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T 2%E, BYLRMEZIT) 2 & FFICHHRERED
BEED D B BB R EH O H 2 HAPHG SN TV D H
ZTIXEET A2 L, [10.281E]
1.1.5 AE7S F—Y ZARVEHEE ICL 2 EEDEX
(BERREF) CBHEEASHH)

FLEE 7 ¥ R — ¥ A SUTHT I s A5 L B B ARAE TR 3L
A MEES (73 Vv AT 29— YDA F5
) PR S NEA IR, AR oL E —HpikT s
Cro BICRBEORBMNT2AT 5 EH 2BV CIIE
HETLIL, TAN)IF Y NET /RENEEDH
T 5 2 i G 2 B 38 0 B 5 3L1E 2 1 & o B F ke
WZEh, EELIET Y F—Y ARCERLE L HE
EoFER BRI 25, ZHIcE B snTtwb,
1.2 ZDOMOEHER

5% E skl | SRR
B, R
ERREE 35 T M 55 0
ke
W, )
I BORR. 15| LY R
Lo I
W fi/ER | O— LI
il i
HE A R
WERIEE | T
T I L. I8 | RN
EEIH%B%_HEE uj:\ (ﬁﬂﬁ$
RS B OEHE
. B
P =ML
(e R 2
T Z 5 i
TR HHRS,
B

5% 5% i HHEEANH
BRI HAE. B
o ey ik e
e
A B R K OF AL
Lk
G EE R W7 M)
U5 R At HiE
FRE
#a L A7 ua— )b | ALPHEN V5 —EEE
N, LDLI L A
7 u— v, b
DEEZE RS R N
BRRMA | . 7 N o ERE .

ASTHIIN, ALTH
m. BET T —
Yim, mh s v
7T = B

13. BEHSE

13.1 &
FILFENKRTTE S ALy MMIMEEE SR E W
720, BITICE D BREINGZVWEEZ NS, A M)V
e YROT AR EVIRIIEENIC L ) —5 R E b,

14, BRAEDEE
14.1 ZARAREFOZE
AR EREL AL 2N &

15. ZD/OFE
15.1 ERERERICE D 153k
15.1.1 (REEWERE & 2 W IZRRFE A & thEEFE O B R e E %
B4 AWEE OBHEE (GFR) I2RIFTIVIA¥ v b
DWEBEWE Lo 43TV =T )T T AIEH
irolzds, MiE 7 L7 F RV EEE s LT =
YON)T T AR UURHHANREZ LT F = o) T T
AL T T RN RTHRBET L7ze B, fEEW
B CEMAERE R WE L2 2 A, Zihidzero7z,
15.2 FEREEREABRICE O < 155k
15.2.1 #VF Loy (5 v ) P79 i, i
S MEEEE R BF B B SRR Z 52 SRR
Sz WEHALER S b a v KT I AF VI OEE L &
Y12, RIMERIST A — % Db DI nA LN,
15.2.2 4142370 526H (v b D3RI Y) T, 4
T v MIFIVF UL E20me/ kg 51000mg/kgd H &
TG LR R, TR 5z, [2.4, 9.7.151]
15.2.3 v A7 BT v ’N ZHWZF LV FELVDDP AR
PERRBR RS F . R (2 = AR A B9 2 ST T B e e O
N dE OSSR OBIN, HES v b 12 TR A0 5 IE A
D SNz,

16. EYEIHE
16.1 MehiEE
*%16.1.1 BEKRS
TERERBLASBINC AH] & AR BRI 5- L7z & S ofsEdh ¥ v
FELVENRIEI ATy b, ZAMN)FE Y, F/KREL T
T 7 1) 3 FOSEWEFRE T 2 — & HRUIRTY,
K1 BAABERAICKE 2 BB ICEOEROKRE L /- & EDMmiEH
FIWFENRVIAESXRZYy M, TLANYDBES, T/KRKEL 7
571 IRDOEYERENTA -4

TG MRS « tmax PP (FFH)

SYEhRE T 811 811 811 811
tmax 3.00 2.50 1.75 1.25

(hr) (1.50-4.00) (2.00-4.00) (1.00-3.00) (0.75-2.50)
Chnax 5965 1094 2671 183
(ng/mL) (958) (273) (431) (71.2)
AUCoo 58441 7325 11342 132
(ng - hr/mL) (20276) (2754) (1262) (38.4)
tiz 6.39 3.69 18.71 0.26
(hr) (2.41) (0.70) (2.97) (0.06)

EHECA GBI A 2 FL R I HE G L 72 & S OgEFR & v F ¢
VROGAES 2Ly b, AR EY, T/REL TT7
=F I FOREMBE T A =5 2 FRATRTY, GHEAT—%)



2 HEABERAICKE 2 BRICERROKREL /- L EDMmiEH
FIWFEIRVCIAESZXZ Yy b, TLNUDREY, T/KREN
727 1FINOEMERENT X —4

SEIME (AR ZE) « twas PO (R
SEYBRE 931 931 931 9441
INT A . . IAM)YY | FREL
FLFEL | TRy b Ei §7l+3z
tmas 4.00 4.00 2.00 1.50
(hr) (1.50-8.00) | (1.50-6.00) | (0.60-5.00) | (0.25-3.50)
Conax 7042 894 2041 110
(ng/mL) (1481) (254) (481) (54.1)
AUC 8728010 6785 1188242 12749
(ng - hr/mL) (28097) (2518) (2002) (39.4)
ti2 5.9 3.7 16.51%2 0.3
(hr) (2.1) 0.7) (3.3) 0.1)
1) 8761
11:2) 85%l
1#:3) 7961

16.1.2 R{E#HS

R A L0BI A % 1 H LAl A #2102 RO G- L7z & & ol
FENVFELVROPTIEY RSy b, TAN)YFEY, T /KE
V7T 7 )3 FOEYEE T 2 —F (12HH) %FEK3IIR
T, JEAT—%)

F3 HEABERAICEE 2 BRICKEREL - £ E0MEF
SIWFEIRVIAEYRZy b, TLMNUDRES, F/KREWN

727 1F I NOEMERENT XA —4

FIME (RS . tma, 2 HIRE (R
By 1061
INT A=Y . . IAMYVY | FREL T
FUFUL | aEY RS ;i T571+3F
tmax 3.00 3.00 1.75 0.50
(hr) (3.00-4.00) | (2.00-4.00) | (1.50-2.00) | (0.50-1.00)
Conas 9743.2 1305.2 2198.9 130.7
(ng/mL) (1391.01) (179.95) (455.01) (51.19)
AUC:a 113654.8 10097.3 12602.1 B
(ng - hr/mL) | (27016.15) (2395.47) (2067.52)
AUChst B B B 116.4
(ng * hr/mL) (30.27)
tue 7.13 2.90 5.48 0.41
(hr) (6.53-9.01) | (2.81-3.42) | (4.74-6.96) | (0.33-0.51)

BUHIV I O EHAREERD 22 W ANHIVIERSAE B F LT 57 v F ¥ b,
IAM)IFEY, F/REN 75723 FifPER SR 2
72 % WHTHIVEE BRI OHIVIE G B 216012 AF % 1TH LR &
WRERG L2 EoMmMEF SV FELRIE S RS v b, T
LARN)THEY, F/EREN TI72F 3 FOEFIREIZBT
DLEEMBIREINT A — & B RUTRT, BHEANTF—%)

x4 HIVERBEZEICAF 2 BRICREREL 2L EOMmEH
AIWFEIRVIAEIZRZy b, TLMNUDRES, F/KEWL

727 1FINOEYEENT XA —4

SEIE (EERED . tmae, tiz L (HEPR)
S BhE 211
INT A — . . IANNYVY | F/REL T
FuFen |avsasy b vy B
tmax 3.00 3.03 1.52 0.53
(hr) (2.00-4.00) | (3.00-4.00) | (1.50-2.00) | (0.50-1.00)
Crna 8826.2 1128.7 2056.4 163.0
(ng/mL) (33.3) (35.3) (25.3) (51.9)
AUCu 99301.8 8744.5 11918.0 -
(ng * hr/mL) (45.3) (43.9) (35.9)
AUCus - - - 130.5
(ng * hr/mL) (34.1)
ti2 9.42 3.16 7.51 0.45
(hr) (6.31-13.87) | (2.77-3.70) | (6.40-8.79) | (0.38-0.66)
16.2 TRIR

16.2.1 BEDFE
KRH % BIERE I G U724 R, Z 0V F BV D AUChs K O Crmaxld
ERIE A L 4G L 2B & Ll L T N2 N34% K 1M45% 1K
{, TEY ATy POAUCL L O Comasl BRI & L2 5 L 72
& i L TENEN29% K O23% Ao 7z T2, A NY Y
5 DOCmax EBMRR R & LTI G L7z & R LT, 22
G LD )7 9526%1 < v AUCUZAFEECTH o720 7/ KK
W 757 xF 3 FOCuaxl X R L SLICHG LB L i L
T Z2JBEBR I35 L 2B D 15 H982% 5 < « AUCusl Z[AIFEE TH -
2o B, EHEONEIL, AUCK UCnaDZEBORREE 1212 L
v, B (AEAT— %)
16.3 9
16.3.1 ZILFEINL
b MIEREEEAEIINB%TH D . Elca-BEEEEEIEE L
=W, (n vitrokBr, FHEHENTE)
16.3.2 AEY X4 v k
b M EERE AL, 97~98%TdHh o 721919 (ex vivostEi,
S EATR)
16.3.3 TARMUAEY
b bR AR, 0.02~200ug/mLOFEEFHFHIZ BV T
BEARAEE T 4% R TH > 720

16.3.4 ¥/ KEI 75T 1F3IK
b b HEEEFBEEIT, 77~86%TH > 72,
16.4 X3
16.4.1 ZILFEI
v MNFI 0y —2axHizn vitroiBR T, IV FEVIZEIC
CYP3A4IZ X W ERILIICRE S B 2 EDURIBE N0 In vivoit
Bk # v o R NH S DS ) . BATITHIVA IS
BIHTEE WIS RELEDLI0%BL T T - 720 A HCE
LY NVF /) P EN400/100me % B OH S Lz & X
MR RERED K IR B LA TH B Z LR sz, 17
16.4.2 AEY X & b
EMFI 20V —AKROCYPT A VHA L%\ Tein vitro R
T, QY A¥ v MEEIZCYP3AIL & ) BALMICARH S, —E6
CYP2D6CE & B Z R ahie, /2. Z Vv u vEd
HEEMI SN o T2 B 19
16.4.3 TLRUS ZE>
IAM)TEEAFFRICRPCHRES I, R OEELIZLAY
ZUF R0,
16.4.4 7/ KEI 75T xF3IFK
ROE5%. EWIEZERE N~ 07 7= 0h T 7Y VAR
MO VKRF VI AT T —EUI L) 7 7 R EVIAH
SN, FO%h, 7/ RENV) VERIAH SNz, CYPHGTRESE
BAEEZHOWBEICBWT, /8K 759723 Fid
CYP3ATHI I S/,
16.5 Bttt
16.5.1 4JILFEIL
TR MO L 72 4 v L/ 1) b F ¥ )1400/100mg % H.J6]
OG- L& &, 5 HETREDRT79.5% A F 2, $913.9%78
JRAICHEE S N7z F 700 REME PR IE, 323041 .2%.
SRHDSEYT T%Td o720 ¥V F ¥ IV150mg % HAH THEIR A% 5
L7z &gy s ) 75> 21332.8L/h CFHME) THY, U b
FENI0mgE R L7z &g 7 ) 75~ A1d5.9L/h (1Y
fili) THholzo KHZHEG L72E EDOFIVF ELOWHFELRNIL.
F6~THER] (FROLflE) TH o7z, 10 W20 2 (SLENF— %)
16.5.2 AEY XA v b
IV AY v FM50mgHk6H B KEES L-micMC-a es A8 v
M150mgZ OG- L7z & 2 A, %58086.2% (FE) »id#
iz, 8.2% (CF¥HMH) HMRAFICHRE S Wz, BLOEGHoa e
YAy M ORI, B3—4E (hduiE) ThHhoro, P
FHEAF— %)
16.5.3 TLARUDZE>
HERWERF IZ T Y ¥ 8 ¥ 200me% ARG %1YC-24 b Y
HY Uy EHMAEE L2E A, FHmD86%ILIEFIC, 14%1E
AL E Nz, 72, MC-T A M) Y F Y Y ERHEEE L7
LA, THEO3%ONBE WA e MRPICHRE SN, B
TIVADHEE S LT F =2 )T 5 A% Ello7z2 8 h b,
SRERIE A3 & SR O REBI IR O 712 X B HEEATURIE S
720 MMEINT—%)
16.5.4 ¥/ KEI 75T 1F3IFK
fREHEPERE ICUC-F VRNV T 7 2F 3 N7V BE25me%
HPE L& 2 A, #5558 047 2%0F 12, 36.2%AN R 12
Pt & nz, ZOERSIET /2 RELTH Y., EHDI%, R
DU % ST Tz, THHREDL.A%DT ) KN 75T F
I RELTRAICHEES N 7/ R EIVIZBE CTORERE AR
E RS~ ORER % O T L Y PR S e, BHEIANT— %)
16.6 HENDEREHFT I EE
16.6.1 /NEHIV-1BgmE
AH) & AN 7/NBHIV-TEREZE 2 R L LR BRI ER L T
2\,
(1) FIFENL
127% DL B 18 A TR E40kg U L o /NBHIV-1& 3§ B % %
b L. 285lONRTIZBEH LAV FENVRT) M FEL
(800/100mg) DIEEMAERIC BT 5, ANBHIV-UEGHEEZ D &)L
F VO EIHE ST A — & % ESIIRTH, GHEAT—5)
x5 INRHIV-BEEBREICAILFEIL, U M FEILRU2RIONRTI%Z
BRICRERE U EEOMEFFIVFEILOEYERE/NT X — 4
T REHARIS) | tmas © HPILME (i)
12451
3.00 (1.00-6.00)
6721 (1700)
1589 (768.2)
81880 (26300) v

Y ERENT A — 5

tmax (hr)
Cumax (ng/mL)
Cumin (ng/mL)
AUCon (ng - hr/mL)
1) 1061
(2 AEYREy b, TLMIDBECRUT/REN 75T 2F3R
127% DL 187 A TR E35kg Ll L o /NBHIV-UE G E % 1 5 &
L7z VETF I - QLT AYy b - ZARN)TIEY - T
JAREN TTT7 I RT7IVERERAFK] (150 - 150 - 200 -
10mg) DIFFEMHIRIZ BT 5, ANRHIV-IEREADT L L Y
v h, TAN)TFEY, T/KREN TTT72FIFRYT
KU DOEPEHE ST A — & 2 FE6I1R T, FHEATFT—%)




%6 MRHIV-IERBEICTIETISENL - AEY XSy b+ I
LU BEY - F/KREIN 75713 R7VIVBEREGH%
BHICREHRS U A-EEOMFEHIESXFZ Yy b, TLRIDHE
. TF/ERKEWN P37 1FIR. T/ REINOEYERENT XA -4

S (ZEEIRED . tmax  HULE (FEPH)
L E 2411
PTATT N s as gk FalbUe g/;;i”:? 5 RN
v 4.00 2.00 1.48 3.00
(hr) (2.01-5.00) | (1.00-4.00) | (0.50-2.00) | (1.00-4.00)
Cax 1202 2265 167 18
(ng/mL) (35.0) (22.5) (64.4) (23.7)
AUCuu 8241 14424 - 288
(ng - hr/mL) | (36.1) ™ (23.9) (18.8)
AUCks - - 189 -
(ng * hr/mL) (55.8)
1) 2361

16.6.2 ATHgEEEEE

(1) 4IFEIL
B (Child-Pugh%r3 27 9 A A, 8BI) K U &5 & B s 2 R
% (Child-Pugh%#2 9 AB. 8#l) I2¥VFEN/) FFEL
600/100mg#% 1 H 2l K AE#k 5 L 72 & Z D ¥ )L+ UL 03y H e %
TERHEBERE LI L 72 & & BHERETRO LN 0ro722, %
B, EEFREESRE (Child-Pugh?iE 2 5 AC) Zx% e L7zt
BRI L T, (BHEIAT—4) [9.3.250]

(2) AEYZH v b
AR O fFRERERE S (Child-Pugh/b38 2 9 AB) %81 5
WZBWT, a8 Y A5 v M50metk 5B O3 BhHE &l HE b Bt
LI L8 &, BAFELRZERO SN o7z, B, EENTE
EHF (Child-Pught 2 9 AC) &4 s LRI FEMmL <
Wiy, WFEIATF—%) [9.3.25H]

3 TLMUPEREY
IS RERE B A 5 & L7 BRI G L T,

4) ¥/HKEWN P5TFIR
BRENTEEEE (Child-Pugh/ 27 7 AA) K O & T B &
% (Child-Pugh%¥is 9 AB) 127 /4k¥E¥ N 7972+ 3 F
2omgx HAK G- L2 EDF /RN 7572+ 3 FROT/
FE N OSEYBHRE & RS L IR Lo & &, BEELEITRRD
SN hrotz, B, EENFEEERY (Child-Pugh/# s 7 AC)
ERGE LA BREFER L T v, BHEIAT— %)

16.6.3 BHEeEEEE

1) 4IFEL
AR (CLer?’30~60mL/min) % &3 A HIV-1&ge B
(2061) 12B VT, BHAEOKTIC L D 4L 5 ¥ r600mgd 3 H)
RICHE R BEN W EAUR SNz B E LRI B
BEATLHIV- BB BT 2B E S L Twiwv, (b
EATF—7%)

2 AEYZR&ZY b
EJEHREE (CLer?™30mL/minkii) %A T 5 WEHEIZB VT,
I YAy M50mgDHMENEE MG L2, aEY Ay bD
SR EYRE AR ER S & i Lo b & BE R BRSO N
>72e JHEAT—%)

3 TALMUYEREY
HEEEREEREE AT A0 (CLerA™30mL/minkil) (281
L. TAMYTHE200mgH G HOTAN) YYD
Cmax X FAUCIE. CLerAS80mML/mintB D ERE 12xF L, FIZFh
#9309% &% OF9200% L5 L7ze WHEAT— %) [9.2.25:H]

@) F/KEN P57 F3FK
B EZ A T 288 #% (CLerA 15mL/minkh E30mL/
min KGO IEENEE) 2B L, 7/ FKENV 757253 F
25mgH A G D F /) RE NV 7T 7 £F 3 FOCuax L FAUC
1&. CLer#*90mL/miniB OHEERH (2K L T Z N 24179% e 10N92% L+
FL, 7/ RENVDOCra L FAUCIE, ZNZ1179% 2 1U8474%
A L7z CLerAS15mL/min il O EHERERE & 2 3 B 5E 12 B
VT BEEMEIREIIRET L T v, (BHEAT— %)

16.6.4 1Ti%. FER
HRT I OHIVEEGEE (T6]) 12, FVFEl - aeyRsyy
FAECAHA (800 - 150mg) Z1H1EHESG L/2& &, FILFELD
Cmacs AUC2an L OCrintd . HEER (6~1248 ; 6f1) &Itk <%
NZN49%. 56% K% UN92%m A L 720 IHIREM (661) Tid. & v
F LD Cumaxs AUCoa % U Crinld Z N2 137%. 50% % 1°89%3,
L72%, (JHEIAT—%) [9.5Z5H]

16.7 EYHEEER

16.7.1 /n vitrosRBRFK

(1) 4FEN
CYP3ATH# &, CYP3A (&::0.4umol/L) K U*CYP2D6
(K7 4lumol/L) #ME L., F72PHE&E (ICs : 32.9umol/L)
ZRET 2%, [10. 3]

(2) AEYZXAv b
CYP3A . U'CYP2D6 TR £, CYP3A (ICs0: 0.03~0.29u
mol/L) K UCYP2D6 (ICso : 9.17umol/L) % [HE L. % 7-PHE&
F1. BCRP (ICs : 59umol/L), OATP1B1 (ICs : 3.50umol/L).
OATPIB3 (ICs0 : 1.88umol/L) K UMATEL (ICs : 1.87umol/
L) #MlET 22 2, [10.8MH]

B) TLRUDEEY
OAT3DIETH %,

4) ¥/KEWN P5T12F3IRN
CYP3ATH#H N %, PHi& . BCRP., OATPIBI R U
OATPIB3O#ETH %, [10. 2]
(5) F/HKEN
OATI1. OAT3KU'MRP4AOFEETH ). OATLIIH§ 5 FHEEH
(ICs0 : 29.3umol/L) 125572 > 72,
*%16.7.2 ERERERIR
KA % G- E R RBIEER SN TR wnizn, SV E
VAT RY y MRAEH], Ve, LT AY v b, A D
VYEEr, F/REN TI72F 2 FeHualBlsiE Ry
*% (1) 4IFEI - AED XLy NEEEH]
FIVFEN - AC LAY v MREHIHEFSEOSE RS K (T3 52
IZDOWTERNIRT, [10.250#]
K7 FIVFEIN - AEY X4y MEABIREEBOGHAEOEYERE

INTA—=4L
- R . DEIEEOIENENRE $7 A =5 - 5
o | DEHIEED | FWFEN - aCVRE N | e -
ES ; ; INFEFEO 962 JEIX i
P FIgE i e RAHONE - B | RN FEFEOM [90%E K]
Crnax AUC=
ywks%fsgn‘]/gzy” i 2.64 2.64
TETNT | e e [2.29, 3.05] | [2.32, 3.00]
/fi% B [ ZLFEN-ay Ay b
7 800-150m; 14 1.99 1.8
R (172, 2300 | [165, 2.13)

1) FIVFEN - Ay ALy F800 - 150mg % 1 H 1E17 H B R %5 L.
FHIHBICSES T Y 7 F 2T — M50mg# HlalE S
* % (2) #4ILFEIL
BERSEAS Y IV F EV OIEM BRI S 2T B R N F OV OV s BEH
SROIEYPEIRE . MUT T B O WTES, IR T, [10.1. 10.22:0E]
xR8 HHAEREEHOAILFEILOEYEIRE/NT XA —FDLH

) . . A B/ FEBEREE O 4V C v O3
N Pov R DR A
g | FREORE) Cos ) ) ok | s A
RO |y ot O (905 B )
:: H
' Com AUC Con
£77¢ | mg | Nomg | W0mg | , | 0.8 0.87 0.69
vey | 1aiW | 1H9 | 1628 [0.72, 1.00| [0.75, 1.01 |[0.54. 0.87]
wvovy| Mmg | dmg | Wmg | | L0 | 1B | L@
LH2R | 1F2 | 1A20 (14 1.731| [0.97, 157 |[0.79. 1.32]
TWET | B0mg | 400mg | 10mg Lol 0.08 0.94
vy | tEE | e | Az | P (0.8, 1141|1084, 1.141|[0.7. 1.16]
RO%% | 2mg | 400mg | 10mg 0.07 L0z L7
+v | 1@ | mem | eem | 0 (.0 1027 |0.95. 1.100{00.96. 1.19)
omzvy| Dimg | 4mg | l0mg | | 0.9 0.9 0.9
VH2R | 1A2W | 1A2A [0.89, 1.051| [0.90, 1.01|10.90. 0.99]
G575 | 2mg | 400mg | 100mg .02 104 108
v | 1mE | m2A | neE | 0 (0.9 1.00|0.96. 1.131]0.93, 1.25)
NN 400mg 600mg | 100mg 0.93 1.01 1.07
777w | mem | ze | Y 086, 1.00|10.95. 1.071|[0.95. 1.21)
FIREL
yU70%| Wmg | S0mg | Wmg | | 116 12 124
Svron| 1RIE | 1H2A | 1H2M [0.94, 1.421{10.95, 1.547|[0.90. 1.69]
B
b7 | Tmg | Wmg | W0mg | |, | L2 L2 %
v-u | 1p26 | 1026 | 162 (.04 1.401| [1.23, 1.65|[1.30. 2.14]
750 A0| 50mg | 400mg | 100mg 0.83 0.87 L0l
<tvy | 1w | tezE | 1e2e | 7 [[0.72, 0.96)] 1075, 1.011|[0.81, 1.%6]
V777 | 1mg | 60mg | W00mg || 142 157 17
#v | BHIE | 1A2A | 1H2M (.21, 1.67)|[1.28. 1.98| [1.28. 2.37)
TWAT | 0mg | 600mg | 100mg || LOA 0.9 0.8
wvy | otpem | eE | neE | |0.93 1.161]10.90, 1.081|10.73. 1.00]
JVEE | 150mg | 800mg | 100mg | ]| 0.9 0.89 0.89
vy | otmE |t | | 0.81 1.00] 0,81, 0.99] | 10,68, 1.16]
l%?t“ A0mg | 600me | 100mg | | 111 L15 1.02
vy | 1AZE | 1A24 | 1AZE (.01, 1.221| (1,05, 1.26 |[0.90. 1.17]
TIVT AT
Ve VA7
182 WM
7LAF| BAH
W w7 |80t | G0mg | 100mg | |, | 1.0 0.96 0.87
7Y RU Y| 3OMES | 1026 | 1026 [0.93. 1.07| [0.90, 1.03 |[0.77. 0.98]
RAad | 0,8 2
%, 48T 0F
0S4
5)
eI g | o | 06l 047 0.3
Wb | | i [0.51. 0.741| [0.40, 0.55) |[0.29. 0.42]
O¥FEV| EVEAH
7 0 ‘EILOOEg 1m0 0.47 0.36
[0.53, 0.841{ [0.37, 0597 |[0.29. 0.46]
1626
179F 800mg 400mg | 100mg 9 1.1 1.24 1.44
en | 1EZE | 1A | 1AZE [0.98. 1.261| [1.09, 1.42)|[1.13. 1.82]
TyHFT 300mg 400mg | 100mg 1.02 1.03 1.01
ev | ot | 1mem | 1ezm | B |r0.96, 1.09]10.94. 1,121 |[0.88. 1.16)
NA : REY
1) FEBER PG 168
VE2) JEBFITESE - 150



R FIFENBEROGHAEOENHE/NT X — 20Dk R ISR O B 0 S e
R b W0 B B pee | RO | s | Loz | mis 730l
e | PO . i | RIA=F Dl BRORR | ome | e [90%fEHEIX k]
Bk RO ggmg ggﬂ}; ke [90% Z R ] Conas AUC Cuin
- = Cos AUC Cric STy | 0w 0.79 \C
T77E | 6mg | 0mg | W00mg | , | 115 1.21 L7 Vv [0.86, 0.98]| [0.74, 0.86]
Vyy | IHIE | 1H2E | 1H2E 0.97, 1.35]|[1.08, 1.36] | [1.01, 1.36] TORST 9770y 2| 18 1.24 NC
segvy| Mmg | 40mg | 100mg | o 118 1.27 1.47 V7797 | 0mgt¥ s 3 [1.24, 1.641{[0.97, 1.58]
7 1H2A | TH2M | 12/ [1.02, 1.371] [1.12, 1.44]|[1.20, 1.82] FHEAR | VK1 10mgt 2.97 2.70
77/5% | dimg | Golmg | W0mg | | 163 1.81 \C LTI g | to0mg | 2|09, 3.260| 0180, 4,080 NC
sFy | WE | 1H2W | 1H20 [0.95, 2.821| [1.23, 2.66] 272 AMTT ) o | 1Az
EVTT | Smg | W0meg | W00mg |, | 056 0.51 0.51 ALY j???f’i 12 |, 08 0.9 NC
vy | 1HWE | 1A2W | 162 [0.49, 0.63]| [0.46, 0.58) | [0.45, 0.57) ’”7;: o [0.77. 0.981110.90. 1]
Au¥+t | 2mg | 400mg | 100mg | ., 0.64 0.61 0.63 KA 1o | 0.6 0.58 NC
#v | amm | imzm | ez | " (10,59, 0.713] 10,56, 0.661|[0.55, 0.73] /oy | [0.48, 0.91] | [0.5L, 0.67]
o] 40mg | 600mg | 100mg | , | 0.84 0.91 TOR-T A B | 0% 0.8 NC
77727 e | g | ze | 7 (oo, Lo |07, 1| N 77N [0.72, 1.22]] 0.77, 0.%]
TN I\ 3img | 300mg | 100mg 124 12 | oLy NA S AFZ G NC = RS
TV iE | teE |1z | 2[00, 1421|010, 135|119, 157) (L) ALE)
TVERIE R i Lo H2) FIVF L) b VBRSO H R O
R (-) £ ] 0.76 0.81 0.85 TE3) e G- T R OV &
ARV o - o H4) BRI 1301
FEY | g | 80me | 100mg | o071 0811 (078, 0.91]|[0.77. 0.94 20 FAAmoE . o
S A 1H2E | 1628 0.56 0.61 0.60 o) 7
gry | LHIE [0.51, 0.621|[0.58, 0.71]|[0.53, 0.69] E6) BATTH DL
= . — —— — 7) IEBERIAE G- 1160
P21 % YTt 0.62 0.97 NC 118) 136
TV | Taw [0.55, 0.70]| [0.86, 1.00]
NFAx| Bmg | iume | lme k% (3) AES 2Ly b
Fryny| e, | I 06 8 e BEHIBEASTE Y A% 5 N OEMBIRE KT BRI LAY v 125
74 | 100mgH ™ S R B FE DS BIRE AT B OWTFEIL, 1UIRT . [10.288]
FhaF | 200mg | 40mg | W00mg | . | 211 3.12 9.68 1 SIMEROIES X4y N OEMEEE/NS A — 2O
veu | o1m2e | imem | imom | P rsL 2.40| 12,65, 3.680 (6.4, 14.55) 10 BARESH bk M;Tf?jf/’;;w;@ E‘gmﬂ:m
IFZN | ZFZ)T 2 0 D g IRk aEy v
AL | AbFVE 0.68 0.56 0.38 g | 0RO R - KB/ 1T A -5 Ol
AU RO [0.61, 0.74]|0.50, 0.631|[0.27, 0.54] o monE | 0l | [90% I ]
L5247 | 600mg | 100mg 1 B Conax AUC Crau
oy RAH 40
LS éf;f 1HZR | 1628 0.90 0.86 0.70 i
ATHY l.Omgé.‘ﬁ) [0.83, 0.971/[0.75, 0.98]|[0.51, 0.97] % B IVET 10 0 9;0411 wlo 0;0? i 0(151? %]
1H1R J7EF |FTEN, IEYRY e e T
TRUA | 7 R Az 0.56 0.85 1.81 Yy | MEGRIZNRR
97 5170%‘/ somg | 1o | [0.48, 0.67]|0.76, 0.97]| [1.37, 2.40] 14(5)1111[% . ol L0 L
T e, | e | Rz | P o 107 2.08 0oaE | e [0.99, 1.13)] [0.97, 1.11]|[1.00, 1.2
M =/ . ' i
57 by | omgE® 076, 0.96]|[0.96, 1.197| [1.63, 2.65] g W&k [ 0w 00 0%
75920 500mg 400mg | 100mg 1 1.9% 157 2.74 LH1E, 8, #AT [0.82, 0.99]|[0.85, 1.01]|[0.74, 1.17]
~4vyv | 1828 | 1A2m | 1E2@ | ' |[1.03, 1.541|[1.35, 1.841{[2.30, 3.%6] ; Nmg
A7 \nm, &, sk
ey 0.4mg 600mg 100mg 1.15 1.36 = r M N 0.94 0.9 1.02 #2)
Txyy| me | g NC hy : : :
. HE | 1H2E | 1H2E [0.89, 1.481)[0.81, 2.26] 1 i’tt;?f U 10,851,051 | 10,89, 1.091| 10,82, 1.28)
Rl P 0.72 0.93 164 b
5 71570;g i 0mg | 100mg [0.55, 0.93]|[0.80, 1.091 | [1.48, 1.81] e il
o5 I . € i) 1) TOVET 7T ¥ )150mgl H 1A & o ff 5
2—?1%1? FALET /| THZE | 1A ! 477 9.81 271 ;352; om met I o
gy | DomglELE [4.04, 5.63]|[8.09, 11.9] |[22.15, 33.16] ) )
e T £11 TS X8y MESHOHAEOEMHE/ 15 X — S DI
V74 |4y Fak T 1079, 1.08) | 10.78, 1.021|[0.82, 1.16] MG O DD S B E § 7
LA 600mg | 100mg S VYA _
| vvEsH e 35 IS0} , A=5Ol
IRTTV (mgg | LH2E | LHZE ) 1.36 1.46 L7 IR | o oo }M{ | [00% (41X 1]
IV g e (.06, 1.74]| [1.15, 1.85]|[1.29, 2.27) RO = C o
T 6| 1s 1.4 151 779
Yy [1.34, 1.53]|[1.35, 1.57)|[1.41, 1.68] iy 50mg 1.4 1.58
S| Wme | 60mg | 100mg Ehk | ¥m 8 lrios raay| s 18| NC
I 128 | 102 | 1H2M 0.46 0.46 0.48 i
R 16 S ) 150mg
SO 0.43, 0.49]|[0.44, 0.491| [0.45, 0.51]
HEY garesy|  0ome [, 141 1.20 "
FN77 | 40mg | 600mg | 100mg | , | 0.67% 0.71%) NG HE (1.29, 1.55] | [1.10, 1.30]
YL | 1H2E | 1H2M | 1A2W [0.33, 1.37]|10.38, 1.33] I77¢|  60mg | o 0.93 ©
<€ | 150mg | 600mg | 10mg [ , | 2297 4.05%) 8.00 vy HE (0.80, 0.94] | [0.90, 0.96]

s 126 | 1A26 | 1A20 [1.46, 3.50] | [2.94, 5.50]| [6.35, 10.1] TAsA | 10mg Bmg | |, 1.89 1.38 143
YVEE | 150mg | 8mg | W0mg | | 179 2.30 2.78 55y L] 1H1 [1.48, 2.42] | [1.14, 1.67] |[1.08, 189]
Y 1Al | 1816 | 118 [1.56, 2.06]| [1.98, 2.67)| [2.39, 3.24] V777 gy 1.09 0.92 0.91

7 0.98, 1.20] | [0.83, 1.03] | [0.85, 1.04
Tho¥ “]220@‘{2% | 60ome | 100mg | | 181 1.80 167 25—&;1/7 2| lamg 180mg | [ o Al :
VY| g | 1A2 | 126 (1.56, 2.117|[1.56, 2.08]|[1.38, 2.03] v | RIS/ 1Al L8 6.25 o
VIR 3p0mgt o 4.09, 5.741 | [5.08, 7.697 | [4.04, 6.04
S ey 0 o T | 0me [4.09, 5.74] | [5.08, 7.69] | [4.04, 6.04]
FU | AT [0.61, 1.117][0.69, 1.02]|[0.90, 1.05] 0.180/
yEFU 7‘/]\1}‘/ 0,215/
Tuay | EAH 0.82 0.82 L.00 ) 0.250mg 2.08 2.2 2.67
o=y |80 480mg, ?g’;“@‘a’ }%0;“ g |[0.66, 1.011| [0.74, 0.91] | [0.82, 1.22] ;f{;; J VAT A (2.00, 2.17) | [2.15, 2.37) | [2.43, 2.92)
3HM#ES Tr -t 150mg 15
w77 | (0.8 24 1.65 2.75 2.26" 1;?7 1H 1 TH1E*
YRy v |36 A8RUE0 [1.49, 1.83] | [2.46, 3.08] | [1.92, 2.67] Sg—n | 0.025mg
BICHE ) TFZVIAL 0.94 0.75 0.56
nere 100mg | 1.22 1.37 172 FUF— [0.86, 1.04] | [0.69, 0.81] | [0.52, 0.61]
b g | A2 [1.12, 1.52]|[1.27, 1.49]| [1.46, 2.03] 1A1E
oY | CVEAH 1H2% 0.83 0.81 0.65 TIVI | TTV I 1.12 1.3 1.66
400 - 100mg NA |8 g0 0.0a1 | f0.70. 0041 | 10,48, 0.58] Vv 71y 150mg | |, | [0.98 Lo7) | (118, 1.55) | (.31, 1.9g]
__| 1AzW JV77V| 16~2mg | 1AM 12 142 157
A7+ | 80mg | 400mg | 100mg 9 1.08 1.23 2.25 Jv74v|  1HIM [1.03, 1.49] | [1.22, 1.67] | [1.31, 1.88]
9% 1H2E | 1H2E | 1H2E | © |0.95, 1.22]][1.06, 1.42]|[1.63, 3.10]
FPTS 1.01 107 1.10
’ 150mg [0.91, 1.13) | [0.96, 1.19] | [0.95, 1.28)
o~lomg | AnE |11
saipy| 18I 0.96 .00 1.02
0.87, 1.061 | [0.89, 1.12] | [0.89, 1.17)
1 46mg Bmg | .| 072 0.72
FEE e | 7|06 0.8 | 059, 08| N

NC @ KEH



#) TIVET T EN50mgl Hlln & oty (v 7930, Y%y
ROX7 7Ly L QEYMEEHRABIII Y RS v MBS
1#2) Cast

3) a2y MEHESGEOHER R

4

B #5105 00 FT I O
#5) TVEFZIEN - aVV RS v b

V70 F OV 7 Y OVERERL A & AV 7 iR
(4) TLbUDHES

PEAENR T L MY ¥ 7 ¥y Y E)EE

Y E B O I EHRE
T, [10.22H]

K12 HAEREBOILN Y 2EC OEPHENS A — 20D

-
RTS8

Bl
5 |

CIAM)TVIEY T IREN T

iTE/?EK&
2DV TE

==V )|
12, 13127R

A B R/ JEBE B O . N ) v 5 ¥ v 3kl
v | FHEORE | ZAM) VY N BT A-4 0l
R Tpome | coome | (0% K]
Co AUC Co
800mg
vy | 200mg 113 124 131
IVFER Vismg | e | | oz 1 | 17 130 | 024 1.38)
1AL
T776 | 60mg Wmg | || 0% 0.92 0.92
vyy | 1RiA 111 [0.81, 0.99] | [0.87, 0.96] | [0.86. 0.98]
v b7 | H0mg Wmg | o | 0.9 0.81 0.94
i [ | | 0.8, 0.98] | [0.81, 0.88) | [0.90, 0.99]
5700 | 0Gmgke | 20mg | 5 | 0.8 0.9 1.03
% 1H2H 1HLE [0.83, 0.95 | [0.91, 0.99] | [0.96, 1.10]
AR 500mg 200mg 12 0.90 0.93 NC
yuey | B[ 0.80, 1.01] | [0.87, 0.99]
EYENY;
vy f?ﬁ“@g f%‘g o] 0% 1.07 1.2
u¥y7 THT THE [0.87, 1.06] | [1.00, 1.14] | [1.12, 1.29]
< VEEH
29| Smg Wmg |, | 0.9 Lol NC
en i K [0.82, 1.04] | [0.94, 1.09]
F=17 | 40mg Wmg | 104 102 NC
B 1] B [0.94, 1.16] | [0.94, 1.11]
300mg 200mg -
0w 0.97 0.9
STy 17%? 17%1&? 1 [0.90 1,04 | 093, 1.01] | [0.88. 1.04]
JHATE
osu | 40 100mg | Mmg |, | 102 101 1.02
RyAE | IHIE ] [0.97, 1.06] | [0.98, 1.04] | [0.97, 1.07)
WVELAH
NC : £HMH

HD) TAMYTEIEY - FIREN TITT7 )3 FRAHIZHW
AR

#2) TWVEFZIEN QT AY Y b AR - FREL T
772+ 3IF (10mg) FAEH % 7z 3B e 5

#3) TARMNYTIEY - FREN YUy TaF T VB AH A W

7= 3 B

K13 ILMIYAECBRESHOHBEOEDHE/NS A — 20D

A

) R /G F IR 00 B F SR O SE M B RE
g |DPHEORE| AP S L, JA=5 Ol
| ORUME | EromE [90%E X ]
Cras AUC Chin
7/ KE
A 300mg 200mg
7axy | 101E LHIB 107 o 17| 0 ol 097 | 10 o' 13]
V73V THH THH R R R
[iei
1vY% | 80mg 200mg 12 0.98 1.02 NC
9% Hi[ HiE [0.84, 1.13]|[0.89, 1.17]
H217 | 40mg 200mg 6 1.05 1.09 NC
vy B B [0.95, 1.16] | [0.83, 1.44]
JK7 fi?;“@g f?;“ﬁ g | L 113 0.98
vy Py P [1.00, 1.38] | [1.05, 1.20] | [0.89, 1.09]
NC : R
(5) F/KREIN P5TxF IR
BEHZEDST / REWV 777 =5 I FOSEWEIEEIZRIT TR
C7 /7 AREN 7T 7xF 3 PO MEIREIC RIZTTHE

22V TH#I, 1512773, [10.1, 10.2&0]

K14 HAEBEEOT /KEIL F571F7IRKD

BEMENRE/NS A — 2 DL

I REL TaAIBE RO T /RN 777 2
ey | DO Foo s - 3 FOREWEE T A -5 DI
* | ROME Z PRE [90% =X ]
- Cu AUC Cain
NIVINT 300mg 25mg % 0.43 0.45 NC
Yy 1H2[ B[] [0.36, 0.51] | [0.40, 0.51]
300mg
TH¥F | +) FFEN 10mg 10 1.77 1.91 NC
v 100mg B[] [1.28, 2.44] | [1.55, 2.35]
1H1E
JE YR 150mg 8mg 19 2.83 2.65 NC
5 b 1AL LA [2.20, 3.65] | [2.29, 3.07]

B MFI G/ GO T 2 R EV 777 =
ema | PFEEOME | 2 3 PO T A -5 Dl
B | " o 7;;;;< (s [90% X 1]
= Co AUC Cain
800mg
+IVYRY %mg 1 0.93 0.98 NC
v M50mg | 1H1E™ [0.72, 1.217 | [0.80, 1.19]
% 1H1H
¥ 800mg
+)FFEN | 10mg 10 1.42 1.06 NC
100mg ] [0.96, 2.09] | [0.84, 1.35]
1H 10
FLVF7 | 50mg 10mg 10 1.24 1.19 NC
SV 1H 1A ] [0.88, 1.74] | [0.96, 1.48]
I77Y¢ |  600mg 40mg 1 0.78 0.86 NC
Loy 1H 1A 1H 1] [0.58, 1.05] | [0.2, 1.02]
ole 800mg
Vb [+ b FEV | 10mg 10 2.19 1.47 Ne
FUNVE | 200mg B[] [1.72, 2.79] | [1.17, 1.85]
Xl 1H 10
AN 50mg 10mg 19 1.00 0.96 NC
)y B 1H 1 [0.86, 1.16] | [0.89, 1.03]
YVEE | 25mg 25mg 1 1.01 1.01 NG
v TH1[E LH1[E [0.84, 1.22] | [0.94, 1.10]
VRATE
A {400~ 100mg | 10mg o 0.80 0.87 NC
NEAY | 1H1E TH1E [0.68, 0.94] | [0.81, 0.94]
WVELEFH
NC @ K5

) TARYYEIEY - F/REN TIT7 o3I F7VEBRERAHE AV

2) TIWVEFZIEN QYRS b - ZAM)TIEY - T RENL T

77xF3IF (10mg) BLAEH % M7z 3B iEER

K15 F/REIN P57 1FIRI7VIVBERE., TILEFTSE

- AEYZXBAYy M ILNYDREY - F/KEN 757 1F

3 F77)b@i‘5EEA§|JRtiv‘-/7J'l:")b 77271 FIN-ILMY
Y AECEAEIREROHAEDOEYEEE/NT X —2D

- - 1@ﬁ‘f#ﬂ1&L/iFfﬂ‘-TﬂL?2§£ﬂ;R® SEmEhE <
e | BEFHEED FIE _ N " 7
BERE | ™ e 7’;;%1: [ [90% 2 X M)
- Cut AUC Cain
HIWNT 300mg 25mg % 0.70 0.77 NC
v¥y | 1H2N B [0.65, 0.74] | [0.74, 0.81]
300mg
THHEF SV RFEL | lomg | 0.98 0.9 1.00
v 100mg B [0.89, 1.071{0.96, 1.01] | [0.96, 1.04]
1H 1A
TV A 150mg Bmg |, 1.06 1.09 1.11
LA 1H 1A 1H 1Y [1.00, 1.12] | [1.03, 1.15] | [0.98, 1.25]
800mg
+IEYRY | Bmg |, 1.02 0.9 0.97
v M50mg | LHLE [0.96, 1.09] | [0.92, 1.07] | [0.82, 1.15]
% 1H1MH
e 800mg
SRR mg | 0.9 1.01 1.13
100mg B [0.91, 1.08] | [0.96, 1.06] | [0.95, 1.34]
TH 1
K77 | 50mg omg | o 0.87 0.9 0.9
SYL | 1HIE # i [0.79, 0.96] | [0.93, 1.03] | [0.88, 1.03]
oE+v 800mg
VoUb U RFEL | 10me | o 1.00 1.00 0.98
FELE|  200mg A [0.95, 1.06] | [0.92, 1.09] | [0.85, 1.12]
& 1H 1]
2.5mg 25mg 18 1.02 1.12 NC
| D 1H1f [0.92, 1.13] | [1.03, 1.22]
IFVIA
lmgl 25mg 18 0.99 1.08 NC
WgRA | 1HLE [0.89, 1.117 | [1.04, 1.14]
YV hT | 50mg mg | o 1.14 1.09 xC
)Y L2 101 [0.94, 1.381 | [0.90,1.32]
YVEE | 2mg Bmg | 4 0.93 1.01 1.13
)y 1H 1 1015 [0.87, 0.991 | [0.96, 1.06] | [1.04, 1.23]
Ny 1.30 1.50 1.60
AN |~y A [1.17, 1.45] | [1.35, 1.66] | [1.44, 1.78]
JAAT | W100mg+ 1.23 1.37
vL | AATEL 151?%%2, o |07, a2 |os 1521 NC
k7| +400mg
RA 1.29 1.48 1.58
Erok) 1A [1.25. 1.33] | [1.43, 1.53] | [1.52, 1.65]
R
NC @ RHH
ED) TAMN)YFEY - FI2REN TT7 )3 F7VEBIEREH % Hv
7= Eh

W2) TVEF S IEN - a8 AYy b F//KREN TTT2FIF
(10mg) - =& M) ¥ ¥ ¥ UEAH] & Fv 7o 25 B g sl

7. ERPRRKHE

171 FHIHROREMICET 255k

17.1.1 B EMMEHER (TMC114FD2HTX30015%8% (AMBER:HER))
PLHIVEE BB OHIV-1E G B H 2 0h 51, RH (RFE)
DERER NEEMERRE T 720, FVFEL - YRSy
FAZ&#] (DRV - COBI) LA MY ¥y - F /KL ¥
VTHF V)T VIR A#] (FTC - TDF) OB:H (DRV -




COBI, FTC - TDFHtH#) Zxfliie L7297 v ¥ A {LZHEHIE
ITREM LR ER & 920 L 720 48R DGR B % 1R T,
FDA®snapshot 7 7' 0 — F (230 {A8HEE D 7 A )V A F I %hF
(HIV-1 RNA=&250copies/mLAIM IZHER: S LT 72 BF OEIE)
% FBEFMiTEE £ L. DRV - COBI. FTC - TDF#f HEEIZ 6§
L ARFIREDIES M MEE S 7z [BER 2 (95%CD) 2.7 (1.6~
7.1) %lo *¥ [5.2, 18.3.2%:H]

=1 ABERFOERRREDOEIE (TMC114FD2HTX30015K5%)
DRV - COBI, FTC -

fﬁﬁf TDFBE B
36311
5 AL AR
HIV RNA%: < 50copies/mL 331 (91.4%) 321 (88.4%)
v AV A SRR 16 (4.4%) 12 (3.3%)

1) 483 IZHIV RNA & A350copies/mLEL DB | ARIIMED KN IEH %
OFDIRBE UL L2 BE, FERR, FEOROE O KNI %
VA OB CilBR % ik LA RS o 7 A )V 2 & A550copies/mLEL - Td
Sl BER A,

EITEFX36261 7118261 (50.3%) IZFBD SNz, EREIERIE.
THITIE (19.6%) . FERATH (13.0%). 354400 (12.2%).
L2861 (7.7%) « 571961 (5.2%) TH o720

17.1.2 B4 MAEEER (TMC114IFD30135(88 (EMERALDEER))

TaT 7 —CHER. EWEEENERNT (725 —) KO
FTC - TDFEAHIOBE R G12 L D 7 A v 220950 A5 5 T
WLHIV-TEGEE RIS, RFH ARG 1290 B2 2B
BRI VR % 5l $ 5 7200 T ¥ ¥ 2ALIEEHAATEM 1t
AR T L 720 ASTRF O BRR S % 218 T,
BERIERETEE OFEIZIED L ASHEE T TD W A )V AZEM) Ny v
F (HIV-1 RNA%A%50copies/mLLL b & 7 o 72 BEOEIE) %3
PERFMIEE & L. Rk 9 2 AR O IES T ARGE S 7z
(B2 (95%CT) 1 0.4 (-1.5~2.2) %], * [5.2, 18.3.2%M]
K2 ASEBFOEKREDOBE (TMC114IFD3013558)

FHIT B

76341 37841
A A Ny o RED . -
HIV RNA>50copies/mL 19 (2.5%) 8 (2.1%)
YA AR R ) -
HIV RNA fit <50copies/mL 724 (94.9%) 354 (93.7%)

7E1) 483 F TIZHIV RNAR:A%50copies/mLEL EDEH, R OHH % b3
AR RNk Ly kBRSO Y A )V A3 A550copies/mLEL BT - 72
B
##2) FDA®snapshot7 71 —F 220 { 7 A )V A =R
BITEX76361 7123661 (30.9%) ICFBD SNz, EREIERIE.
THRI60F] (7.9%) . SESES8BI (7.6%). MEH41B] (5.4%). 389528
B (3.7%) . W&:2251 (2.9%) TH -7z,

18. ZEhEEIE

18.1 fERH#RF

18.1.1 £ILFEI
FIVFEIVIZHIV-170 7 7 — ¥ 028K ML i OB 51 % FHE -+
%o AFNIHIV-TESSHIZIC BT A )V AD 32— F$ 5 Gag-Pol
K& NI EOYIW R ERIZILE L, 2R, K2 ET
DI AV ADFEE RIS 5o AFNIHIV-17 07 7 —¥I2iE
WHEAE (Kp4.5x10mol/L) #AFLCTBY, HIVFur7—+
RS FITHPE BT R O D 2T 12 po oo MR 72 1378
Oe s 7uF 7 =X A HEERIERO SN ol ¥~

18.1.2 AEY X4 v b
aY YAy NI, CYPSADEINW 2 HEHTH 5, CYPIAIZ
£ B RHHT & o TR T K O o 525580 b s 5
VT EIEDOCYPSARE I L, CYP3AZIAET 22 LIC& -
THRHNBEZE RIS 25,

18.1.3 TLRNUYREY
IAFYTHEY (FTC) I, Vv FVYORMA 7 LAY N
EBARTHY ., MIBAERIZLY Y VB LS A Y P E Y
5-=) UMk b, LA MY VY EUE-Z1) YERIZHIV-1 RT
W2& Y 7 A VADNANIUY SA F 72, DNASAME 21k S &
HIZEICLYVHIV-1Y A VAOBE A ES 5, FTClde MNHIV
(HIV-1 &% OHIV-2) BRI 47 A v A4k L TR A I/
42, a2 FYT7DNAKEY X5 —Py&&OlislEODNA
R)AGT—HIIHTHILA N T FEUF-ZY YEROBLEEMIE
§95< \ m vitrole Oin vivolZBIF A I s 3 ¥ ) TEELZ IR
FRIIBESR TV ARV,

18.1.4 F/KEI 75712 F3IFK
F/EREN T5972F3IF (TAF) &, 7/ KELDFKAKYT
INBTONT Yy Y Q-FAXVT T v =) VERFEE) T
H5LHo TAFIIHIBHMEEEZA L, miETOREEl &L 7T
T YA X WK R E T BN TEE b E NS, 207
O, T/REN Yy TaF 7 viE (TDF) &, TAF
13 2 SER R OHIVAMER & 3 5 ) > 8B DAL O FAY AL SR, 3
K2 rm 77— U NLDRRMICHRET L, 0%, MBAT
U VLR, WU OT 2 RE V) VL D, TR
VL) YEgE, HIV RTIZ L) 7 A )V ADNAICELY AT h7z k.,
DNASMEAEIEXE2Z L2k, HIVOEHMAHES 2,

-10—

F/ARENVIEE NHIVY £ )V A (HIV-1 K% UHIV-2) ., i ONIZBE!
9 AV 2 HERIIZPE S 50 In vitroiCld, FTCE 7
I RENEBET A LM TREEIC) YELE A,
I hI Y FYTZDNAKRY A5 —EyZ2&LlFUHODNAKRY) X 5
— X T 2T AENVD) VEROMEEMIZEE. S b VR
1) 7 DNAGHT % GG EB O A 5. in vitroTI v K1Y 7
BEEARTHREEIEON TV ARV,

18.2 iV 1 IV X{EH

18.2.1 #ILFEIL
FvFeliie FTHIREMR. b M RSB L e N HERk/ <~ 2
07 7 — VY & & 7o HIV-1EBRES b R R 2 BEpk . I
ONZHIV-2FEBR=E /1 0F LIIHIVER  (ECsofi @ 1.2~8.5nmol/L)
%Y, FVFENIFHIV-1Z7V—7M (A, B, C. D, E. F,
G) BT I — T ODERIR G BERTE B O BERRTE (2 vitro©
YLy AV AEME (ECsofli © <0.1~4.3nmol/L) %#/R¥ . In vitro
2B BTN F LD AV AERI. 50%MIH 3R % 7R
FUE (87~>100umol/L) & 1 &+ IV E TR b b,
F NI EIVDECsofild e MIEFAET Tl i Th 4F5mv. 5
VFEWVEFHIVZ a7 7 —ElER (77 LVFEn, 274
FENVEO) ML) LT A LI YV HFEEAER L.
NRTIL (FNHEN, Y¥ /¥ >, FTC, 937V, =7
LT/ REVEYY R7Y ), NNRTI (b)Y », T
TJ7ELYY, AESEYROYLVELY) V), HIVFO 77—+
HEH] (77 FEV, A ¥V FEL, sEFEL, FXFUEL
K Utipranavir) M OEEFLER] (enfuvirtide) &P 2 &1
I OAEIMEREZR L7z FIVFELE NS DKL OPEHICE
WTHETER RO SN hol, 0 W

18.2.2 AEY XA v b
I YRSy M, HIV-LUSHT 5007 AV AEEZ ST, 5
VFE, FTCKR O TAFDHL Y A b AGG TR 3 2 EHE A IE 2
DRGNP T,

18.2.3 TLRMUDHRE>
b b ) 2o SIEERBERIIA R . MAGI-CCRSMMEA K OV MY I A% Bk
% T, HIV-10EBRER K OB R 5 8RR 1255 A FTCOHLY
AV ATEME % FHE L 720 FTCOECsofifiid. 0.0013~0.64umol/Lo
HiPHTdH o720 FTCIX, BERMIEARICBWTHIV-10% 74 14 7
A, B, C. D, E. FRUOGIZR LTI A VW ATEREE R L (ECso
fili 1 0.007~0.075umol/L) . HIV-212%} L THRAFRB BT 1 )V
ZiEMEE R L7z (ECsoff 0 0.007~1.5umol/L) o
FTClZ. NRTI (7 RNHEN, ¥y, FIT7V 0, =)
TV, T /RENVREDYY F7Y ) NNRTI (=7 7L v,
FESEYRBYNMEEY V), TaF 7 —¥HER (7 7L
FEI, FNVTALFEL, ) RFELRTFFFEL), BT
LTI —YHEFROTILVEY T Z T E ) E D258 HERICB
W, LA R AR L7ze SIS DK E 0P TIEH
FEHIEA SN h o 720

18.2.4 F/KEIN 7571+ 3K
VU SSEERERHI AR . RRS MEALER, Wt R/~ s n T 7
— VR UCDARGHET ) ¥ 238k & v, HIV-1%7% 1 7BO%ER
Zhk M ORR PR 43 BERE L3 2 TAF DL A )V A5 % 274 L 720
TAFDECsofifiid, 2.0~14.7nmol/LOFPHTH - 72,
TAFIE, B3R BT 7% 4 7A, B, C. D, E. FEU
GEECHIV-1DFT_RTHZV—7 (M, N, O) (Zx LTH v A
WV AEME% 7R L (ECsofif : 0.10~12.0nmol/L) . HIV-2(2x} L T
HREAY By A OV A0 R R L7 (ECsofli 0 0.91~2.63nmol/L) o
TAFE., £E %27 7 A0RFEWH R BEAREPHIVE (NRTI,
NNRTIL. 1 779 —YHEER K TOT 7 —CHEH) &off
JHZ X DMUMD R 2R L7z SRS OF & Dbt Tt
FEHERIEA SN Do 12,

18.3 EEHIMm

18.3.1 /n vitrosXB&

(1) £IFEL
FNF ENVHERET CRE L 2B AERHIV-12 Stk 1 V2 %1%
L7202, SELL LAY KL 728 2 A, TifEY 1V 2D
HASFRD BTz, WHEY AV A1Zx L€ %V F € )rid400nmol/L
ZHA DRI CRIEIIR 2R L7z (n vitro) o 2 OWEY A L A
X, FIIVFEIVICK L COREZED23~50fK T LTBh, 7
FT7 —VYREETI2~4EOT7 IV BERYH LTz, TNHD
TAINWADYIVFENVIERT & 7a 77 —EHNOT I BER
DRENEIZFRD SN o 2o HIVZ T F 7 — ¥ RHER 12 5L
AT HIMROHIV-105 ¥V F E VDRt thtk (ECsofiin 53 ~641
R2EAL) %in vitro CHES L 4R, F Vv ENiittitko 7o 5
7 —EWIZ2O T 3 BERSHEE L, 20 BLI0F, V32L,
L33F. S37N. M46I. 147V, I50V. L63P. A71V % U184V D%
VRS R D50% 12580 S 7z IV BVt (ECsofEid
It ; fold change [FC] >10) & 7451213, ShSH5DOZERD ) b
K8 OHIV 7 a7 7 — YIERH R EL RS LETH) ., 9
HOERIITTIZTO T 7 —ERIETWNICHEEL Tz, TV
FLFEL, TIFFEL, £ 2T F L, a¥FEL, R 7
4 FEN, ) P FEI, FFFENDH DL W tipranavir 2O
IRITBERRL, 1138, 6 DN M7 AR B C 202/ C21 35 B % TNC208/
C215BRAENT I AL A AL S N R O 5V F C OV 5B ET O
SBERESSOIRIC B VT, IV F EII T AFC>10 () %



RLZz0E, 10 %82 2HIV 70 7 7 — X R EH 1 B 25
RS2 TN =T DR TH 72,
FOvF EOVIF B2 R (VI11, V321, L33F. 147V, I50V.
154L/M. T74P. L76V. 184V K UL8IV) 1. $HL7 £ )L AHIOfL
RO B 5 BH OMRRGET— 5 h oL N Iz, © 1
2 TLbUYEES
In vitro\ZB\W T, FTCHMEHIV-1#% 5720 FTCIZH§ 5 &2
DT &, HIV-1 RTOMISAV/TZE 5 & ORI BIHEA TR0 57z,
3) F/KEN P5T1F3IFR
TAFIZH S 2 R MEAMEF L 22HIV-14 8k T3, HIV-1 RTIZ
K6OSRZEEDFEH L TB D KTOEZES —#PEICid H iz, K65R
ER2AETHHIV-10BRIE T N BV, FTC, 7/ FKEV RS
STV UNRT BIEZ VDMK T L7z In vitroT PEFEASSER 12 B W
T, RYOBE#ED TAFICH T 5 @RI MR L 2o 72,
18.3.2 EREREAER
TuF 7 —¥HEH K OFTC - TDFRAF OS2 &b
AV ZERHIEIAE S N TV D BE Z TR E L 724K O R
(TMC114IFD30137#5%) 2BV T, WFERE KB OREED D %
169BI DN — 2 5 A4 ¥ EEHE & v Tt (5 1 BURAT % R 4T
WIERAE S 72140060 GRAIFROSH. (HFMEERR420]) 0 b,
T/ ROV LR AR 13 4% (5/14001 @ AFITHE 4/9861, Gk
WEEEL/4200) 12D S, K6SRODZEFDAE) (ARFIEEAR]) . K70
RLOZEE B (GHFERHRELE]) 12580 57z, FTCHT R E2
F1338% (53/140%1 : AHIHE35/98061, HikekitEE18/4261) (1278
B 5, MISARLDOZEFAAB] (RAEESE. IRk FRELSH)) |
K65RDZEEAIAG] (ARFNTEAB]) (2728 57z, DRVIHPER M2
F134% (6/14061 : AFHIWH4/986], HAREGIE2/426]) 12780 5
M, 184V 4B (RFKIEEAE)) . L33F 161 (GaHekseRELf) . T74P
160 GEmEfkseRELE)) K OL76V 161 (RFIBELE)) 12380 b7z,
7/ AR, FTCK UDRVIiF R EZE R FRO HN723 T
BB VT, $G RS LR T THIV-1 RNA®R
<50copies/mLZFER L7z 7 A VAR N > RAOSHBLL 724
NRTDOBE2IHID D HNX— 2T A B EAET BRSBTS S
N7Z24PNZBVWTIE, Wb 7 /R Yv, FTCXIZDRVIER
WAL SN o 72,
PLHIVEEIZ X 2 BB AR OBE 20 R & L 72 AKH o f R
B (GS-US-299-01023t84, TMCI114FD2HTX3001 58k L °
TMCLI4IFD30135ER 2 B\ T AFID G- S 721228610 9 5,
FGHARI A ICHIV-1 RNA®A%400copies/mLEL &) 7 4 )L 24
SR RARIZ S AN dF i VAR DNV 1 [E ¢ 2R YD) R e/
FEht S 721460 Tld . NRTIBIE 2 RII3HIZ 20 S, £ D
9B 7 /R EVIUIFTCR R #2213 26012780 H A, M1841/V
260 (FTCIif PR #ZE5) . K65R 161 (5 / A )V K OFTCHit R
WAE) P E N, TaT 7 — YHER O —KZERLIZDRY
PR A RO SN o7z, [6.2, 17.1.1, 17.1.25H]
18.4 XXM
18.4.1 ZILFEL
HIVZ 0 7 7 —CHEAN AT L LB bhe v, 707
L+, TEHFFEL, £ I FE)L, ¥+, fILT4
F U, U FFEI, HFF U idtipranavirlI F 3 5 Bk
AT L7 BRR 3 BERES , 3008k D90% 2% LTy ¥V F ¥ LDk
AT IZI0fE R CTH Y, 1T EALOHIV O T 7 —EHEAIC
LTl Z 7R AV 225+ VORISR SR Tn
720 VERIBET D&V 25, NRTI. NNRTIL. @A RHER & 5L+
YLk ORI LA L vneEL 605, 00
18.4.2 TLRUY AEY
FTCHf A (M184V/D) &5 3 7Y Y Ih L TR AL E R L
7S, VI NI VTY U FIREN, YRTY K
LTI 2R L7 Y2V TV ROY RTY A 2HT 5
BT A2 D726 FF 3 Y ViFEA iz R (M41L, D67N,
K70R. L210W. T215Y/F. K219Q/E) X3 ¥/ ¥ v AR
(L74V) ZHETHI ANV AE, FTCIZH$ 2 R a i L 72,
NNRTIfiF % & B 5 5 K103NZEF A Z DM ZE R %2 4§
AHHIV-1iZ, FTCIZH L T E2 R L7z,
18.4.3 ¥/ KEI 757 1xF 3K
K65R. KTOEZRIZX YW T NNA L, V¥ I v, 37T,
FTC. 7/ RV T 2 EZWSKT T 525, P K79 Ik
5 H BRI S B, TS H iR AL, WIZK65R% &t
QISIMBEAZR AR Y | A% Rl 5 3 1 % 36 12 2 AR 4 %
FEOHIV-11Z, TAFIZxT 2 BZ MO T %2R L7z KI03NI ik
Y181COHONNRTIBHZE # % 44 A HIV-113. TAFIZR L Tt
R L7z TaT T —PREEREZET ZHIV-IETAFIZR LT
&SRR L2

19. FEIRSICET 2 EBEZHE
19.1 #IFEIL T/ —ILftine
— AR SV F L T8 — A (Darunavir Ethanolate)

b4 (3R, 3aS,6aR) -Hexahydrofuro[2, 3-b]furan-3-y1[ (15, 2R)
-3- {[ (4-aminophenyl) sulfonyl] (2-methylpropyl) amino}
-1-benzyl-2-hydroxypropyl] carbamate monoethanolate

4513 0 CoHaN3O7S - C2HeO

5F&= 0 593.73

(ENR VN E LiROY SN

fLapigst

H

ol o o

H 0 0

N2
@OAN/\,\/\N/\S/ . ch/\OH

H H W on
HsC NH;
CHs

w10 100~105T

EAREL - Log P=2.47 (1-%+ 2 % 7 — )v/pH7. 0% ML)

B N, N-V XA F VRV AT I FICBOTHEITRT . 7 b
SR NVIZETFRT L, AF = MIZReREITIZC L, =
5 7 —)b (99.5) IZ¥EIFIZL L, 2-7ax ) — )V R OUKIZ
D THEIFIZ S W

19.2 AEYX&Z Y b

—WEEH 2 ¥ A% v b (Cobicistat)

124 : 1,3-Thiazol-5-ylmethyl { (2R ,5R) -5~ (25) -2-
(3-methyl-3- {[2- (1-methylethyl) -1, 3-thiazol-4-
yllmethylf ureido) -4- (morpholin-4-yl1) butanamido
-1,6-diphenylhexan—-2-ylf carbamate

4373 0 CaoHssN705S2

o3 fa 1 776.02

MR B~ o FER

e .
- Q
(o]

Hoy H> ©
H¢ N N)kN NN\ N)ko S
TN TR TN

Hié s 02

R T AERREEEESST ., 200C BLE (43 i)

SEAREL : Log P=4.3 (1-%F 27 ¥ / — )v/pH8 . 5iE i)

B 7R =NV, PrOUE RS Y VAFVANEKT YR
KIFRAY 7= VIZHETRT L RXEAT Y e Al
BT v,

19.3 TLMUDEEY

—WE M - =4 b ¥ % ¥ (Emtricitabine)

1b544 © 4- Amino-5-fluoro-1-[ (2R, 55) -2- (hydroxymethyl)
-1, 3-oxathiolan-5-yl] pyrimidin-2 (14) -one

43730 0 CsHioFN30sS

g3faR t 247.25

TR B~ F 7R T A1 FOBE

b

NH,

vyt
o
| H

HO—.
H

__0
=
Al R #9155T

SRFREL : Log P= -0.43 (1-4 2 % 7 —)v/7K)
R K 112mg/mL
7Ebr= MYV 4mg/mL
Filk A~ 70 ¥ 0.3mg/mL
19.4 7/ KEIN 757 1F3IRNTVIVERIE
—fEETR D T RN T T T 2 3 RV
(Tenofovir Alafenamide Fumarate)

1b54% - 1-Methylethyl N-[(S) - {[ (1R)-2- (6-amino-94/-purin-
9-yl) -1-methylethoxy ] methyll phenoxyphosphinoyl]
-L-alaninate hemifumarate
4373 0 (CaH2N6OsP) 2 + C4HaOu4
= 1 1069.00
R O~ IREABEUEEHG~ T ARZERO O R
(= v
NHe O CH
ﬁ> o4 Lol
P\’ T (o] CH; CO,H
k\N N oo ‘CHZ' « HoC

CH,
AR A9132T

SrEARE : Log P=1.6 (1-4 27 % 7 —)Vv/pHTD") ¥ FRIGEAE )

R D 25— 189mg/mL
Ty /=) 69.6mg/mL
A 7asx ) —)v 27.7mg/mL
T 9.16mg/mL
T hr=bFVNW 2.30mg/mL
MLz 0.14mg/mL



20. BV EDEE
20.1 BRI, AR BT TRET 5 2 Lo
20.2 /NROFORED 2 CIHIRET 5 2 Lo

* %21, APR&M
211 B A 7 EHENE & R0 b, @EEICERT S &,
21.2 RHFNOMFERIC G /2o Tk, BEITH L TEARFNCHLTHELZSH
W - DT — 5 T &R A ERTH D 2 L5205
L. AV 7a—AFarer a2 59, ERICERFTLI L,
21.3 M BV CHAEER T UL FHE P O R REIZ O wTid, #%
THRAR DB I TR R A SRR A T &
21.4 HRAMESRT 35 oM. FKUE L CENO&H%5E
Flaxt R e Ui NGE R E L I L. ARFI oM RIS
L5 (REWTS. Ao - et (WHSHBEOFME - 224
P2 Ed) ROEPHEEROT— 55 ZIUHE L CESIMIZH
H5 5L LB, AEOMEL FHERPHEFICRETL L,

22. A%k
308 [R My, T, HEFIAD ]
23. EEXM

D #EEER D v VoLt TRERE (TMC114-NC249)

) AR AT R s v oA FEERER (TX-216-2033)
) Benaboud S, et al. : Antimicrob Agents Chemother.
2011 : 55 : 1315-1317

FEPVEEL © 7V v o RER G- # MR (TMC114-NC130)
FNERL 5V v o R EES-#HEERE (TMC114-NC132)
NGRSV E Y b O R PSR R
(TMC114-NC146)

NG VeV AEEERER (TMC114-NC159)
HWER IV FE VOB AFEERE: (TMC114-NC158)
HWEE  yVFEL - a YRSy b ZAMN) YUY
Ve F/REN 757 o) 3 NEAH OFEYEIREICME T AR
& (TMC114FD2HTX4001)

MNEE ¥V F L - aC v Ay y k- ZAN) TS
Yy -7 /7KEN 77723 FRREHOEYEREICH
A ME (TMC114FD2HTX1001) (20194£6 718 H &2,
CTD2.7.1-2.2.1.1)

HAEE ¥ VFEL - TV AY Y b - ZARNYTIE Y -
T/AREN TIT7 23 NEAEFOEYBEICHET LR
(GS-US-299-0101) (20194E6H 18H k7%, CTD2.7.1-2.1.1.2)
AHNER  FVFELV - TV AS Y b AN TIE Y -
FOREN 7T 7 xF 3 FERAHOEYIIREICH S G
(GS-US-299-0102) (20194E6 H18H k7%, CTD2.7.2-2.2.2.1)
AR YL FEL - a8V RSy R ZAM) YIS - T
JREN TT7 T I FEAHIOEEOFLE T DS BIREDOR
7 (TMC114FD2HTX1002) (20194E6H18H &R, CTD2.7.1-
2.1.1.1)

B VT VO REARKEEREOMET (TMC114-NC215
(FK4948))

MNER gy A8y NOREEAFEORE
(60N-1103A))

HWNEE  a s A% v POBEMGEEOME (GS-US-216-0124
(60N-1103B))

HAGEE  F L oREo K
(TNO41201))

NG Ay 28y MOSEYEIREICE T A MET (216-2025)
NG gy 28y FoREOME (AD-216-2038)
FPVER SV F UL ORI KITT) P FELVD
(TMC114-C114)

FNERL D 5V v ofEkoist (TMC114-C109)
HNER: a8 Ay v P oPREOME (GS-US-216-0111)
AR IV YL/ b ELO/NEHIV-1S G B k4
DR E: (TMC114-C230) (2019456 H18 HA&RE, CTD2.7.3-
3.2.1)

Sekar V, et al. : Clin Pharmacokinet. 2010 ;49 (5) : 343-350
VGRSV F B - TRy NEAHIOFGIZ BT A3
YERE MR (TMC114HIV3015)

HANEE : IV FENDin vitroFEFEHEICHE T 5 ME
(TMC114-NC123)

HWNEHR SV FELD T Y AR—F —IZHT B WA
(TMC114-NC137)

HWER a2 % v b D vitrofEFEAEIZH S A MET
(AD-216-2028)

HAGEE g Y A Y v b Din vitrofEFEBEICH T 5 HET
(AD-216-2029)

HWER 28T A5y bDNT U AR—F —IZHT L
(AD-216-2099)

HHER a8 A5y b NTF Y AR—-F —IZHT L HE
(AD-216-2100)

HNER 2T 25y DO NT U AR=F —IZHT S MG
(AD-216-2094)

GRSV FEN - a8V AY Y b - ZANYTIE Y T
REN 757 2F 3 FERAHOHIV-TEGBE 03 2 FR %
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#& (TMCI114FD2HTX3001) (201946 H18H 72, CTD2.7.3-

3.1.1)

GRSV FEN - T8V RSy b - ZAMN) VI T

RN 757 xF 3 FERAFOHIV-UEGHEZ 0§ 5 R &

(TMCI114IFD3013) (20194:6 H18H 42, CTD2.7.3-3.1.3)

Koh Y, et al. : J Biol Chem. 2007 : 282 (39) : 28709-28720

36) HAEE SV ELVofEHEFE (TMC114-0009-VRR)

37) King NM, et al. : J Virol. 2004 : 78 (21) : 12012-12021

38) HLPEEL : IV EILOERRET (TMC114-0003-VRR)

39) R : VT ELOERRER (TMC114-0004-VRR)

40) FEPIEEL - IV Ly AV Z4ER (TMC114-0014-VRR)

41) HPVEHL - IV F VDI AV Z4ER (TMC114-0002-VRR)

42) FEPEEL T Loty 4V AER (TMC114-0011-VRR)
)
)
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