI ES F 4> R T AFR—4—2 (OCT2) %[HZE

To, [ MEH Lo kO EEpEhE) OmESMR]

(1) BFREE (BtAICEET S L)
EHEE BREREX - HHEBEAE B - falREF

AV hA =R BT A = RolfifEr | AFEOPFHIZE
VREE 2 HN & % Al gEM: v, BT
Ndhs5, PRI, ¥ | JUVAR—F—2
NI A = RTEKRZRRE] | (OCT2)HHE S,
ERELTHESNTY | EAVIA = FOHE
Z0EMEA, AEERD | HAEE SN D e
DEMEBEORILOE | E13H 5,
BiRdbobhdsEthn
NdHHOT, PRAFITE
BRBEST D L,

ThIED AR OMPFEHRELZ | 2D 0 FEK N

Cmax T 52%., Ct T 88%
KTFESEEZEDOHRENRD
5V A EDERT 2 5E
Wik, 7Y e Y b
F e, HAFEen/U
F e, vEFEN/Y |
FeronFisE A
BETDHZ L

77 E LY

A Al o L 5RO E A
Cmax T 39%. Ct T75%
KTFESEEZEDOHRENRD
% 2, RiGH B OV HIV
AT 7T —VBHEKL
ShoHL HIV BRI X 755
BEBROH HBHETIL, A
#50mg % 1 H 2 BIZHE &
THZ &, ¥, HIV A
VT 7T — P ERIC
THMEEAET HEET
I, AAEPEH LN
L,
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AH D iR AR
SHEBLHEERDH D, £
BRBERL A T T
7 —EBHFELSN DI
HIV 32 X B IE% RO
& 5 EFE TlL, AH 50mg
1 H2EICHETSZ
L, B, HIVA LT Y

CYP3A4 KUY/ I
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UGTIAL 23, —F
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BCRP 72 EOHEH
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L. ARFIOSEYEHREIZ
W K 3@“7 EPED
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EEAT28F T, K
FIEOFH LW &
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VU R ENL

AR HFl o i gE R E %
Cmax T 24%., Czt T49%
KFEEEZEOREND
% V=, HIV A 57
7 —EBREEKIIKT Dt
HEETHEETIE, K
FEPH LN &,
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O R S
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1.9. —BRPAMICERLIE

1.9.1. EEHO—EHE/HF (JAN)

ERE 26 4E 1 H 9 AATHEATRA R 0109 45 1 51 L 0 B EkE 5 24-3-B20 & L CHAI S LTV
%)o

JAN : (BAR%) VT 7ZEenF R oA
(#4)  Dolutegravir Sodium
b4 (BA%) (4R,12aS)-9-{[(2,4-> 7 /A1 7 = = VL) A F I NV INFE A LY-4- A F)L-
6,8-2 4% V-3,4,68,12,12a-~F %t Na-2H-v'V R[1'\2:45]|°7 2/
[21-b)[13]FF VT -T-ATF—F —F MU TAE
(#£4)  Monosodium (4R,12aS)-9-{[(2,4-difluorophenyl)methyl]carbamoyl}-4-methyl
-6,8-diox0-3,4,6,8,12,12a-hexahydro-2H-pyrido[1',2":4,5]pyrazino[2,1-b][1,3]
oxazin-7-olate

1.92. EEXELKOERE—HKSL (NN)
Recommended International Nonproprietary Names (Rec.INN) : List 67 (WHO Drug Information

Vol.26, No.1, 2012, p.61) |Z dolutegravir & L CTUE STV 5,

19-p.1



1.10. BE - BIEZDEEEETEHOELD

b4 - % | A4
(4R,12aS)-9-{[(2,4-> 7 /A v T = = W) A F NN NV /SFE A )V }-4- A F)L-6,8-3
4% -34,68,12,12a-~F ¥ b R -2H-t U R[1',2%4,5]E°F ¥/ [2,1-b][1,3]4
XY T-AT - Gl RVT 7T DI O DBLF|
& H CHsc|’ ONa
P& SR
N N
~o =
H
0
Zhie - R | HIV EYYE
ML - HE | @E, AT FOME - HETRAREG T 5, AXAIZ, BFOFEIZ

N LTHETES, BEICEL T, L THMOBHIVELEHT S 2 ko
1. RIBEEE. 4077 7 —BHEEDANOP HIV (L HEERBROH
oyt
RATZ7ZEeLdE L T50mg % 1H 1EEAKETS,
2. ATV I—VHERIIHTHMMEERT HEE
RATZ7ZeLd L T50mg % 1H2EEAKETS,

7ok, 12 LA E R OMATE 40kg LA EORIEE, A 7 7T —BILEIKLS D
U HIV 3EIC K D8RR & 2/NRBEICIZ, FvT 77 & LT 50mg
Z1H1IERORGETED,

BIEESE DIRE

JRAE A

TR R OE | JFIK : AT 27 I e kU oA
ZhEksy « e | Al T e A ®ES0mg [1EET FLTF 27 FEenF hY At LT 52.6mg
(RVv7rZ7ZentLTh0mg) &4
i Ak B OESER 0 (mg/kg) A (mg/kg)
() — >10
AR () >500 —
P (M) 300 —
g EL7/7 R 2 i 5 I o % v e b5 R
5. (mg/kg/ H) (mg/kg/ H)
7 v b 4 JAfH #&r 2,10, 100, 1000 100
VAV 26 JE i wen 5, 50, 500 50
+ 4 8 &N 25, 50, 100 50
L 38 M & 3, 10, 15, 50/30 15
7w b BRSO M, BEEMES Y (=500 mg/kg/H ., 4 & 26
HF'%QL—?&&%%)
v MR - R - AR (100 mo/kg/ B, 4 ARG ERER)
FEL - REIKT - BEEET - TR R - BREOUS A -
i (=30 mg/kg/H . 38 [ £ 5-505%)
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mIEM AARNEEICB T 2 BRRB A IS O T RN, BITEHOMEEIZS
WL, B HIV EYYE R 2 x5 & U o o R R SBR plfs (6 AR -
ING112276. ING113086. ING114467. ING112961,. ING112574,
ING111762) (ZH3=e# L7,

BIVEFFEEL SR 508 f4/1571 14 =32%

BIIVEF O FE¥E %
GIDYN 124
T 93
IR 68
AHRSE 54
EEIMED F U 48
57 43
Eayan U =T~V TR SRR A A
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1.12.

1.12.1.

AMIEM—E
AMIEM—E

INFFEEHI T R THRNEREZ W TW Do, FEEMITHIR L,

5380 (IEIZRE9 % 30E)

TR S Iy et | smes | mes | e | U0
3 (Dolutegravir tablet) Quality 200&2?? GlaxoSmithKline sk thNEER [ B
g%
A (GERERRER R & ) _
Vet G R E B Iy smghnm | smoeieny | mms | i | 0
4.2.1.1
Primary pharmacology studies (virology studies) reside in module 5.3.5.4, in Y . =
- - - / N E i
agreement with ICH M4S Q&A (R4). AN Rl
42.1.2
Secondary Pharmacological Evaluation of the HIV Integrase Inhibitor GSK1349572B 200648 H e PN -
RH2007/00072/00 in Radioligand Binding and Enzyme Assays and Isolated Tissue Assays ~20084-8 H 15t FEPNETRE | #FA
4.2.1.3
. . . 20064114 et | -
RD2007/01037/00 |Effects of ERC-349572 sodium on Respiratory System in Rats 200743 A A FEPVEORE | FTAM
. . 20064114 et | -
RD2007/01038/00 |Effects of ERC-349572 sodium on Central Nervous System in Rats 200743 A A FEPVEORE | FTAM
. . . . 200744 ] ver | =
RD2007/01039/00 |Effects of ERC-349572 sodium on Ionic Current in Cells Expressing hERG Channels 200747 A A FEPVEORE | FTAM
. . . . 200742 1 ver | =
RD2007/01141/00 |Effects of ERC-349572 sodium on Cardiovascular System in Conscious Monkeys 200747 A A FEPVEORE | FTAM

1.12 -p.1



R0

WA E R ZA v ABRESEIE | ABREMGET | WA [ B#EGE B
422.1
Validation of an Analytical Method for Determination of S-349572 in Mouse Plasma 200943 H o e -
2012N142266_00 by LC/MS/MS for TK Analysis ~20094-4 H Mo HEPRR Al
Validation of an Analytical Method for Determination of ERC-349572 in Rat Plasma 2006411 H _ S =
N g"\ =
RD2007/01185/00 by LC/MS/MS 200741 A HA | tENEE | RRAM
Validation of an Analytical Method for Determination of ERC-349572 in Monkey 200742 H _ o =7
RD2007/01187/00 5 s by LOMS/MS 200746 1 A | fENEE | BH
Validation of an Analytical Method for Determination of S-349572 in Rabbit Plasma 200842 H I =5
RD2009/00442/00 by LOMS/MS 200848 HA | thNEE | RFAR
Validation of an Analytical Method for Determination of ERC-349572 in Monkey 20074E7H P =
N § ) F4
RD2009/00443/00 |, by LC/MS/MS (2) 20074121 HA | tENEE | RFAM
Validation of an Analytical Method for Determination of S-349572 in Rat Plasma by 2007411 H o =7
RD2009/00444/00 || 161 (2) 20084108 A | &R | BH
[
The Validation of a Method for the Determination of GSK1349572 in Rat Plasma . .
RD2010/00176/00 |(range 250 to 100000 ng/mL) using HPLC-MS/MS jg(l)(féfﬂ Glaﬁspmggilme wash | kbevgkr | AEAE
Method References Number: GSK1349572RTPLVALC ’
4222
2012N137977_00 |Dog PK study for S-349572 Granules for Pediatric 201242 A s * A ENER | 3%

1.12-p2
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MBS B A L BRI | RBRFEMSET | WA ST T B
Pharmacokinetics in Rats Following Single Administration of ERC-349572 2006454 f
RH2007/00101/00 (GSK1349572) 200747 A HA | tENEE | 25
Study Number: DMPK-2007-ERC-349572-001
Pharmacokinetics in Dogs Following Single Administration of ERC-349572 200644 f
RH2007/00102/00 |(GSK1349572) ~20074E8 A A tHNEE | 25
Study Number: DMPK-2007-ERC-349572-002
Pharmacokinetics in Monkeys Following Single Administration of ERC-349572 2006454 f
RH2007/00103/00 |(GSK1349572) ~20074E8 A A HNER | 2%
Study Number: DMPK-2007-ERC-349572-003
4223
IC50 determination of GSK1349572 and assessment of GSK1349572 and co- 201048 H e ol =
3 SEETR =;
2010N104937_00 administered compounds as inhibitors of human OCT2 mediated transport. ~20104-10 H ‘ s Eaaboty Al
In Vitro Plasma Protein Binding of GSK1349572 in Human 2010429 H GlaxoSmithKline, o s -
2010N104947_01 Study Number: 10DMRO021 ~2010%F-10H RTP, USA s+ FEPIEEEY AH il
An In Vitro Investigation into the Inhibition of Estradiol-17-p-D-Glucuronide
Transport by GSK 1349572 in Human Membrane Vesicles Expressing the Multidrug 2010411 4 GlaxoSmithKline, e T -
2010N109746_00 Resistance Associated Protein-2 Transporter ~201141 H RTP, USA s+ FEPIREEY gl
Study Number: 10DMRO031
An In Vitro Investigation into the Inhibition by GSK 1349572 of Xenobiotic Transport
via Human Breast Cancer Resistance Protein Heterologously Expressed in MDCKII 201042124 1H | GlaxoSmithKline, 5 S -
2010N110625_00 | o ~20104E12/17F |  RTP, USA sk | AENEEE [ REA
Study Number: 10DMR033
An In Vitro Investigation of the Transport via Heterologously Expressed Human . .
2011N112380 01 |Breast Cancer Resistance Protein of [14C] GSK 1349572 in MDCKII-BCRP cells. jgé:@fﬂ Glaﬁspmgl;fme ok | dkrvel | FEME

Study Number: 11DMR004

1.12-p.3
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MBS B A L BRI | RBRFEMSET | WA ST T B
An in Vitro Study to Determine the Plasma Protein Binding of GSK1349572 in . .
2011N119355_00 |Human Plasma Containing EDTA or Heparin Anticoagulants jgé:ﬁ;fﬂ Gla)I;oTS;n EthAlme, AN FEPVERE | FTAM
Study Number: 11DMRO030 ’
An In Vitro Investigation into the Inhibition of Estradiol-17-B-D-Glucuronide
Transport by GSK2832500A (GSK 1349572 Glucuronide Metabolite) in Human . .
2011N120047 00 |Membrane Vesicles Expressing the Multidrug Resistance Associated Protein-2 2011471 GlaxoSmithKline, NiZIN HNEE | FHE
~20114-7H RTP, USA
Transporter
Study Number: 11DMR032
Determination of Inhibitory Potential of GSK1349572A on [14C]Metformin Uptake in e e S~ =
2012N132572_00 [2eo0n 0CT1 Cells 2012472 A g5k FENERE | FEAMm
Placental Transfer and Lacteal Excretion of [14C]-GSK 1349572 20114124 o o =
3 N § N =R
2012N137348 00 Following Administration of a Single Oral Dose to Pregnant or Lactating Rats ~20124-3 H s FEPIREEY Al
[14C]GSK1349572: Quantitative Tissue Distribution of Test Substance-Related 2007411
CD2008/00195/00 |Material Using Whole-Body Autoradiography Following Single Oral Administration 20084E4 ] ‘ AN FEPVEORE | FTAM
of [14C]GSK 1349572 (50 mg/kg) to Male Lister-Hooded (Partially Pigmented) Rats
An In Vitro Investigation into the Inhibition by GSK1349572 of Xenobiotic Transport . .
RD2008/00216/00 |via Human OATP1BI and OATP1B3 jgggg@éfﬂ Glag(}S;n Ehslime’ wisk | ALAEER | REA
Study Number: 08DMRO16 ’
An In Vitro Investigation into the Inhibition by GSK 1349572 of Xenobiotic Transport . .
RD2008/00292/00 |via Human P-Glycoprotein, Heterologously Expressed in MDCKII Cells. 3(2)832;3 fﬂ Gla)I;oTS;nghslime, WAk et | s
Study Number: 08DMRO021 ’
An In Vitro Investigation of the Passive and Absorptive Membrane Permeability of . .
RD2008/00360/01 |[14C] GSK1349572 in MDCKII-MDR1 Cells jgggg@éfﬂ GlaonsIfn Ehslime’ Wisk | AEANEEER | REA
Study Number: 0SDMR027 ’
An In Vitro Investigation of the Transport via Heterologously Expressed Human P- . .
RD2008/00361/01 |glycoprotein of [14C] GSK1349572 in MDCKII-MDR1 Cells 2?32%;:;}‘;5 Glag(}S;n Ehslime’ Wik | AR | REm

Study Number: 08DMR028
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MBS ZA ~v RERER I | SRBRFEMSET | AR ST T B
Assessment of GSK 1349572 and co-administered compounds as inhibitors of human 201046 H 5 _— -
RD2010/00555/00 | Jr’ e fransport, 201048 A ‘ s | AR [ REAf
Preliminary cell permeability of GSK 1349572 and interaction with P-glycoprotein . .
RH2007/00067/00 |(Pgp) in htMDR1-MDCK cells in the presence of bio-relevant buffers jgggiﬁfﬂ Gla)I;oTS;n EthAlme, st FENERE | FEAMm
Study Number: 07APK016 ’
Preliminary in vitro Protein Binding of ERC-349572 (GSK1349572) in Human, 200646 /]
RH2007/00106/00 |Cynomolgus Monkey, Dog and Rat Sera by Equilibrium Dialysis ~20064E6 ] A HNEE | &5
Study Number: DMPK-2007-ERC-349572-004
4224
Metabolite Profiling and Structural Characterization of GSK 1349572 in Rat Milk . .
2012N132387 00 |Following a Single Oral Administration of [14C]-GSK 1349572 jg(ﬁfﬁlfﬂ Gla’l‘{oTS;n ghslime’ wash | kbevgkr | EAE
Study Number: 12DMRO001 ’
Effects of ERC-349572 sodium on Hepatic Drug Metabolizing Enzymes in Two-Week 2006411 A — -
RD2007/01034/01 1651 Toxicity Study in Rats ~200744 /1 SR Rl
Isolation and Identification of Metabolites of [14C]GSK 1349572 in Samples Obtained . .
RD2007/01493/00 |from the Isolated Perfused Rat Liver (IPRL) Model 302007()?;14)1 Gla’I‘;’TSIfn Ehslime’ sk | Akl | FEME
Study Number: 07DMR120 ’
An In vitro Study to Investigate the Metabolism of [14C]GSK 1349572 in Rat, Monkey . .
RD2007/01496/00 |and Human Hepatocytes 2 02007()%;1; Gla’;(}s;n ghslime’ wash | Akt | A
(Study Number 07DMR121) ’
An In Vitro Investigation of the Potential for Metabolic Activation following
Incubation of [14C]GSK 1349572 with Pooled Rat, Monkey or Human Liver 20074E11 A GlaxoSmithKline, - - -
. ? D K] § S =0
RD2007/01557/00 |\ o ° 20074121 RTP, USA Esh | AR [ BRI
Study Number: 07DMR 124
Investigation of the Metabolism of GSK 1349572 in the Rat Following a Single Oral . .
S . 200842 H GlaxoSmithKline, ; - .
RD2008/00220/00 |Administration of [14C]GSK 1349572 at 50 mg/kg ~ 2008410 1 RTP, USA s | AR [ REAf

Study Number: 08SDMRO17
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An In Vitro Investigation Into the Human Oxidative Enzymology of . .
200843 GlaxoSmithKline, ; . -
RD2008/00373/00 |[14C]GSK 1349572 Nzoogfﬂ b USa | S| REEE | R
Study Number: 0SDMRO033 ’
Investigation of the Metabolism of GSK1349572 in the Monkey Following a Single . .
2008 1 thK1 ; e =
RD2008/00899/00 |Oral Administration of [14C]GSK 1349572 at 10 mg/kg N 2008271)?) i 6 a;oTs;n 1US Ame’ sk | dkrvael | FEME
Study Number: 08DMR054 ’
An In Vitro Investigation of the Human UGT Enzymes Involved in the . .
. 200849 GlaxoSmithKline, ; e =
RD2008/01339/00 |Glucuronidation of [14C] GSK 1349572 ~2oo9¢¢fﬂ b USa | MBS | REEE | R
Study Number: 08DMR067 ’
Investigation of the Metabolism of GSK1349572 in the Mouse Following a Single . .
200946 1 thK1 ; e =
RD2009/00723/00 |Oral Administration of [14C]GSK 1349572 at 100 mg/kg 2 01?@5% G a;oTs;n 1US Ame’ sk | Akl | FEME
Study Number: 09DMR028 ’
An In Vitro Investigation into the Inhibition of UDP-Glucuronosyltransferase 1A1 and . .
200946 1 thK1 ; e =
RD2009/00862/00 |2B7 by GSK1349572 N 20092 f i ¢ a)I({(}S;n Usa | S| REAEEL | R
Study Number: 09DMRO031 ’
Evaluation of the Potential for Epimerization of GSK1349572 Juvenile Rat Plasma 201042 H GlaxoSmithKline ; s =
) N N § § E3A
RD2010/00173/00 Study Number: 10DMRO005 ~2010411H RTP, USA 1o FEPVETRY | Rl
Determination of the Potential of GSK 1349572 to Form Glutathione Adducts In Vitro. 20064F-6 H GlaxoSmithKline ; s =
> 3 N g"‘ ENA
RH2007/00058/00 Study Number: 06RCM8059 ~2006%6 H RTP, USA 1St FEPIREEY Al
Preliminary Metabolite Identification Following Incubation of GSK 1349572 in . .
2006410 1 thK1 ; e =
RH2007/00060/00 |Cryopreserved Rat, Dog, Monkey, and Human Hepatocytes ~20 0?;1()?)% G a)I:(}S;n 1US Alne, sk FENERE | FEAMm
Study Number: 07APKO014 ’
An In Vitro Evaluation of the Effect of GSK1349572 on mRNA Levels of Cytochrome . .
2006411 1 thK1 ; e =
RH2007/00074/00 |P450 Genes in Cultured Human Hepatocytes. o ofﬁlfﬂ G a;oTs;n 1US Ame’ sk | Akl | FEME
Study Number: 07APKO018 ’
Preliminary in vitro Metabolic stability of GSK1349572 in rat, dog, cynomolgus
monkey, and human liver S9, and in rat and human freshly isolated and cryopreserved 200647 H GlaxoSmithKline, 5 S -
RH2007/00076/01 hepatocytes. 20074ES RTP, USA sk | KRR [ REA

Study Number: 07APK019
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A Preliminary Investigation into the In Vitro Inhibition of Human Cytochrome P450 . .
RH2007/00077/00 |Enzymes by GSK1349572. jgggféfﬂ Gla’;{’TS;n Ehslime’ wash | kbevgkr | AEAE
Study Number: 07APK020 ’
An assessment of the metabolic stability of GSK1349572 to glucuronidation by . .
RH2007/00104/00 |recombinant UGT1A1 jgggfﬁs fﬂ Glaﬁspmgl;fme Wisk | AR | R
Study Number: 07APK024 ’
Preliminary Evaluation of Metabolic Production of Stereoisomers Following
Incubation of GSK 1349572 in Cryopreserved Rat, Dog, Cynomolgus Monkey,and 200742 H GlaxoSmithKline,| | o .
RH2007/00105/00 Human Hepatocytes ~20074F2 H RTP, USA 15t FEPIEEEY Al
Study Number: 07RCD8654
In Vitro Cell Based Evaluation of GSK1349572B as an Activator of the Nuclear 20064F9 H GlaxoSmithKline, 5 S -
RR2007/00024/00 Receptor Rat PXR 20064£9 RTP, USA o | AENEEL | AR
In Vitro Cell Based Evaluation of GSK1349572B as an Activator of the Nuclear 20064F9 H GlaxoSmithKline, 5 e -
RR2007/00025/00 Receptor PXR 20064£9 RTP, USA o | AENEEL | REAf
An in vitro Investigation into the Inhibition of Human Cytochrome P450 enzymes by . .
WD2010/00908/00 | GSK1349572. jgé?iﬁfﬂ Gla’;ﬁigltglﬁme’ WSk | AR | A
Study Number: 10DMWO013 ’
4.2.2.5
Elimination of Radioactivity Following a Single Oral Administration of
[14C]GSK 1349572 to Male and Female Intact and Male Bile Duct Cannulated Rats at 200841 H GlaxoSmithKline 5 S -
RD2008/00108/00 a Target Dose Level of 50 mg/kg ~20084F3 H RTP, USA h FEPIRERY ¥
Study Number: 08SDMRO008
Elimination of Radioactivity Following a Single Oral (10 mg/kg) Administration of 200846 H : S -
RD2008/01299/00 [14C]GSK 1349572 to Male Bile Duct-Cannulated Cynomolgus Monkeys ~20084F:6 H e FEPRR | Rl
Elimination of Radioactivity Following a Single Oral (10 mg/kg) Administration of 200845 H : S -
RD2008/01300/00 [14C]GSK 1349572 to Male and Female Intact Cynomolgus Monkeys ~20084-6 H st HEPRR | Rl
Elimination of Radioactivity Following a Single Oral Administration of [14C]- . .
RD2009/00562/00 |GSK 1349572 to Male and Female Intact and Male Bile Duct Cannulated Mice jgngéfﬂ Gla;(}spmggli‘lme wask | ARPIVERE | REAE

Study Number: 09DMR021
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GSK1349572B: Single-Dose Intramuscular Tolerability and Toxicokinetic Study in 2011429 H GlaxoSmithKline e S -
201IN123574 00 Male Rats (GlaxoSmithKline Study No.R42826) ~201241 H RTP, USA s+ FEPIREEY Al

GSK1349572B: Single-Dose Intramuscular Tolerability and Toxicokinetic Study with . .
2012N136936_00 [Multiple Formulations in Male Rats Followed by a 43-Day Toxicokinetic Collection jgé?;@éfﬂ Glaﬁ%imgglilme sk LN E B FEAM

Period (GlaxoSmithKline Study No. R42920) ’

GSK1349572: Single-Dose Oral, Subcutaneous or Intramuscular Toxicokinetic Study 200847 H GlaxoSmithKline o Sl =

3 N § N EVR

€D2009/00647/00 in Female Monkeys (GlaxoSmithKline Study No.D09113) ~2009412H UM, USA s+ FEPIREES Al
RD2007/01184/00 Preliminary Single Oral Dose Toxicokinetic Study of ERC-349572 Sodium in 200659 H _ A N E BE

Monkeys ~20065-11 H

o o 20084211 e

RD2008/01762/00 |Supplemental Oral Dose Toxicokinetic Study of S-349572 sodium in Monkeys ~20084E5 J] A HTNEE | 25

GSK1349572B: Single-Dose Subcutaneous and Intramuscular Toxicokinetic Study in 20094E7 H GlaxoSmithKline N . -
RD2009/00921/00 Rats (GlaxoSmithKline Study No.R42470) ~20094F9 H RTP, USA A FEPIRERY Al

GSK1349572B: Single-Dose Subcutaneous and Intramuscular Toxicokinetic Study in 200948 H GlaxoSmithKline N S -
RD2009/00959/00 Rats (GlaxoSmithKline Study No.R42475) ~20094F12 H RTP, USA h FEPIRERY i

_ T . 20064F-8 H .
RD2009/00963/00 |Preliminary Oral Dose Toxicokinetics Study of MTS-0297994B in Dogs ~20064E9 A A ENER | 3%
4232
. o 20064F11H e | =

RD2007/01140/00 |Two-Week Oral Toxicity Study of ERC-349572 sodium in Rats 200748 A A R | AR
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RD2007/01142/00 | Two-Week Oral Toxicity Study of ERC-349572 Sodium in Monkeys 20078 A [ IEECEE A
- L 20074E8 H T =
RD2008/00107/00 |One-Month Oral Toxicity Study of ERC-349572 sodium in Monkeys 2008 11 [ IECEE N
. L 200842 H e =
RD2008/01628/01 |One-Month Oral Toxicity Study of S-349572 sodium in Rats ~ 2008410 HA R [ B
. . . o 200944 . T
RD2009/00028/00 [Preliminary Carcinogenicity Study (gavage) of S-349572 sodium in Mice for 13 Weeks ~ 2009412 f st FhNE R FEAM
. . L 20084F-5 A _ .
RD2009/00036/01 [Nine-Month Oral Toxicity Study of S-349572 sodium in Monkeys 200947 A A BR[| R
. .. .. 200847 H . =
RD2009/00410/01 |Six-Month Oral Toxicity Study of S-349572 sodium in Rats 200945 H A FhNEER [ B
PRELIMINARY CARCINOGENICITY STUDY (GAVAGE) OF S-349572 SODIUM 200941 H 3 T =7
RD2009/01546/00 |\ "\t e EOR 2 WEEKS 200946 A o | tENEEL | REAf
4233
WD2007/00514/00 GSK13495.72A: Bac.terlal Mutation Assay (Ames Test) with Salmonella typhimurium 200743 H Hisk NG (i
and Escherichia coli ~20074-8
WD2007/00515/00 GSK1349572A: In Vitro Mutation Assay with L5178Y Mouse Lymphoma Cells at the 200743 H Hisk NG (i
TK Locus ~20074F-8 H
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GSK1349572A: In Vitro Mutation Assay with L5178Y Mouse Lymphoma Cells at the 200645 H GlaxoSmithKline N PN -
WD2007/01581/00 TK Locus (GlaxoSmithKline Study No.MLA-580) ~2006%-6 H Ware s FEPIEDRE | AFA
. . 200743 A . A
WD2007/00513/00 |GSK1349572A: Oral Bone Marrow Micronucleus Assay in Rats 200744 1 sk | AR [ BRI
, CANADA
4234
. . . 20104F3 H N —— =
2012N152418_00 |Carcinogenicity Study (gavage) of S-349572 sodium in Rats for 104 Weeks ~20124E10 AN FEPVEORE | FTAM
. . S 20104E3 H e - =
2012N152419_00 |Carcinogenicity Study (Gavage) of S-349572 sodium in Mice for 104 Weeks ~20124E10 A st FhNEER [ B
USA
4235
Oral Study for Effects of S-349572 sodium on Fertility and Early Embryonic 2008410 H _ s -
XD2009/00368/00 Development to Implantation in Rats ~20094F4 H A% PR | Rl
. o . 200845 H - -
RD2008/01760/00 |Two-Week Oral Toxicity Study of S-349572 sodium in Non-Pregnant Rabbits ~ 2008410 _ HA FENE At
Dose Range-Finding Oral Study for Effects of S-349572 sodium on Embryo-Fetal 200844 A S -
RD2008/01761/00 Development in Rats ~20084£10 A HA | thNEE | RFAR
Dose Range-Finding Oral Study for Effects of S-349572 sodium on Embryo-Fetal 200847 H _ S -
RD2009/00186/00 Development in Rabbits ~20084-12H A% HEPRR | Rl
. . . 2008410 H e | =
XD2009/0366/00 |Oral Study for Effects of S-349572 sodium on Embryo-Fetal Development in Rabbits ~20094E4 1] _ HA B B
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XD2009/00367/00 |Oral Study for Effects of S-349572 sodium on Embryo-Fetal Development in Rats ~20094E5 J] A A HNEE | FHE
Oral Study for Effects of S-349572 sodium on Pre- and Postnatal Development, 20104210 H e -
201IN121663_00 Including Maternal Function, in Rats ~20114-7H i FEPTER Hl
200945 f GlaxoSmithKline,
CD2009/00409/00 {GSK1349572A: 18-Day Oral Dose Range Tolerability Study in Juvenile Rats 2009411 Uppermerrion, s R | FEm
USA
200949 GlaxoSmithKline,
CD2009/00770/00 {GSK1349572A: Oral Dose Range Study in Juvenile Rats Uppermerrion, s+ &R | REM
~20105-9 A
USA
GlaxoSmithKline
GSK1349572A: Oral Toxicity Study in Juvenile Rats 20104-1H25H . o I =
3 N § N =R
CD2010/00023/00 1 1. oSmithKline Study No.G09229) ~20104 113 | UPP o S b
423.6
GSK1349572B: LOCAL LYMPH NODE ASSAY IN THE MOUSE 201045 A ; el | =
2010N109153_00 {50 JECT NUMBER: 1127/1886 ~2010410A UK st DR | Bl
GSK1349572A: LOCAL LYMPH NODE ASSAY IN THE MOUSE 200948 A ; el | =
ED2009/00019/00 150 0 JECT NUMBER: 1127/1834 ~2009410 A * st HEPNEDRE | Bl
GSK1349572B: DETERMINATION OF SKIN IRRITATION POTENTIAL USING 201043 1
ED2010/00004/00 |THE SKINETHIC RECONSTITUTED HUMAN EPIDERMAL MODEL 201045 A Mok | AENEE | REAT
PROJECT NUMBER: 1127/1884 , UK
GSK1349572B: DETERMINATION OF EYE IRRITATION POTENTIAL USING 201044 1
ED2010/00005/00 {AN IN VITRO TEST STRATEGY AN FEPVEORE | FTAM
~2010%5-6 UK

PROJECT NUMBER: 1127/1885
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RD2010/00201/00 |Dermal Irritation Study of S-349572 sodium in Rabbits 2009410 H A tHNEE [ 25
o L . 200948 H e
RD2010/00202/00 |Ocular Irritation Study of S-349572 sodium in Rabbits ~20094E10 H A BR[| 25
4.2.3.7
Immunotoxicity Study of S-349572 sodium in Rats: Determination of Specific 200849 A _— -
RD2009/00751/00 Antibody Formation against T-cell Dependent Antigen ~20094-3 H A& HEPTEDRE i
GI-147517 (N-Bromosuccinimide): Bacterial Mutation Assay (Ames Test) With . .
2010N105217 00 |Salmonella typhimurium and Escherichia coli (screening study). (GlaxoSmithKline szoollooﬁ;ﬁ i Gla’\‘;::‘tgﬁlme wEsh | ARl | R
Study Number Ames-802) (Atlas no: 4061) ?
GSK 1779636A: Bacterial Mutation Assay (Ames Test) with Salmonella typhimurium . .
2012N150346_00 |and Escherichia coli (screening study). (GlaxoSmithKline Study Number Ames-4g3) | 2C08T12/38 | GlaxoSmithKline |y p | oy vy | g
~20124E10H Ware, UK
(Atlas No: 15918)
. . . . . 200945 H -
2012N153013_00 [Reverse Mutation Test with Bacteria on DHEP, a Synthetic Intermediate of S-349572 ~ 200946 A B 5%
GSK2039744A: In Vitro Mutation Assay with L5178Y Mouse Lymphoma Cells at the 201041 A GlaxoSmithKline 5 S -
WD2010/00483/00 TK Locus (screening study) (GlaxoSmithKline Study Number MLA-1161) ~20104-7 H Ware, UK 7% FEPIRERY | RFA
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53.1.2
Relative bioavailability study of three different tablet formulations of GSK1349572 50 2010424 A
ING113674 mg and the Dose Proportionality of and Effect of Food on the Selected Formulation in 20104E7 A GlaxoSmithKline A BR[| R
healthy male and female volunteers (ING113674)
Relative bioavailability study of a tablet formulation vs. pediatric granule formulation 2011426 A
ING114556 of dolutegravir 50 mg and effect of different types of water plus infant formula on the 20114E8 A GlaxoSmithKline NiZIN BR[| R
pediatric granule formulation in healthy male and female volunteers (ING114556)
A Randomized, Open-Label, Single-Dose, 3-Period, Crossover Evaluation of the
Relative Bioavailability of Two Experimental Fixed-Dose Combination Tablet 201146
ING114581 Formulations of Dolutegravir 50 mg/Abacavir 600 mg/Lamivudine 300 mg Compared ~201 148 GlaxoSmithKline sk B A
to Coadministered Dolutegravir 50 mg and EPZICOM™ (Abacavir 600
mg/Lamivudine 300 mg) Tablets in Healthy Adult Subjects (ING114581)
53.14
2010N110825_00 Elrtg:cle}rlz?sce Study of Compound GSK 1349572 in Normal Human Urine and Routine 20104E10  Ht _ Wit ek |
VALIDATION REPORT FOR THE DETERMINATION OF IOHEXOL IN HUMAN N _— =
2010N111226 00 575 @ o0 Ll oS 20074E3 7 445 * Wk | AR | A
VALIDATION REPORT FOR THE DETERMINATION OF PAH(PARA-AMINO e 5 i 20
2010N111322_00 HIPPURIC ACID) IN HUMAN PLASMA BY LC-MS/MS 20114 S * 1o Eaaboty Al
Validation of a Method for the Determination of GSK1349572 in H Pl b 20104212 H ; e =
2011N112453 02 Lg_lN?Sl/oMnso a Method for the Determination o in Human Plasma by i - Wit ek | e
Supplemental Validation Data to "The Validation of a Method for the Determination of] 201046
2011N112541_00 |GSK1349572 in Human Plasma (range 5 to 5000 ng/mL) using HPLC-MS/MS" 201046 1 GlaxoSmithKline | ¥4+ fEER | R
Method Reference Number: GSK1349572HUPLVALA
Supplemental Validation Data to "The Validation of a Method for the Determination of] 20104£12
2011N112542_00 [GSK1349572 in Human Plasma (range 20 to 20000 ng/mL) using HPLC-MS/MS" 2010612 A GlaxoSmithKline | ¥4+ FEPVECRE | FTAM

Method Reference Number: GSK1349572HUPLVALB
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Supplemental Validation Data to "The Validation of a Method for the Determination of] 201048 f
2011N112543 00 |EFAVIRENZ in Human Plasma (range 100 to 20000 ng/mL) using HPLC-MS/MS" 20104E8 A GlaxoSmithKline NN HNEE | R
Method Reference Number: EFAVIRENZHUPLVALA
The Validation of a Method for the Determination of GSK1349572 (range 1 to 1000 2011455 f
2011N112679_00 |ng/mL) in Phosphate Buffered Saline using HPLC-MS/MS 2014ETA GlaxoSmithKline | ¥4+ FEPVEORE | FTAM
Method Reference Number: GSK13495720TPSVALB
Within-Study Analytical Performance Data for the Determination of GSK1349572 in
Human Plasma
GlaxoSmithKline Study Number ING113068 - GSK 1349572
Phase I, Open Label, Two Period, Study to Evaluate the Effects of 20104-10 H . . 5 —— -
201INT12681_00 Fosamprenavir/Ritonavir on GSK 1349572 Pharmacokinetics and a Phase I, ~2010%-11H GlaxoSmithKline 7% FEPIRORE ¥l
Randomized, Three-Way Crossover Study to Evaluate the Relative Bioavailability of
Three Tablet Variants Made Using Micronized, Unmicronized, and Intermediate
Particle Sizes of GSK1349572 in Healthy Adult Subjects
Within-Study Analytical Performance Date for the Determination of GSK1349572 in
Human Plasma 2010411
2011N112682 00 |GlaxoSmithKline Study Number ING114819 2010412 1 GlaxoSmithKline N &R FEA
A Phase 1, Open Label, Placebo-Controlled Study to Evaluate the Effect of
GSK 1349572 on Iohexol and Para-Aminohippurate Clearance in Healthy Subjects
Within-Study Analytical Performance Date for the Determination of Iohexol in
Human Plasma
GlaxoSmithKline Study Number: ING114819 2010412 A N e =
3 SEETR =;
201IN113437_00 A Phase 1, Open Label, Placebo-Controlled Study to Evaluate the Effect of ~20104-12 H st HEPARR Al
GSK 1349572 on Iohexol and Para-Aminohippurate Clearance in Healthy
Subjects(ING114819)
Determination of GSK1349572 in Human Plasma by LC-MS/MS 20114E1H N _— -
2011N114375_00 Supporting ING113086 201243 sk FEPVEORE | FTAM
Within-Study Analytical Performance Data for the Determination of Para-
Aminohippurate in Human Plasma
GlaxoSmithKline Study Number: ING114819 2010412 A N e =
3 SEETR =;
201INT15785_00 A Phase 1, Open Label, Placebo-Controlled Study to Evaluate the Effect of ~201141 H st PR R Al

GSK 1349572 on Iohexol and Para-Aminohippurate Clearance in Healthy Subjects

(ING114819)
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Quantitative Determination of 141W94 (Amprenavir) in Human Plasma from Study o 2 N S -
201IN117085_00 0 20ee Using Turbo Ton Spray LC/MS/MS 2011476 H s 24 FEPVEORE | FTAM
Determination of GSK1349572 in Human Plasma by LC-MS/MS Supporting 2011459 H N S -
2011N117339_00 [ o ST E00 011512 I Wk | kbR | R
Determination of GSK 1349572 in Human Plasma by LC-MS/MS Supporting 201142 A N S -
2011N117340_00 [ TS 01246 ] Wash | AR | RTA
Determination of GSK1349572 in Human Plasma by LC-MS/MS Supporting 201146 H N S -
201111734100 [ e A 0126 I wok | kbR | R
Within-Study Analytical Performance Data for the Determination of GSK1349572 in
Human Plasma
GlaxoSmithKline Study Number ING113097-GSK 1349572 201141 H . . § S =
3 N g"‘ =R
20TINT19906_00 A Phase 1, Open Label, Parallel-Group, Two-Part, Adaptive Study to Evaluate the ~20114E6 H GlaxoSmithKline i FEPIRTR el
Pharmacokinetics and Safety of GSK 1349572 in Subjects with Hepatic Impairment
and Healthy Matched Control Subjects (ING113097)
Within-Study Analytical Performance Data for the Determination of GSK1349572 in
Human Plasma
GlaxoSmithKline Study Number ING112961 2009410 A . . § o =
3 N g"‘ =R
201INT19907_00 A Phase IIb pilot study to assess the antiviral activity of GSK1349572 containing ~20114-6 GlaxoSmithKline 1St FEPIREEY gl
regimen in antiretroviral therapy (ART)-experienced, HIV-1-infected adult subjects
with raltegravir resistance.
L . . 20114E7 H ; . =
2011N120847 00 |Determination of Abacavir in Human Plasma by LC-MS/MS Supporting ING114581 201148 A - 2N BR[| R
Determination of Lamivudine in Human Plasma by LC-MS/MS Supporting 201147 H N S -
2011N120850_00 [ o I 011428 A I wok | kbR | R
Determination of GSK 1349572 in Human Plasma by LC-MS/MS Supporting 201147 H N S -
2011N120851_00 [0 I 011428 A ] Wash | AR | R
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The Validation of a Method for the Determination of GSK2832500 (range 1 to 1000 2011410 A
2011N122389 00 |ng/mL) in Human Plasma using HPLC-MS/MS 01244 ] GlaxoSmithKline | ¥4+ FEPVECRE | FTAM
Method Reference Number: GSK2832500HUPLVALA
Determination of GSK 1349572 in Human Plasma by LC-MS/MS Supporting 201148 A N S -
2011N123807_00 [ AL 011429 A ] Wash | AR | RTA
Within-Study Analytical Performance Data for the Determination of GSK1349572 in
Phosphate Buffered Saline
GlaxoSmithKline Study Number ING113097 - PROTEIN BINDING 20114E7H . . N S =
3 N § iy =R
201IN124287_00 A Phase I, Open-Label, Parallel-Group, Two-Part, Adaptive Study to Evaluate the ~20114-7H GlaxoSmithKline 1St FEPIREEY Al
Pharmacokinetics and Safety of GSK 1349572 in Subjects with Hepatic Impairment
and Healthy Matched Control Subjects (ING 113097)
Determination of GSK1349572 in Human Plasma by LC-MS/MS Supporting 20114104 N S -
2011N124876 00 [« AT 0115104 I Wk | kbR | R
Within-Study Analytical Performance Data for the Determination of GSK1349572 in
Human Plasma
GlaxoSmithKline Study Number ING111207 2007412 H . . 5 . =7
201IN126877_00 A Double-Blind, Randomized, Placebo-Controlled, Single Dose Escalation Study to ~20084-2 H GlaxoSmithiline h FEPIRERY ¥
Investigate the Safety, Tolerability and Pharmacokinetics of the HIV Integrase
Inhibitor GSK1349572 in Healthy Subjects
Within-Study Analytical Performance Data for the Determination of GSK1349572 in
Human Plasma
GlaxoSmithKline Study Number ING111322-GSK 1349572 20084E3 H A ; T =
; 4 . ; R | #
2011IN126878_00 A Double-Blind, Randomized, Placebo-Controlled, Repeat Dose Escalation Study to ~20084E5 H GlaxoSmithKline 7 FEPIRTR el
Investigate the Safety, Tolerability and Pharmacokinetics of GSK 1349572 Followed by
A Single Dose, Randomized, 3-Period, Balanced, Crossover Study
Within-Study Analytical Performance Data for the Determination of GSK1349572 in
Human Plasma
GlaxoSmithKline Study Number ING111521 200848 f
2011N126879_00 |A Phase 2a, Multicenter, Randomized, Parallel, Double-Blind, Dose Ranging, Placebo-| ~ ~ 20084E9 GlaxoSmithKline I HNEE | P

Controlled Study to Compare Antiviral Effect, Safety, Tolerability and
Pharmacokinetics of GSK 1349572 Monotherapy Versus Placebo Over 10 days in HIV-
1 Infected Adults.
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Within-Study Analytical Performance Data for the Determination of GSK1349572 in
Human Plasma
GlaxoSmithKline Study Number ING111602 200942 H . . N [~ =5
20TIN126880_00 A Phase I, open label, randomized, four-period crossover study to evaluate the effects ~200942 H GlaxoSmithKline S PR ¥ fif
of Maalox Advanced Maximum Strength and One A Day Maximum on
pharmacokinetics of GSK 1349572 in healthy adult subjects
Within-Study Analytical Performance Data for the Determination of GSK1349572 in
Human Plasma
GlaxoSmithKline Study Number ING111603-GSK 1349572 2008412 H . . N _— -
201IN126881_00 A Phase I, open label, two period, single fixed-sequence crossover study to evaluate ~20084-12H GlaxoSmithKline h FEPIRERY ¥
the effect of etravirine on GSK 1349572 pharmacokinetics in healthy adult subjects
(ING111603)
Within-Study Analytical Performance Data for the Determination of GSK1349572 in
Human Plasma 200849 /]
2011N126882 00 [GlaxoSmithKline Study Number ING111604-GSK 1349572 2008429 GlaxoSmithKline | ¥4+ FEPVEORE | FTAM
A Phase I, Open Label, Drug Interaction Study Evaluating Plasma GSK 1349572 and
Tenofovir Pharmacokinetics in Healthy Adult Subjects (ING111604).
Determination of GSK 1349572 in Human Plasma by LC-MS/MS Supporting 20124F1 A N . -
2012N132253 00 [« AT 012 LA ] Wash | AEPVER | FTA
Determination of GSK 1349572 in Human Plasma by LC-MS/MS Supporting 20124F1 A N S -
2012N132345 00 | O 012 LA ] wash | AR | RTA
2012N132495 00 Quant{tatlon of Methadone Enantiomers in Human Plasma via HPLC with MS/MS 201242 A #3125 - HESh R ST (M
Detection
DETERMINATION OF ABACAVIR IN HUMAN PLASMA BY LC/MS/MS 20064F2 H 5 —— =5
2012N133184 00 | /2 o0 o 200647 A ] Wash | AR | R
LC/MS/MS ASSAY VALIDATION OF ZIDOVUDINE, LAMIVUDINE, 200449 H N S -
2012N133186_00 AND STAVUDINE IN HUMAN PLASMA ~20044F10H - st DR RH
2012N133617 00 Quantitation of Methadone Enantiomers in Human Plasma via HPLC with MS/MS 20094E5 H #2% - HESh R ST (M

Detection
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2012N134430_00

Long-term Freezer Stability:

Addendum 1 to the Method Validation Report: Quantitation of Amprenavir
(GW141W94), Fosamprenavir (GW433908), and Ritonavir (GW278007A) in
Tripotassium Ethylenediaminetetraacetic Acid Human Plasma (Range 10 to 10000
ng/mL Amprenavir and Ritonavir, and 5 to 100 ng/mL Fosamprenavir) by Turbo Ion
Spray LC/MS/MS (GSK Document No. CD2004/00524/00)

20124F2 A sy

AR

PBHGE

20
BE

HEZAS

FEPNE R

A

2012N135064_00

Within-Study Analytical Performance Data for the Determination of GSK1349572 in
Human Plasma

GlaxoSmithKline Study Number ING113125 - DTG

A Phase I, Open-Label, Parallel-Group Study to Evaluate the Pharmacokinetics and
Safety of Dolutegravir in Subjects with Renal Impairment and Healthy Matched
Control Subjects

20114E8 A
~20124E5 H

GlaxoSmithKline

R

REA

2012N135066_00

Within-Study Analytical Performance Data for the Determination of GSK1349572 in
Human Phosphate Buffered Saline

GlaxoSmithKline Study Number ING113125 - PROTEIN BINDING

A Phase I, Open-Label, Parallel-Group Study to Evaluate the Pharmacokinetics and
Safety of Dolutegravir in Subjects with Renal Impairment and Healthy Matched
Control Subjects

20124E5 A
~20124E5 H

GlaxoSmithKline

R

REA

2012N135067_00

Interim Within-Study Analytical Performance Data for the Determination of

GSK 1349572 in Phosphate Buffered Saline

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.

20124E7H
~20124F8 H

GlaxoSmithKline

HEZAS

R

REA

2012N135192 00

Within-Study Analytical Performance Data for the Determination of Midazolam in
Human Plasma

GlaxoSmithKline Study Number ING111322-Midazolam

A Double-Blind, Randomized, Placebo-Controlled, Repeat Dose Escalation Study to
Investigate the Safety, Tolerability and Pharmacokinetics of GSK1349572 Followed by
A Single Dose, Randomized, 3-Period, Balanced, Crossover Study to Assess the
Relative Bioavailability of Two Formulations and Food Effect on GSK 1349572 in
Healthy Male and Female Subjects

20084F4 A
~20084E5 H

GlaxoSmithKline

R

REA
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Within-Study Analytical Performance Data for the Determination of Etravirine in
Human Plasma
GlaxoSmithKline Study Number ING111603 - ETRAVIRINE 2008412 A . . N - -
2012N135193_00 A Phase I, open label, two period, single fixed-sequence crossover study to evaluate ~20084-12 H GlaxoSmithKline 7% FEPIRERY ¥
the effect of etravirine on GSK 1349572 pharmacokinetics in healthy adult subjects
(ING111603)
Within-Study Analytical Performance Data for the Determination of Tenofovir in
Human Plasma
GlaxoSmithKline Study Number ING111604 - Tenofovir 200849 H . . . S -
2012N135194_00 A Phase I, Open Label, Single Sequence, Drug Interaction Study Evaluating Plasma ~20084-9 H GlaxoSmithKline o FEPIRERY ¥
GSK 1349572 and Tenofovir Pharmacokinetics in Healthy Adult Subjects
(ING111604).
2012N135878 00 |Quantitation of Ethinyl Estradiol in Human Plasma via HPLC with MS/MS Detection | 201246 4 # 2 sk R [ B
2012N135879 00 [Quantitation of Norelgestromin in Human Plasma via HPLC with MS/MS Detection 2012476 H Wit sk FhNEER [ B
Determination of GSK 1349572 in Human Plasma by LC-MS/MS Supporting 201242 H e S =
2012N136662_00 | ' ece ~20124F4 A Mo | AENERE | RE
Determination of GSK1349572 in Human Plasma by LC-MS/MS Supporting 20124F5 A e S -
2012N136665_00 |/ oo ~20124E5 A sk | HRNER | R
Determination of GSK1349572 in Human Cerebrospinal Fluid by LC-MS/MS 20124F2 A o e =
3 N § N =R
2012N136666_00 Supporting ING116070 201247 A sk | HRNEE | R
2012N140716_00 |Quantitation of (S)-Telaprevir in Human Plasma via HPLC with MS/MS Detection 2012410 H it sk FhNEER [ B
LC-MS/MS determination of TMC278 (JNJ-16150108) in human heparin plasma 20124F2 A 5 S -
2012N143230_00 samples originating from clinical trial TMC278LAI116181 ~20124F6 H st DR | Bl
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Within-Study Analytical Performance Data for the Determination of GSK2832500 in
Human Plasma
GlaxoSmithKline Study Number ING113125 - GLUCURONIDE 201148 H . . N [~ =5
2012N143609_00 A Phase I, Open-Label, Parallel-Group Study to Evaluate the Pharmacokinetics and ~201244 H GlaxoSmithKline 7% FEPIRERY ¥
Safety of Dolutegravir in Subjects with Renal Impairment and Healthy Matched
Control Subjects
2012N144315 00 Validation of a method for the determination of JNJ-16150108 (TMC278) in human 201043 H st ek |
= |plasma samples ~201141 H
2012N145039 00 ]S)titg;r)nmatlon of S-349572 in Plasma by LC/MS/MS for Phase 1 Study (Single Dose j(z)(l):lﬁéfﬂ - HESh sz |z
Validation of a Method for the Determination of GSK 1349572 in Human 20114104 . S -
2012N145767_00 Cerebrospinal Fluid (CSF) by LC-MS/MS ~20124F6 H - st DR | Bl
DETERMINATION OF DOLUTEGRAVIR IN HUMAN VAGINAL AND e e e =
] D NGB E2
2012N149416_01 | "o v a1 T1SSUE (IRB# 11-1011) 20124710 H #i 4 AN FENERE | FEAMm
DETERMINATION OF DOLUTEGRAVIR IN HUMAN CERVICOVAGINAL e N S -
2012N149418_01 |+ (CVF) (IRB# 11-1011) 20124210 H # 15 AN FEPVEORE | FTAM
2012N149420 01 [DETERMINATION OF DOLUTEGRAVIR IN HUMAN PLASMA (IRB# 11-1011) | 2012410 7 &5 sk R | R
2012N149423 01 |DETERMINATION OF DOLUTEGRAVIR IN HUMAN PLASMA (IRB# 11-1733) | 2012410 A # 45 24N BR[| R

1.12 - .20
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TAL FLUID (IRB# 11- 5 - =
2012N149425 01 ]1)7E3T3])3RMINATION OF DOLUTEGRAVIR IN HUMAN REC ( 20124210 H i sk FENERE | FEAMm
TAL TISSUE (IRB# 11 ; S =
2012N149427 01 ?;?;?RMINATION OF DOLUTEGRAVIR IN HUMAN REC SSUE (IRB# 2012410 H i sk FEPVEORE | FTAM
INAL PLASMA (IRB# 5 - =
2012N149428 01 ?ET?;I;AINATION OF DOLUTEGRAVIR IN HUMAN SEM ( 20124F10 H s sk | AENEEL | REAT
2012N149534 00 Quantltat%ve Analysis of Dolutegravir Extracted from Human Plasma from Patients 201249 F #12k: sk N =4
Enrolled into P1093
Determination of GSK1349572 in Human Plasma by LC-MS/MS Supporting 201142 A e S -
2012N150243_00 | oo 2012410 s | AR [ BRI
Interim Within-Study Analytical Performance Data for the Determination of
GSK 1349572 in Human Plasma
GlaxoSmithKline Study Number ING116070 - DTG 2012462 1
2012N150565_00 |A single-arm study of the safety, efficacy and central nervous system and plasma PK of | 2012457 A GlaxoSmithKline NN HNEE | FHE
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.
2012N150656 00 |Quantitation of (S)-Telaprevir in Human Plasma via HPLC with MS/MS Detection 20124F9 A s B s+ R | AR
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.. . . . 2010410 H ; T -
2012N150761 00 |Long-Term Stability of Iohexol in Human Plasma Sodium Heparin by LC/MS/MS 2010412 NN HNEE | R
Supplemental Validation Data to “The Validation of a Method for the Determination 200644 f
2012N151537_00 |of Tenofovir in human plasma (range 1 to 500 ng/mL) using HPLC-MS/MS” 20064E5 GlaxoSmithKline NiZIN HNEE | FHE
Method Reference Number: TenofovirHUPLVALA
Supplemental Validation Data to “The Validation of a Method for the Determination 20084512
2012N151538_00 |of Etravirine in human plasma (range 5 to 4500 ng/mL) using HPLC-MS/MS” 20094E5 GlaxoSmithKline NN HNEE | R
Method Reference Number: EtravirineHUPLVALA
Supplemental Validation Data to “The Validation of a Method for the Determination
of GW832466 (Darunavir), Ritonavir, and Lopinavir in Human Plasma (ranges 10 to 20084511
2012N151539 00 |10000 ng/mL, 10 to 10000 ng/mL, and 20 to 20000 ng/mL, respectively) Using HPLC GlaxoSmithKline N &R FEA
» ~200941 H
MS/MS
Method Reference Number: GW832466HUPLVALA
Supplemental Validation Data to “The Validation of a Method for the Determination 201045
2012N151540 00 |of Midazolam in Human Plasma (Range 0.1 to 100 ng/mL) using HPLC-MS/MS 201047 A GlaxoSmithKline NiZIN HNEE | FHE
Method Reference Number: MidazolamHUPLVALB
2012N151913 00 [Quantitation of Norelgestromin in Human Plasma via HPLC with MS/MS Detection | 2005410 A # 15 - A HNEE | R
2012N151915_00 Quantitation of 17a-Ethinyl Estradiol and Norgestrel in Human Plasma via HPLC with 20034511 A #2% - HESh s | =m
MS/MS Detection
Supplemental Validation Data to “The Validation of a Method for the Determination
of GW573140 (Atazanavir) and Ritonavir in Human Plasma (range 10 to 10000 200944 A . . N e =
. N K] § S =0
2012N152554 00 ng/mL) using HPLC-MS/MS” 200946 GlaxoSmithKline 1Ak NERE | REM
Method Reference Number: GW573140HUPLVALA
LC/MS/MS Assay Validation of Zalcitabine (ddC) and Lamivudine (3TC) in K, EDTA 20024F10 A N - =
2012N152558 00 { FINEE F
—  |Human Plasma ~20024-10H - 1o Eaaboty Al
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Method Validation for the Quantitation of Amprenavir (GW141W94), Fosamprenavir
(GW433908), and Ritonavir (GW278007A) in Tripotassium
Ethylenediaminetetraacetic Acid Human Plasma (Range 10 to 10000 ng/mL 20034104 : T -
€D2004/00524/00 Amprenavir and Ritonavir, and 5 to 100 ng/mL Fosamprenavir) by Turbo Ion Spray ~20044-7 H 1St FEPIREEY gl
LC/MS/MS
Project No. Advion 03297VKIC_GL.DOC
Validation of a Method for the Determination of Midazolam (Range 0.35 to 72 ng/mL)
FD2006/00038/00 and 1-Hydroxymidazolam (Range 0.5 to 100 ng/mL) in Human Plasma using HPLC- 200642 A GlaxoSmithKline Wit R (T
MS/MS ~200643 A
Method Reference Number: MIDAZOLAMHUPLVALA
The Validation of a Method for the Determination of Tenofovir in Human Plasma 20054E12
RD2005/01570/00 |(range 1 to 500 ng/mL) using HPLC-MS/MS 200641 1 GlaxoSmithKline | ##4}+ FENERE | FEAMm
Method Reference Number: TenofovirHUPLVALA
The Validation of a Method for the Determination of GSK1349572 in Human Plasma 20074E11
RD2007/01425/00 |(range 5-5000 ng/mL) using HPLC-MS/MS 20076121 GlaxoSmithKline | #§4} FENERE | FEAMm
Method Reference Number: GSK1349572HUPLVALA
The Validation of a Method for the Determination of GW832466 (Darunavir),
Ritonavir, and Lopinavir in Human Plasma (ranges 10 to 10000 ng/mL, 10 to 10000 200849 H . . N —— -
RD2008/01543/00 ng/mL, and 20 to 20000 ng/mL, respectively) Using HPLC-MS/MS ~20094-1 H GlaxoSmithKline 7% FEPIRORE ¥l
Method Reference Number: GW832466HUPLVALA
The Validation of a Method for the Determination of Etravirine in Human Plasma 20084E12 /7
RD2008/01746/00 |(range 5 to 4500 ng/mL) using UPLC-MS/MS 20086 121 GlaxoSmithKline | ##4} FENERE | FEAMm
Method Reference Number: EtravirineHUPLVALA
The Validation of a Method for the Determination of GW573140 (Atazanavir) and 200944 f]
RD2009/00531/00 |Ritonavir in Human Plasma (range 10 to 10000 ng/mL) Using HPLC-MS/MS 200946 GlaxoSmithKline N &R FEA
Method Reference Number: GW573140HUPLVALA
Within-Study Analytical Performance Data for the Determination of GSK1349572 in
Human Plasma
GlaxoSmithKline Study Number ING111853 200944 H . . N e =7
RD2009/00551/00 An Open Label, Non-Randomized,Single dose, Mass Balance Study to Investigate the ~20094E4 H GlaxoSmithKline i FEPIRTR dall

Recovery, Excretion, and Pharmacokinetics of 1¥C.GSK 1349572 20mg, Administered
as a Single Oral Solution Dose to Healthy Adult Subjects
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RD2009/00734/01

Within-Study Analytical Performance Data for the Determination of Etravirine in
Human Plasma Samples.

GlaxoSmithKline Study Number ING112934 - ETRAVIRINE

A Phase I, open label, randomized, three period, one-way, two cohort, adaptive
crossover study to evaluate the effect of darunavir/ritonavir plus etravirine and
lopinavir/ritonavir plus etravirine on GSK 1349572 pharmacokinetics in healthy adult
subjects.

200945 A
~20094E5 H

AR

20
BE

GlaxoSmithKline

st

FEPNE R

AE

RD2009/00762/01

Within-Study Analytical Performance Data for the Determination of GSK1349572 in
Human Plasma

GlaxoSmithKline Study Number ING112934 - GSK 1349572

A Phase I, Open Label, Randomized, Two Part, Two Period, One-way, Two Sequence,
Adaptive Crossover Study to Evaluate the Effect of Darunavir/Ritonavir Plus
Etravirine and Lopinavir/Ritonavir Plus Etravirine on GSK1349572 Pharmacokinetics
in Healthy Adult Subjects.

20094E5 A
~20094E5 H

GlaxoSmithKline

HEZAS

FEPNE R

A

RD2009/00809/01

Within-Study Analytical Performance Data for the Determination of GSK1349572 in
Human Plasma

GlaxoSmithKline Study Number ING111854

Phase I, Open Label, Drug-Drug Interaction Study in Healthy Subjects to Investigate
the Effects of Co-administered Atazanavir/Ritonavir (300mg/100mg) or Atazanavir
400mg Administered Once Daily on the Steady-State Plasma Pharmacokinetics of
GSK 1349572 50mg Administered Once Daily

20094E5 A
~20094E6 H

GlaxoSmithKline

HEZAS

KPR

A

RD2009/00885/00

Within-Study Analytical Performance Data for the Determination of GSK1349572 in
Human Plasma

GlaxoSmithKline Study Number ING111405

A Phase I, open label, two period, parallel study to evaluate the effect of
darunavir/ritonavir and lopinavir/ritonavir on GSK 1349572 pharmacokinetics in
healthy adult subjects

2008411 H
~20084-12 H

GlaxoSmithKline

st

FEPNE R

AE

RD2009/01304/01

Within-Study Analytical Performance Data for the Determination of GW573140
(atazanavir) in Human Plasma

GlaxoSmithKline Study Number ING111854

Phase I, Open Label, Drug-Drug Interaction Study in Healthy Subjects to Investigate
the Effects of Co-administered Atazanavir/Ritonavir (300mg/100mg) or Atazanavir
400mg Administered Once Daily on the Steady-State Plasma Pharmacokinetics of
GSK 1349572 50mg Administered Once Daily

200946 H
~20094F6 H

GlaxoSmithKline

st

FLPYER

A
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Within-Study Analytical Performance Data for the Determination of GSK1349572 in
Human Plasma
GlaxoSmithKline Study Number ING112941 200948 f
RD2009/01353/01 |A randomized, open-label, 2-part study to evaluate the pharmacokinetics of a 200949 A GlaxoSmithKline 24N PR | REm
supratherapeutic dose of GSK 1349572 and to evaluate the effects of omeprazole 40 mg
daily and a high fat meal on the pharmacokinetics of GSK1349572 50 mg in healthy
adult subjects
Within-Study Analytical Performance Data for the Determination of GSK1349572 in
Human Plasma
GlaxoSmithKline Study Number ING111856 2009410 H . . 5 - -
RD2010/00015/01 A Study to Evaluate the Effect of a Single Oral Dose of GSK1349572 on Cardiac ~20094-12H GlaxoSmithKline s HEPTEDRE i
Conduction as Assessed by 12-lead Electrocardiogram Compared to Placebo and a
Single Oral Dose of Moxifloxacin.
The Validation of a Method for the Determination of GSK 1349572 (range 20 to 20000 201042
RD2010/00175/00 |ng/mL) in Human Plasma using HPLC-MS/MS 201044 ] GlaxoSmithKline | ¥4+ FEPVEORE | FTAM
Method Reference Number: GSK1349572HUPLVALB
The Validation of a Method for the Determination of EFAVIRENZ (range 100 to 201045 f
RD2010/00300/00 {20000 ng/mL) in Human Plasma using HPLC-MS/MS 2010461 GlaxoSmithKline | ¥4+ FEPVERE | FTAM
Method Reference Number: EFAVIRENZHUPLVALA
Within-Study Analytical Performance Data for the Determination of GSK1349572 in
Human Plasma 201043 f
RD2010/00364/00 |GlaxoSmithKline Study Number ING113096 01044y | GlaxoSmithKline | 35t | #EPNEEE | FFA
An Open-Label, Single Sequence, Three-Period Drug Interaction Study of
GSK 1349572 and Tipranavir/Ritonavir in Healthy Adult Subjects
Within-Study Analytical Performance Data for the Determination of GSK1349572 in
Human Plasma
GlaxoSmithKline Study Number ING114005 201044 ]
RD2010/00365/00 |A Phase 1, Open Label, Single Sequence and 3 Period Study to Evaluate the Single ~2010%E5 ] GlaxoSmithKline MgaN HNE B SEAM

Dose Pharmacokinetics of GSK 1349572 100mg verse 50mg and the Effect of
Efavirenz 600mg Once Daily on the Pharmacokinetics, Safety and Tolerability of
GSK 1349572 50mg Once Daily in Healthy Adult Subjects (ING114005)

1.12-p.25



WA E R

Z A bov

AR S fi S TR

R EER
SR T

AR

PBHGE

20
BE

RD2010/00433/01

Within-Study Analytical Performance Data for the Determination of GW832466,
LOPINAVIR and RITONAVIR in Human Plasma

GlaxoSmithKline Study Number ING111405 - DRV\LPV-RTV

A Phase I, Open Label, Randomized, Two-period, One-way, Two Sequence, Crossover
Study to Evaluate the Effect of Darunavir/Ritonavir and Lopinavir/Ritonavir on
GSK1349572 Pharmacokinetics in Healthy Adult Subjects

2008412 A
~20084-12 H

GlaxoSmithKline

=
=z

R

REA

RD2010/00558/00

Within-Study Analytical Performance Data for the Determination of GSK1349572 in
Human Plasma

GlaxoSmithKline Study Number ING113674

Relative Bioavailability Study of Three Different Tablet Formulations of GSK 1349572
50mg and the Dose Proportionality of and Effect of Food on the Selected Formulation
in Healthy Male and Female Volunteers (ING113674)

20104E5 A
~20104E7 H

GlaxoSmithKline

=
=z

R

REA

RD2010/00559/00

Within-Study Analytical Performance Data for the Determination of GSK1349572 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.

20094F9 A
~20104E6 H

GlaxoSmithKline

=
=z
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REA

RD2010/00560/00

Within-Study Analytical Performance Data for the Determination of EFAVIRENZ in
Human Plasma

GlaxoSmithKline Study Number ING114005-EFAVIRENZ

A Phase 1, Open Label, Single Sequence and 3 Period Study to Evaluate the Single
Dose Pharmacokinetics of GSK1349572 100mg verse 50mg and the Effect of
Efavirenz 600mg Once Daily on the Pharmacokinetics, Safety and Tolerability of
GSK 1349572 50mg Once Daily in Healthy Adult Subjects (ING114005)

201046 H
~20104F8 H

GlaxoSmithKline

=
=

R

FEA

53.3.1

ING111207

A Double-Blind, Randomized, Placebo-Controlled, Single Dose Escalation Study to
Investigate the Safety, Tolerability and Pharmacokinetics of GSK 1349572 in Healthy
Subjects

2007411 H
~20084F2 H

GlaxoSmithKline

st

FEPNE R

AE

ING111322

ING111322: A Double-Blind, Randomized, Placebo-Controlled, Repeat Dose
Escalation Study to Investigate the Safety, Tolerability and Pharmacokinetics of
GSK1349572 Followed by A Single Dose, Randomized, 3-Period, Balanced,
Crossover Study to Assess the Relative Bioavailability of Two Formulations and Food
Effect on GSK 1349572 in Healthy Male and Female Subjects

20084F2 A
~20084E6 H

GlaxoSmithKline

=
=z
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An Open Label, Non-Randomized, Single dose, Mass Balance Study to Investigate the
Recovery, Excretion, and Pharmacokinetics of 14C-GSK 1349572 20 mg 200942 A . . o . -
ver, ; | ne : gL | R

INGL11853 Administered as a Single Oral Suspension Dose to Healthy Adult Subjects ~20094-4 H GlaxoSmithKline s FEPIREEY gl
(ING111853)
A Phase I, Open-Label Study in Healthy Female Subjects to Describe GSK1349572 20114E8

ING115465 Exposure in Blood, Cervicovaginal Fluid, Cervical Tissue, and Vaginal Tissue ~20124E4 1] sk L B FEAM
Following Single and Multiple Dosing of GSK 1349572
Phase I, Open-Label Study in Healthy Male Subjects Describing Dolutegravir 20114E12f

ING116195 (GSK1349572) Exposure in Blood Plasma, Seminal Fluid, Rectal Mucosal Fluid, and 201245 A s+ HNEE | 2
Rectal Mucosal Tissue following Single and Multiple Dosing

53.33

A Phase I, Open-Label, Parallel-Group, Two-Part, Adaptive Study to Evaluate the 20104E11

ING113097 Pharmacokinetics and Safety of Dolutegravir in Subjects with Hepatic Impairment and ~20114E6 A GlaxoSmithKline sk fhNEE [ B
Healthy Matched Control Subjects (ING113097)
A Phase I, Open-Label, Parallel-Group Study to Evaluate the Pharmacokinetics and 2011426 A

ING113125 Safety of Dolutegravir in Subjects with Renal Impairment and Healthy Matched 20124E4 ] GlaxoSmithKline NN BR[| R
Control Subjects (ING113125)

ING115381 An Open-Label, Single Dose Study to Investigate the Pharmacokinetics, Safety and 2011424 H GlaxeSmithKline Vi N E A
Tolerability of GSK 1349572 (dolutegravir, DTG) in Healthy Japanese Subjects ~20114-5 H - !

53.34

A Phase I, open label, randomized, two period, one-way two sequence crossover study 2008410

ING111405 to evaluate the effect of darunavir/ritonavir and lopinavir/ritonavir on GSK 1349572 2008412 1 GlaxoSmithKline 24N R [ B

pharmacokinetics in healthy adult subjects (ING111405)
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A Phase I, open label, randomized, four-period crossover study to evaluate the effects 200941
ING111602 of Maalox Advanced Maximum Strength and One A Day Maximum on 20094E3 GlaxoSmithKline NN HNEE | R
pharmacokinetics of GSK 1349572 in healthy adult subjects
A Phase I, open label, two period, single fixed-sequence crossover study to evaluate 20084£10 A
ING111603 the effect of etravirine on GSK 1349572 pharmacokinetics in healthy adult subjects GlaxoSmithKline N &R FEA
~20084-12 1
(ING111603)
A Phase I, Open Label, Single Sequence, Drug Interaction Study Evaluating Plasma 200848 f
ING111604 GSK 1349572 and Tenofovir Pharmacokinetics in Healthy Adult Subjects GlaxoSmithKline NN HNEE | FHE
~20084-10 1
(ING111604)
Phase I, open-label, randomized, drug-drug interaction study in healthy subjects to
investigate the effects of co-administered atazanavir/ritonavir (300 mg/100 mg) or 200944 H . . 5 —— -
INGL11854 atazanavir 400 mg administered once daily on the steady-state plasma ~2009%6 H GlaxoSmithKline 7% FEPIRORE ¥l
pharmacokinetics of GSK1349572 30 mg administered once daily
A Double-Blind Study to Evaluate the Pharmacokinetics of an Oral Contraceptive 20114512
ING111855 Containing Norgestimate and Ethinyl Estradiol when Co-administered with GlaxoSmithKline NiZIN HNEE | FHE
. . ~201243 H
Dolutegravir in Healthy Adult Female Subjects
A Phase I, open-label, randomized, three-period, one-way, two-cohort, adaptive
crossover study to evaluate the effect of darunavir/ritonavir plus etravirine and 200944 H . . N e =
o . . s i N R PF
ING112934 lopinavir/ritonavir plus etravirine on GSK 1349572 pharmacokinetics in healthy adult ~20094-5 H GlaxoSmithKline i FEPIEORE gl
subjects
A randomized, double-blind study to evaluate the safety, tolerability, and
pharmacokinetics of a supratherapeutic dose of GSK1349572 250 mg and a 200947 H . . N S -
ING112941 randomized, open-label study to evaluate the effects of omeprazole 40 mg daily and a ~20094-9 H GlaxoSmithKline 7% FEPIEORE ¥l
high fat meal on the pharmacokinetics of GSK1349572 50 mg in healthy adult subjects
Phase I, open label, two period, study to evaluate the effects of fosamprenavir/ritonavir
on GSK 1349572 pharmacokinetics and a phase I, randomized, three-way crossover 2010459
ING113068 study to evaluate the relative bioavailability of three tablet variants made using 2010411 A GlaxoSmithKline NN HNEE | R
micronized, un-micronized and intermediate particle sizes of GSK1349572 in healthy
adult subjects (ING113068)
An Open-Label, Single Sequence, Three-Period Drug Interaction Study of 201042 H . . N —— -
INGHI309 | 59K 1349572 and Tipranavir/Ritonavir in Healthy Adult Subjects (ING113096) <a010ay) | GlaxoSmithKline | ESh | FEPIEORL | R
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Phase 1, open label, two arm, fixed sequence study to evaluate the effect of rifampin 20114E5 H . . N S -
ING113099 and rifabutin on GSK 1349572 pharmacokinetics in healthy male and female volunteers| ~20114F11H GlaxoSmithKline h FEPIRERY ¥
A Phase 1, Open Label, Single Sequence, Three Period Study to Evaluate the Single
Dose Pharmacokinetics of GSK1349572 100 mg versus 50 mg and the Effect of 201043 H . . N . -
ING114005 Efavirenz 600 mg Once Daily on the Pharmacokinetics, Safety and Tolerability of ~20104-5H GlaxoSmithKline h FEPIRERY ¥
GSK 1349572 50 mg Once Daily in Healthy Adult Subjects (ING114005)
An Adaptive, Two part, Two period, Single Sequence, Drug Interaction Study between 2011459 H . . N S -
ING115696 Dolutegravir 50 mg and Prednisone in Adult Healthy Volunteers (ING115696) ~20114F10H GlaxoSmithKline h FEPIRERY i
A Phase I, open label, randomized, two cohort, two period, one-way study to evaluate 2012453 A
ING115697 the effect of Boceprevir and Telaprevir on Dolutegravir pharmacokinetics in healthy GlaxoSmithKline 24N PR | FEm
: ~201245 H
adult subjects (ING115697).
A Phase 1, Open-Label, 2-Period Drug Interaction Study to Assess Steady State
Plasma Methadone Enantiomer Pharmacokinetics Following Co-Administration of 2011412 H . . § . =
3 N § un =14
ING115698 Methadone QD with Dolutegravir (GSK1349572) 50 mg twice daily in Opiate- ~20114-12H GlaxoSmithKline 1St FEPIREEY gl
Dependent, HIV Seronegative Adult Subjects.
A Phase 1, Open-Label, Crossover Study to Evaluate the Pharmacokinetics and Safety 20114E11 A
LAIl16181 of GSK1265744 and Rilpivirine and Dolutegravir and Rilpivirine in Healthy Adult ~201242 GlaxoSmithKline sk B A
Subjects
5.3.35
2012N149219 00 POE)ulaI:lOljl Pharmacokinetic Analysis of Dolutegravir in HIV-Infected Treatment- 20124E8 A %5 | GlaxoSmithKline HEsh s | m
Naive Patients
2012N149456_00 Population Pharmacokinetic Analysis of Dolutegravir in HIV-1 Infected Treatment- 201242104 #% | GlaxoSmithKline HESh s | m

Experienced Adults
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5.34.1
A Study to Evaluate the Effect of a Single 250 mg Oral Dose of GSK 1349572 on 200949
ING111856 Cardiac Conduction as Assessed by 12-lead Electrocardiogram Compared to Placebo ~20094E12 GlaxoSmithKline s R | FEm
and a Single Oral Dose of Moxifloxacin (ING111856)
A Phase 1, Open Label, Placebo-Controlled Study to Evaluate the Effect of 20104£10
ING114819 GSK1349572 on Iohexol and Para-Aminohippurate Clearance in Healthy Subjects GlaxoSmithKline NN HNEE | FHE
~20104F12H
(ING114819)
5342
A Phase 2a, Multicenter, Randomized, Parallel, Double-Blind, Dose Ranging, Placebo-
Controlled Study to Compare Antiviral Effect, Safety, Tolerability and 200846 H . . 5 i 20
ING111521 Pharmacokinetics of GSK 1349572 Monotherapy Versus Placebo Over 10 days in HIV-|  ~200848 H GlaxoSmithKline 15t FEPIREEY gl
1 Infected Adults (ING111521)
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 20124F1 A . . N I =
ING116070 abacavir/lamivudine fixed dose combination tablet over 96 weeks in HIV-1 infected ~Ongoing GlaxoSmithKline i FEPIEORE gl
antiretroviral naive adult subjects
5.3.5.1
A Phase III Randomized, Double-blind Study of the Safety and Efficacy of
GSK1349572 50 mg Once Daily Versus Raltegravir 400 mg Twice Daily, Both 20104510
ING111762  |Administered with an Investigator-selected Background Regimen Over 48 Weeks in ~ Ongoin GlaxoSmithKline s FRNEE [ B
HIV-1 Infected, Integrase Inhibitor-Naive, Antiretroviral Therapy- Experienced Adults gomng
- Week 24 Results
A Phase IIb study to select a once daily oral dose of GSK 1349572 administered with 2009457 A
ING112276 either abacavir/lamivudine or tenofovir/emtricitabine in HIV-1 infected antiretroviral ~ Oneoin GlaxoSmithKline NN HNEE | FHE
therapy naive adult subjects gomng
A Phase III, randomized, double blind study of the safety and efficacy of GSK1349572
ING113086 50 mg once daily compz'ired to raltegravir flOO mg tvxrlcfe daily both administered v'v1th ZOIOEIQE GlaxoSmithKline st v | s
fixed-dose dual nucleoside reverse transcriptase inhibitor therapy over 96 weeks in ~Ongoing
HIV-1 infected antiretroviral naive adult subjects. 48 week results.
A Phase III, randomized, double-blind study of the safety and efficacy of dolutegravir
plus abacavir-lamivudine fixed-dose combination therapy administered once daily 201142 A . . 5 —— -
ING114467 compared to Atripla over 96 weeks in HIV-1 infected antiretroviral therapy naive adult ~Ongoing GlaxoSmithKline 7 FEPIEDR ¥ fif

subjects
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5352
A Phase III study to demonstrate the antiviral activity and safety of dolutegravir in HIV 201145 f
ING112574 1 infected adult subjects with treatment failure on an integrase inhibitor containing ~ Oneoin GlaxoSmithKline sk FhNEER [ B
regimen (ING112574 - Week 24 Results of 114 Subjects) gomng
P1093: Phase I/II, Multi-Center, Open-Label Pharmacokinetic, Safety, Tolerability and 2011424 A
ING112578  |Antiviral Activity of GSK1349572, a Novel Integrase Inhibitor, in Combination ~ Oneoin AN FEPVERE | FTAM
Regimens in HIV-1 Infected Infants, Children and Adolescents gomg
Cohort
A Phase IIb pilot study to assess the antiviral activity of dolutegravir containing 1:20094-8 A
ING112961 regimen in antiretroviral therapy (ART)- experienced, HIV-1-infected adult subjects Cohort GlaxoSmithKline 24N FNEER [ B
with raltegravir resistance (Cohort I Week 96, Cohort II Week 48) 11:20104-5 H
~Ongoing
5353
Meta-Analysis Results Report for ING116265: Pharmacogenetic evaluation of
ING116265  |Dolutegravir PK in studies: Meta-Analysis of ING111521, ING111603, ING111604, | 2012457 H #+5 | GlaxoSmithKline | 4+ FhNEER [ B
ING112934, ING113068, ING113096, ING114005, ING114819, and ING113099
Integrated Summary of Efficacy - GlaxoSmithKline sk R [ B
Integrated Summary of Safety - GlaxoSmithKline sk R [ B
Supporting Data for m2.7.2 Summary of Clinical Pharmacology Studies - GlaxoSmithKline sk FNEER [ B
53.5.4
2011N113854_00 [Testing of GSK1349572A against a Range of Viruses 2010412 H #E | GlaxoSmithKline Ik HNEE | R
L . 20114F4 H S ; T =
2011N114191 00 |Dissociation of Dolutegravir (GSK1349572) from Integrase-DNA Complexes 20114E6 GlaxoSmithKline I BR[| R
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2012N141510_00 lsola}tlon of S-349572 Resistant Mutants from Integrase Inhibitor-Resistant HIV-1 20104F5 A A s | =m
Strains (2) ~20114-11H
. .. . . . . . 20114E7 H . =
2012N141511_00 |Anti-HIV Activity of S-349572 sodium against Raltegravir-Resistant HIV-2 Strains 201242 A A FEPVEORE | FTAM
Dissociation of Dolutegravir (GSK1349572) from Integrase-DNA Complexes with 201144 H . . N S -
2012N145179_00 Various Integrase Substitutions Including Combinations Observed During VIKING ~20124F4 H GlaxoSmithKline h FEPIRERY ¥
2012N146158_00 GSK 1349572 (DTG; Dolutegravir) Activity Against 700 Raltegravir Resistant Clinical 201245 H WAk vz | 2
Isolates ~20124F6 H
2012N148111_00 Antlvual ACt'IV.l'[y of d‘olutegrawr ((.}SK.1349572) by Baseline Resistance in an 201245104 #% | GlaxoSmithKline HESh s | =m
integrase inhibitor-resistant population in ING112574
Minority Species Analyses of Anti-retroviral Therapy (ART)-experienced, HIV-1
2012N151522 00 |Infected Adult Subjects with Raltegravir Resistance on Dolutegravir (S/GSK1349572) | 20124710 H #%5 | GlaxoSmithKline sk B A
From Phase IIb Pilot Study ING112961
Characteristics of GSK1349572 (DTG; Dolutegravir) Resistance in the Raltegravir 20124E5 H S S -
2012N152930_00 Resistant Clinical Isolate Population ~20124-6 H A FEPTEERY ¥
A Phase IIIb, randomized, open-label study of the safety and efficacy of GSK1349572
(dolutegravir, DTG) 50 mg once daily compared to darunavir/ritonavir (DRV/r) 800 20114E10
ING114915  |mg/100 mg once daily each administered with fixed-dose dual nucleoside reverse . GlaxoSmithKline | ¥4} thNEER [ B
. e . . . . .. ~Ongoing
transcriptase inhibitor therapy over 96 weeks in HIV-1 infected antiretroviral naive
adult subjects.
. .. . . . 20054E7 H .
RH2005/00088/00 |Anti-HIV Activity of RSC-364735 against INI-Resistant HIV-1 Strains ~20054E12 1 A HNEE | B35
Cytotoxicity evaluation of the HIV-1 integrase inhibitor GSK1349572B in human B 200649 H . . N S -
RH2007/00036/00 and T cell lines and peripheral blood lymphocytes ~20064F-10H GlaxoSmithKline h FEPIRERY ¥
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RH2007/00071/00 |In Vitro Antiviral Activity of the HIV Integrase Inhibitor, GSK1349572B 200742 GlaxoSmithKline 2N BR[| R
200744 GlaxoSmithKline
RH2007/00090/00 |Testing of GSK1349572A Against Multiple Clinical Isolates of HIV-I ~20074ES A AN FEPVECRE | FTAM
. . . . . . 20074F1H S
RH2007/00115/00 |Anti-HIV Activity of ERC-349572 Sodium Against INI-Resistant HIV-1 Strains 200746 A HA tHNEE [ 25
. . . . L 20064F3 A .
RH2007/00116/00 |Antiviral and Biochemical Activity of HIV Integrase Inhibitor ERC-349572 ~20074E7 A AR L E B 2%
. . 20074F1H .
RH2007/00119/00 [Isolation of ERC-349572 Resistant Mutants of HIV-1 ~20064E12 AA | tENEE | 25
RE2008/00134/00 Testing of GSKF Against a Panel of HIV-1 and HIV-2 Virus Isolates in Fresh Human 200847 H #3125 HESh vkl | s
PBMCs and Macrophage Cells
RE2008/00141/00 Antl.—HIV Activity of S-349572 sodium against Protease Inhibitor-Resistant HIV-1 200846 H A N E BE
Strains ~20084-9 H
Anti-HIV Activity of S-349572 sodium against Reverse Transcriptase Inhibitor- 200846 H S Y
RH2008/00142/00 Resistant HIV-1 Strains ~20084-9 H i FEPTETR 5%
. . . . . . . 20084F6 H -
RH2008/00143/00 [Anti-HIV Activity of S-349572 sodium against Raltegravir-Resistant HIV-1 Strains ~ 2008410 A FENE R 5%
Isolation of GSK 1349572 (S-349572) Resistant Mutants from Integrase Inhibitor- 200846 A .
b 2
RH2008/00144/00 Resistant HIV-1 Strains ~20084F10H HA& DR %
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RE2009/00002/00 Anti-HIV-1 Activity of GSK1349572A in Combination with Other Antiviral Agents in 200848 H GlaxoSmithKline HEdh gkl | s
MT-4 Cells ~20084F9 H
RE2009/00009/00 Antl-HlV Evaluation of GSK1349572A in 2-Drug Combination Studies with 20094E5 H #12% T HESh skl | s
Maraviroc
RE2009/00010/00 GSK1§49572 activity 'aga'lnst 1ntegras§ inhibitor re§1stant site directed mutant strains 2009%E6 /1 4% | GlaxoSmithKline YESh N E A
and clinical isolates with integrase resistance mutations.
Evaluation for the Susceptibility of S-349572-Resistant HIV-1 Strains Isolated from in 200947 H Do =
N § ) F14
RH2010/00017/00 vitro Passage Study to S-349572 sodium ~20104-2 H i FEPETRE | ¥
Analysis of Antiviral Mechanism of S-349572 on HIV Replication by Quantitative 200943 A S -
RH2010/00018/00 |, o 2009410 HA | tENEE | RFAM
An Evaluation of the Bioequivalence of a Combined Formulated Tablet (50 mg/600
mg/300 mg dolutegravir/abacavir/lamivudine) Compared to One Dolutegravir 50 mg . .
ING114580  |Tablet and One EPZICOM (600 mg/300 mg abacavir/lamivudine) Tablet Administered| gff Gla(xosﬁlmK)hne T S A2 T
Concurrently and the Effect of Food on Bioavailability of the Combined Formulation gomng
in Healthy Adult Subjects.
A GSK1349572 (Dolutegravir, DTG) Open Label Protocol for HIV infected, Adult 20124F5 1 GlaxoSmithKline ; S -
ING114916 Patients with Integrase Resistance ~Ongoing (-) st DR | Bl
GSK1349572 (Dolutegravir, DTG) For Named Patient/Compassionate Use in HIV: 201146 H GlaxoSmithKline 5 o -
ING115502 Physician’s Guidance Document ~Ongoing (-) 7 HEPIETR ¥ fif
A Phase IIT Randomized, Double-blind Study to Demonstrate the Antiviral Activity of
Dolutegravir (DTG) 50 mg Twice Daily Versus Placebo (PCB) Both Co-Administered
with a Failing Antiretroviral Regimen over Seven Days, Followed by an Open Label 201244 H . . 5 S -
ING116529 Phase with All Subjects Receiving DTG 50 mg Twice Daily co-administered with an ~Ongoing GlaxoSmithKline h FEPIRERY ¥

Optimised Background Regimen (OBR) in HIV-1 Infected, Integrase Inhibitor Therapy
Experienced and Resistant, Adults.
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