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5. MEEXRIIHRICEEET 5T E

AHIP5-BRLAIZYErH, HBVDNA, HBVDNA KR Y 27 —EH 5 WX HBe HUJRICE D, VA
VA DY WSS D Z &

RERUVAE

AFNL, 2= (5% 2 RERILARE D> DR O 5o 2 RFFLLERT) (ISR A& 5T 5,

WHE. RAIZ= T e ELTO05mg % 1 H 1 ERRO#FEST 5,

B, FITVURL (FITVUEEHRIZBAFRVANAMIENRD HNLHXITT I TV
MHEERTANAER TS50 E) BFEICE, =07 et LCTlmgx 1 A 1EREROKST5 2
EMHEREI NS,

(2) RERUVAEDHRTERRE - RN

<BIWERZIZ X pE - PIERE >
VII.—8. BIfEA ] DEEME

RERVHEICEET 5FE

1. BEARUVAEICEET 5FE

71 AFNIAFEOZE L RINENME T T 20T, ZZEH (A% 2 BRGNS ROBEED 2
RefRILA BRI 532 2 &, [16.2.1 B[]

7.2 BHREREEAE TIX, mOWMTRENFHT 28 ZNBHHDOT, TREBEZIILT, Z LT
F=2 7 VT T AN 50mL/min Al 0 BEN QN M HENT T EHiE T BGE T & i T
INTVWLREETIE, BEMBOREHLLETH S, [9.2, 9.3.1, 16.6.1, 16.6.3 Z]

EREREEFICBT2HE - HEDHEHZE
?b?%m/?UfJ/Z

. i 7 e I 3ITIUORIGEE
(mL/min)
30, ES50KiH 0.5mgZ2HIC1[E | ImgZz2HIZ1[E
1021 305 05mg#3HIC1E | Img#z3HiC1[E
107K 0.5mgZ7HIC1[E | Imgz7HIC1E

MENTE) IIFEET
IEiEN (CAPD) B&
) miEREESERRICRST 5,

0.5mg#z7HIZ1E | Imgz=7HICLE
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MR L
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MR L

FREERIERBR
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AUHERUVREMEICEAT HHER

<X U LAY FEERIARKABERG >

OEMNEE 2 tHELER (A1463-047)

X7 VAV NERERIGR O B BUBMEIFRBE KT 507 0 e o & eERBRIZEN T
FEh STe, X7 VA Y NEBRERIGRIEE IZHT 527 7L 0.5mg 1 H 1 [F] 22 @i 5K D
T A NVARER LT R G R R A R 1 ITRT,

#1 EWNE 2R (A1463-047) Rk

- - Al463-047
il (n=32)
fr5iHBed /i SR PR
B SHEHHBY DNAME (logiocopies/mlL) 8.42
HEV DNA@TSHHES & OFSE (LR T EERE 5.16+0.13
(logiocopies/mL) (_flig_ .‘3[}]
(95%/AERA) oas
HBV DNAEE(LH (DDNAG) a 100% (32/32)
ALTIEHR{LED 80.0% (24/30)
toayi—3 3 »Ec 3.6% (1/28)

a 0.7MEqg/mL## (bDNAE)
b EHEE ER x 1.256E KR
¢ HBefiH@iH%H 2HBefl{FdDHIH

BIVERSBMEE L, =7 7BV 0.56mg # 5/ T 61.8% (21/34 ) Th o7z, LE7RBEIERIE.
M ALEEHE N 14.7% (5/34 #1) . JRIEIMEGYE 11.8% (4/34 f5]) Toh -7z 6],

QEMNE 2 1858 (A1463-053)

X7 LAY FERERIBEO B AU MR EBE 3T 2 07 B BV ORGSR E N AR R
TRl S 47z, X7 VA Y NEEBRERRIGEEE IZT 5= 7 7 BV 0.5mg 1 H 1 [F] 48 £ 5-IF
DA NVAZR, EFER, MEF R OB R 2% 2 (R d, EEFMEE THh D 48
H® PCR£IT L % logioHBV DNA &7° 2 LA B O3 HBR S (400copies/mL) Aifi & 72 - 72
BEDOEEIT 100% TH -T2,



# 2 EWNE 2 AR (AI1463-053) fE

. Al463-053
RIS (n=34)
# 5 aHBefiUH R UREE
571 F#HHBV DNAf# (logiocopies/mL) 7.68
HBV DNAORSHIEY 5 OFARER /SRR o) 1,
(logiocopies/mL) (-5.12. -4.56)
(95%{F# Xm) T
HBV DNAREH{LE (PCR#E) a 67.6% (23/34)
ALTE#E{LZED 093.8% (30/32)
toaR—3¥ g rEHc 29.6% (8/27)
M AytiGE FRd 80.0% (24/30)

400copies/mL#i# (PCRi)

EHEfE EIR X 1. 258

HBefiif Oil§% 7> HBeHiE O HR

KnodelBEFERIEA I 7 S 5aTE» 5 2L EETFL., L2 a
THEILL 2 h - 2B A R L ER

BITERRIVAE L, =7 W e 0.6mg 5/ T 76.5% (26/34 #)) Th-o7o, LE2REWERIZ,
i APFLERHEIN 29.4% (10/34 ) . BEJG 23.5% (8/34 fil) . U /S—EHINN 20.6% (7/34 fl) . 7
7 —EHNN 14.7% (5/34 ) T o7z 17,

QiEHMEE 3 HEEER (A1463-022)

X7 VAT RIEREARIGIR O B BT REF 5T 5 7 T BV ORIR 0 SRR B R R
TR S o, X7 L RERIERIGHEE ST 50 74 E/L 0.5mg 1 H 1 [H] 48 i 555
DT ANV AFR) AR IE TR R OMRR PR R 2 3 3 1R B,

oo oW

23 WEANES 3 AHEER (A1463-022) F%fE

- = Al463-022
- (n=354)
5 aTHBed R
#5011 FHBV DNAfE (logiocopies/mL) 0.62
HBV DNAO# 5Hi{lA, 6 OFHE LB HfEEiRe
: -6.98+0.11
(log1ocopies/mL) (-7.19. -6.77)
(95%{E#AIX ) jr vl
HBV DNAR&##{LE (PCR#) a 69.5% (246/354)
ALTIEH{EZEDb 78.2% (277/354)
toarynN—T a3 R 20.9% (74/354)
AR RS R 72.0% (226/314)

400copies/mL*&d (PCR)

FHEME PR X 1.25f& K0

HBe#ilf OiF %k DHBeH AN HIR

KnodelBFERIE A 2 7 A SRiEA» 52D EETF L. #HEER2

THELL D758 2 E L ER

Fo, REMWIFEZZ S B ABMETFREFICHT D207 B BV ORI R G-RiF AR

BOW T ENHER S NI BREICBW I SN, =27 4 B 0.5mg %5 %25 T T-ARIETEAT

25 BB 25 B, 48 ¥ H ¢ HBV DNA [&tE{k=R (300copies/mL AKiifi) 1% 96%. ALT IE# L=
(GEEME FIR X 1.0 {220 F) 1% 60%. HBe Hifit a3 — g V3T 32%., fAE R 5RIX

76% Cd -7 19,

TRRIMIC B DA EEFSREBMEE L, © T W ENLEERET 86% (306/354 fil) Tho7=, =

IRAEERGIL, U 26% (87/354 fil) . ERGEEY: 22% (77/354 #) . SMHIAZ 15% (53/354

). Wk 15% (52/354 f5]) . FEEN12% (42/354 151]) . LIEHRE. TR, JE954% 11% (39/354 )

THo7z Bl

Q0 oW

9



@5 EE 3 HEEER (A1463-027)

X7 LAY REERIARIGED B BUEMEITR BB T 50 T B L O R R R B
TiMli STz, X7 VA Y NEGERIGEBE KT 5= 7 70 0.5mg 1 B 1 [A] 48 £ 51
DU AVAER, AR, MIE 0 & ORI ER 2 R 2 2 4 (2R Dol

34 MEINEE 3 AHERER (A1463-027) JkAE

o Al463-027
B (n=325)
f 5aiHBefiA Bt
5 FHHBYV DNAf#E (logiocopies/mL) 7.60
HBV DNAED#E'ﬁﬁufﬁﬁ*%.ﬁ)ilzﬁir?vfftﬁiﬁﬁaﬁi 5.20+0.10
(log1ocopies/mL) (.5.39. -5.01)
(95% {5 XHE) T
HBV DNARE#E(EZE (PCRiE) a 01.4% (297/325)
ALTIEH{L%bD 85.5% (278/325)
toari—T 3 Ec NA
FHEERN TR 70.3% (208/296)

400copies/mL#&{# (PCRiE)

BHE(E BIR x 1. 2565k

HBefiHD#4% > HBefi{ED HE
KnodelBE3E4¢5E A 2 7 A 5@ D 5280 EETF L. k2
THBELE, - BEEHEEESR

NA:F—%#zL

F7o. RAEMEITREL A 5 B BUBMEITREF T 5= 07 I BV ORI RITHEG-RITFAERIC
POV THEZ DR S NI BF B WG S 7z, =27 7 B0 0.5mg 2 5% % 1 T ARUEPET
PR 19 i, 48 1 H © HBV DNA [21E{L=: (300copies/mL Aifi) (% 95%. ALT IE# L=
(FLUEE EIRX1.0 f5LAT) 13 79%., MRS RIT 74% ThH -7z 1,

BRHIFIC B DA EFRIIBELIL, =T D EVERGHET 76% (246/325 fil) ThH-o72, &
IRAEERIT. B 16% (50/325 f) . LAGEEE: 14% (44/325 f5]) Th -7z 1o,

oo oM

<FTTOUFRLH>

OEME 2 H3ER (A1463-052)

F I TV URIED B AUBMEAT R BEITKRIT D T I BV OGRS B E N R R CEME S h
Tre TITVURIGEBEICKTAZ T AL Img 1 H 1[5 48 IR G D 7 A L 2520, AL
TR, MIE TR R OSSR PR AR 5 IR d, FEFHMIEE ThDH 48 IMH O PCR JEIZL D
logioHBV DNA &7° 2 DL B/ ST RS (400copies/mL) Aili & 72 - 72 BE OEIETX 93%
ThHoT,

10



# 5 [EWNE 2 MHiRER (AI463-052) J%fs

. Al463-052
i (n=42)
2 5ATHBefiH FRE R O REE
581 FHHBV DNAJE (loglocopies/mL) 7.60
HBV DNAORSHIER 5 OFIRLB LR o )19
(log1ocopies/mL) (4.13. -3.36)
(95%(F#AXE) S
HBV DNARE#{LE (PCR) a 33.3% (14/42)
ALTIER{k3Eb 78.4% (29/37)
oy )i—T 3 »Ec 15.2% (5/33)
At Ed 60.0% (21/35)

400copies/mL=*i# (PCRi%)

HHE(E BB X 1.25f%kiH

HBe#i i dil4: A >HBefifk D HIR

KnodelB3E#FE 2 27 A 5RIEH 520 EET L. ik o

FTHEELEr - BEEWELES

BIVEFRBMEEIL, =7 /L 0.5mg BERETIL 87.8% (36/41 f3]), —> 7 1)L 1mg &5
BT 81.4% (35/43 f5) Th o7, ERENWEMIL, 0.5mg B TiIEMEREINL 24.4% (10/41
Bl) . BUE. U S—BEIN 4 19.56% (8/41 ) . MRV, SIEHEAZ 4 14.6% (6/41 f), L,
GFREERECE AN, AST #9400, M~ N opEsn, JRIEmEGME %4 12.2% (5/41 ). 1mg BTl
HELERE AN 25.6% (11/43 51]) . HEYE 20.9% (9/43 f5]) . U /<—BHINMN 18.6% (8/43 ) . R,
77— & 14.0% (6/43 1), EMEEEZ, e LB N, BUN 890 % 11.6% (5/43
) Ttz

iy 5 3 HHEER (A1463-026)

T I T VRGO B BUBVEFR BE KT D T I BV OGRS F T RS IR RER TR X
oo TITVURIGBREICRTHZ T A EI Img 1 H 18] 48 BH5-ED 7 A L 22209, A4l
FHY, MG R R OSERR FRIIR A2 3R 6 ([T 12l

o0 oW

6 MEIME 3 AHEAER (A1463-026) J%ifE

. Al463-026
A (n=141)
% 5aTHBe LR [12]2
#581F9HBV DNAf# (loglocopies/mL) 0.48
HBV DNADRGHIEA 5 0 PHZCR - AeER
(log1ocopies/mL) (-5.52. -4.76)
(95%{E#HXRE) S
HBV DNARE#{LE (PCRE) a 20.6% (29/141)
ALTIEF{LEED 75.2% (106/141)
toayi—3 3 8 7.8% (11/141)
AR HRd 54.8% (68/124)

400copies/mL#i# (PCR)

HEHEE LR X 1.25(5FK

HBefiif ®@iH%»>HBefi (O HBR

KnodelBB3EHRIEA 27 P GHIEY 520 BFETF L. #iELAa
THEELE->BEENELES

Eilo, REVEFEZZ S B RIBMERTFREE TGS 5 = 07 I BV ORI RIT R GRIT A RIS
BV THFBEA RS S N2 BB B W T S /e, =07 U B Img 5% % 1 7o RUE PR

o0 oW

11



2)

()

(6)

1)

2)

(1N

2R 14 19, 48 1 H © HBV DNA 2k (300copies/mL Afii) 13 21%., ALT 1IEF{bL3R (G
e R X 1.0 f5LLF) 13 50%., FHAR RIS ESRIL 50% CTh o 7z 1,
TRRIEIC B A EESRIMEE L., =T HEVERERET 85% (120/141 #i) THh-o71z, &=
A ERERRIT, FROEYE 18% (26/141 1), HEFE 18% (25/141 f51]) . #557 13% (19/141 1) .
Ik 12% (17/141 f1) . SHEEZR 10% (14/141 f5]) T -7 b2,

TR

MERR L

BE - RERIFER

BRI L

BEMER

FRARERE (—REARERE. FEERABERE. ERARBELERRAER). HERTRT 4N
—RRE. RERFTREBRABROAR

M EE e L

ARBFHLELTERFEDOABRIIER LI-RE - HBROBE

R% L7

Z Db

BRI L

12



VI. EMEECEIHEE

1.

2.

(M

(2)
D)

2)

()

REFPHICEESH HLEYMRITLEYME

TITVU T/REN VYTRRUNTURE, TR EL T T 72 KT VR
EE  BEEOH D LEMOBEE - SIREL, OB LEEZZRT L2 L,

RIEMER

YEFRERGL - 1EFRER

TUTAEIMETT )X LAY REERAETHY . HBV DNA R U X 7 —B (kLTS

OERARPAFEME (Ki 85 : 0.0012uM) 2 H 95, =7 U E/VTMIRNTY b S i, &

WEATHZ T HEVZ) VBRICENT D, T T HENLZY VgL, RRIEETFT A X277

=Y UBEDOFHAEIZEY, HBV DNAKRY A7 —8D (1) 774127, (2) mRNA »

5~ A A8 DNA SOz E, KO (3) HBV DNA O 77 ZEHA KD 3 Fid T ORERERR

PELET S, =7 e =) CEOMAEYE DNAKRY A7 —F a, B, § K Ne W b=
RU7 DNAKRY A7 —8 yIZad 2EEMITIF (Kifi : 18~% 160pM) [ 21,

HENE R T HHERRAE

YA ILAEMSE

T T HEWTIHBVAE T AT 2 F L7-t Mif HepG2 Ml 3517 5 HBV DNA &k % [HE

L. Z® ECsofEIZ 0.004pM TH -7 11

TUTAHENET Y RTF ¥ v JIFRUANVRIZEBEEE LY Yy RFy vz BBMEQRT e/ B

TURFR D A VARG L7 7 e VIS A O30 1 EIER G- Lz b &, 7 A /L2 DNA D E 72
(4~8logio) PV FED BT,

7y RF v v 7 ORI R 5HERTIX, =7 1 e % 0.6mglkg (R & 1mg FH24)

T 1\ 3FEMRERAKE LIRR, 5T O T A L2 DNA S35 HRALLT CTlERF S

iz (PCRIE), F£7=. 3EMOEETIIWTNOEIZEHE N TE HBV DNA KR U 2 7 —8 it

P a2 R T EBRIERD D o 7o 4,

ZERIMm

In vitro :HE&

HBV DNA 7R U AT —ED7 I /BRI e 8 5 (rtM204V/L, rtL180M) Z#H 357 2

7V UMiE HBV Tlx, =27 B BV DS A B AR it LT 1/8 LU FIZIR T L7223,

1mg #GREOMBEF = 7 1 B VRE 2 BT D Hlas/MEE B W T, Mldn=> 7 e =1

VERIET R 7V iR HBV DNA AR Y A 7 —BiEM 2+ IClET 2 BRELZBZ WD H0 L

EZz b el 7R ENLOMMEAERTHD rtN236T 22— R L7l 2 v A L A 2B W T

I, TUTH ECHT AR ST 0, T o EOVIBIENES T o2 T 2T

D URNBENSE LN HBV SBEERI in vitro TT T A BT DS A A LT =as,

T T VAR DIREMEITRE O B o 7 hel)

YEFAFEIREER - TR

MUER e L

13



VI. ZEYE)

1.

(M

(2)
D)

2)

3)

7=
BE
705N

(B9 5IEH

meREDHR

AEEEYGOLGRE

M ERR L

ERRBR CHER SN~ RE

BEERRA

T 7 A EN0.5mg KT Img ZMEFEMA B FITRAK L Lo & =07 U ETEPHITRIN

S, HE5% 0.5~1.5 Kl Tl @ M HIRE (Cmax) IZEEE LT,

TUTHENE 1 H 1 RIKERS LIZREOEFRIBIZIS T D Cnax & M5 R EERE R B8R N i f
(AUC) 138 E R LTz, =27 7 B O EEITE 5% 6~10 H CEFIREEIZEIZEL, 2

BT 2 TH o7, EFIREBIZEIT 5 Cnax KOUMIEH T 7HRE (Cmin) 1% 0.5mg 51T

6.4 X1 0.3ng/mL. 1mg #5-0T 11.6 1 0.5ng/mL Th -7 18l (# 1),

F1 BERAEFICZ T HEN05mg KN 1mg 2 1 B 110 14 ABRER DG Lok
WEhRE T A — X

y e o #E5®/

RO ST A =5 0.5mg (n=6) Img (n=6)
Cmax (ng/mL) a 6.4 (34.8%) 11.6 (19.7%)
AUCo-24 (ng-hr/mL) a 17.8 (7.4%) 35.4 (8.1%)
Tmax (hr) b 0.63 (0.50, 1.00) | 0.75 (0.50, 1.50)
ti/2 (hr) c 96.6 (20.3) 83.3 (19.0)
Cliot/F (mL/min) a 468.7 (7.4%) 470.5 (8.1%)
CIR (mL/min) a 372.1 (17.1%) 366.4 (8.8%)
UR (%) c 79.8 (8.6) 78.0 (3.8)
RHEfR%C 1.8 (0.1) 1.5 (0.2)
Cmin (ng/mL) ¢ 0.3 (0.03) 0.5 (0.06)

CIr=B27V 77> A, Clot/F=&27D2H5 7)) 75 A, UR=24

P[] PR P T 2R

a RAFEEE (RH{FEE%)

b FRE (& &K)

c HfTFHE (F¥EFRE)

BEMEMATREH

ENRBRICE T2 B BUSMEATRBRE (n=142) I HE bR AR 2 IV CREE FSE S iefigsT 4
FM LR, 227 V7T A (Cho/F) OFHE (GERE(RE) 13% 582 0.5mg & ¥ 1mg T
ZNEI 442.4 (81.3) mL/min & T 447.7 (79.3) mL/min, AUCo-24 1% #Z41 19.6 (4.1) ng -
hr/mL } % 38.3 (6.5) ng * hr/mL T, @A & [FRRE TH - 7= 19,

EYFEIRIE AR

(14 F8 = 3R L O AW F RGN AT A R T A V5O —HSIEIZ DWW T CER 2442 A 29 3K
BERAR 0229 45 10 &) TS X EhE

T T AENEE 0.bmg [YD] &NT 70— F§E 0.6mg &, 7 2 A4 —_"—JkIZX D ZEnZEi 1
BE (o7 e ELTO0.5mg) MRS T 20 4 CHER HEIRE 185 U Tl oRZE (LR
JEERIE LZ, GO MENHEE T A —4 (AUC, Cmax) 22OV T 90%(5 #8H X ML THERHR
Wra1t o 7-fE 5%, log (0.80) ~log (1.25) DHIPHNTH U | i DAY FHIFESEVED R S L7z

[20]

o

14



(3)

(4)
D)

2)

2.

(M

(2)

#£2 REMAR BT T ELOEYEIRE T X —X

HEINTA—F BEINTA—F
AUCo-72 Cmax Tmax t1/2
(ng - hr/mL) | (ng/mL) (hr) (hr)

Vv als B | %
=T it 14.32+£2.32 | 5.02£1.05 | 0.8+£0.4 |40.5£8.1

0.5mg [YD]
877N — P 14.40£1.99 | 491+£1.35 | 0.8£0.4 |42.5+7.0
0.5mg
(P49 + MR, n=20)

(ng/mL)

T —e— T V5 % EAEE0.5m g YD)
mg _ a— N7 7 v— F§E0.5mg
i, | (PRI -+ EEAR . n=20)
I:Fl
3|
FE2 ¢

1 L

0

e

2 4 6 8 1624
5] (hr)

1 3 FEE BN N AUC, Conax H D757 A — 4 1%, HE OB, (RO SRS - W% O

FFIC L > TR D WREMEDN S D,

0

thihl
WAL L

B - HAEORE
BEORE

TUTAENERFREL EHITERET D EWINEMETT 5, =7 B /L 0.5mg ZIEES &
(945keal, BN 54.6g) XiT#A (379kcal, gl 8.2g) & & HITHRMEL L= & & WL (Tmax)
FDOTNITEIEL (B & & BICEE  1~1.5 FF[H, AR : 0.75 KFfH) | Cmax 1% 44~46%., AUC
X 18~20% (K F L7z 2 UNEAT—%), [7.1 B3]

BrRAEDZE

HEEEA

T T EVIEICEN OGP S D DT, BRIV D & 2 FAIIRME 2w Bia 3 %
£ 9 REAN O LG A I, =07 1 EASUIOFASER O RN EH3 5 AlRetEn H 5,
FITV, TTREAMVERF VAT TV NART JReELY Y a7 ezt
A L78A. MAEERTRED bR -o7- 2 BEAT—4#), [10.2 2]

VI.—7. #HAEAEH ) OmESH

EYRER/NT A —4
fET A&
FMEE L
IR MR 53 FEE 7 45
MEER L
15



(3) HRREETEH
0.0178%£0.0037 (hr') CEHE=FEHERAE, n=20)
4) DIUF7I R
YN ER R L
(5) " MEE
MY ER e L
(6) Zmith
YR L

3. BEE (KEal—vav) @i
(1) BAF7A
U L
(2) 185 A—5 EHER
LR L

4. B
R L

5. o
(1) Mm%k —fxBEIFTE @
BRI L
(2) ik —RaAERAFT @&
VI.—6. (5) ifm) OEZM
(3) Eit~nF1THE
VI.—6. (6) #&Fhw) OHEZSM
4) HER~DBITHE
MER L
(5) ZDDBB~DEITHE
BARGZRIZBIT 2T I ENLVDOHBNT ORHERIENOBRAKSELID RENWZ b, =
YT HENDE ATBEA~BAT L, IRHEPAICOT D LB DT,
(6) MIBEAEEE
In vitro\ZB\T 5 & MIJEEBREGHITHN 18% ThH - 7z 23]

6. fXH

(1) RBERALR VB
MEE L

(2) REIZBEE5T HER CYPE) DHFE. F5F
T T HEIET T u— A P450 (CYP450) OFEE TiER< . £ T BT LD CYP450
DIREFESCHFEDIEA LB SN hoTz, B M TR SN DIHIRE DK 10,000 500 EORET
CYP1A2, 2C9. 2C19. 2D6. 3A4, 2B6 } (O} 2E1 (2% 4 2 BHE TR ST, £ 340 L Lo
AT 1A2, 2C9, 2C19, 3A4., 3A5 KN 2B6 OiFEIFERD b ho7tz, e LTkt K
FLEAN) B (T v b, A X, PIL) THOTNIIT NI v U BEAR BRI A ERTED &
- 4,

16



(3) FMERBNROEAERVZDEE

R L

4) KEDOFEOERRVESL., FHEER

10.

BB L

Heitt

T T A EIVEEIRERIR Al & RAE WA L0 B S EE S D, BARANORRERAE o
YT HEN0.5mg KN 1mg & 1 A 1 EIERAEL LIk EEIREBIC T 2 REED R 8k
= (%UR) X 78~80% T, BZ V7 7> A (Clr) 1% 366~372mL/min Th v, HEIZKAF L
7einolz, FERIEIAREIIE 0.6mg Y Img TEINZEI ) 96.6 N 83.3 IREfE] T - 7= 118l

kS URR—4—IZB89 515
BN -y A

B %I £ HREE
BB L

HENDERZEISEE

ENRBRIZI T 5 B BUBVEIF I B o i iR B pht 2 v CREE S B RE AR AT 2 20 L 724
R THENOERE T VT T ATk L TEBERENAE (p<0.001) IZHET LK ThoT,
PERI (BE 116 1], 2otk 26 f51) . FFERE. e (24~687%) & O BHEIEIIERD b o7 Dol

(1) BHEESEEEICET2EYEE

T T H IV 1mg & BHEREIE E R E IS HE G LB 0 B iE R T A — X B3 3 ITRT, B
BEOETIS LT T A ELOBREBERIIHM L, 7L T7F =277 T A% 50mL/min &
W OBFIE, =T A ENLOERGMRERET L 2 EnHEREND 2 UKEAT—%), [7.2,
9.2 Z ]

# 3 BHEEEEEEICT T BV Img  HER ARG LIZREO Y EE T X —F

B hkEE ER | OBEE | hERE| HE | HE | HE

FVTFZy o) TIvA| >80 |>50~80|30~50| <30 | HDa |CAPDa

(mL/min) (n=6) | (n=6) | (n=6) | (n=6) | (n=6) | (n=4)
Cmax | P | 8.1 104 | 105 | 153 | 154 | 16.6
(ng/mL) | (E&{FH%) | (30.7%) | (37.2%) | (22.7%) | (33.8%) | (56.4%) | (29.7%)
AUCo-r| ¥fE | 27.9 | 51.5 | 69.5 | 145.7 | 233.9 | 221.8
(ng - h/mlL) | (EBEFEHY) | (25.6%) | (22.8%) | (22.7%) | (31.5%) | (28.4%) | (11.6%)
Clr FrfE | 383.2 | 197.9 | 135.6 | 40.3
(mL/min) | (fF¥{F=)| (101.8)| (78.1) | (31.6) | (10.1)
Cltot/F | P9 | 588.1 | 309.2 | 226.3 | 100.6 | 50.6 | 35.7
(mL/min) | (2¥(F£)| (153.7)| (62.6) | (60.1) | (29.1) | (16.5) | (19.6)
CIR=B71U7Z A, Clot/F=APtO25 777> A, HD=I
WENT. CAPD=Fei 547 T
a 4FEOHDTHSED#13%,. CAPDTERSEDOHN0.3%HFEES

niz.
NA: =% L

(2) FFHEEEEREICETH2EYEE
R O HE O RERR S B (= 7 ) BV 1mg & BRI G- U 72 F O B RE I T THERE Y
EFEREANEFFETH Y, fHEREEEFERE ISV T, HiE - HEOMEiOLEITRWEEZ B
% el (AEANT—H),

NA NA

17



11.

(3) FFBHEREICH T2 EYENRE
INRBED A 1y NERBRTIL, ITRBE%Y 7 e ZARY v (n=h) XiFZ& 7l LR (n=4) &%
AR LT 5 HBV YA DT I BV OIRBEEITEMENIEE THOIHMADK 25 TH
ST, MEEOHMIITBHEFTR OBHREOKTICL2bDEZEx bl 1 WNEANT—4),
[7.2. 9.3.1 2]

Z0th
BB L

18



6.
(1) AHHE - BERFOHLEE

 REHEALDOEESF)ICEHATHIER

=
=

O

RNE & ZDER

[

= =3

AEZECBRFRICHT HARERT LE-EET, FROQAMEENMRESN TS,
TDESH. BEFRICHTIERERTIHHAICIE. BRERTRLGCELH» ARIELES
DEGRAER & FERBREMEDORTZ 212175 2 &, EBICIEC T, B BRI 2BAEN
WREGDHZELHD, [8.1-8.3, 11.1.2 5]

ERRREETDEH

222 (ROBFICIFERELAENI L)
AFN D K5 LISBEDREEE D & % B

MEXIEHRICEEST 5 FE L ZNER
(V. —2. ZhEE XTI RICB#ET 2R ) OHESR

AZERUVHEZICEET 55 LT DEH
[V.—4. HEELOCHEICEET 2R OESR

EERERMIE ETDER

8. EELERMIE

8.1 AANC & 2 BARUBMEFFRABEDIRERIL, B GHOH TR EHKRTH D R8s sy
THY ., BEBICIE U CHEYZRE N LR 720, B AUBIEITR B OIS0 72 ik & BRER
ZROEMOL ETHEATAZ L, [1.. 8.2, 83, 11.1.2 2]

8.2 AANE, HHIEICL Y FEEEDEN L LS IHROEELZRE T ERH D, ANKEE
BEICHH L, BENECOHEcEEEZTIEL2WE S I HoEEds 2 L, [1., 8.1,
8.3, 11.1.2 /]

8.3 RANDHE G TIZEL WIFRDEALNBOOENDL Z ENH LD T, KROHKGEK T T 556
i, BHRTHD e by ARITER OBRIER & BRRAEEOBILE L +53712175 2
&, [1.. 8.1, 82, 11.1.2 &)

8. 4 RAN OG- X EMINAHEREREZ AT O R EHEET A 2 L, [11.1.1 ]

8.5 KA L DIRIFEIC L 0 hF~D HBV YR EET B D Z SITREH S TV W EZ BHFIC
ST Z &,

BREDNDERERIHLBAEICHT IR

I . ENEREZETHREICHT IR

9.1 AHHE - IERSZOH I EE

9.1.1 HIV/HBV E5 3 EH
PLHIV EEZ DR LT 720 HIVHBV O BRI BB I IIARI OB G- 20T 5 2 &
YE Ly, HT HIV IEEA ST T HIVHBV O EERYEFE O B BRI LT
AFN 2B U6, EAIMYE HIV 23 HEL$ 25 /IEerE N & 5,

19



(2)

()

(4)

()

(6)

(N

(8)

1.

(M

BHEEESE

&
0.2 BHEEIEEEE
EWIM R E N o RBEnnH b, (7.2, 16.6.1 ]

AriRefEEEE

9.3 FFHaelE=E RS

9.3.1 F#iEEE
I aARY I E 7 v U NAREOBEEE 2 BT 5 FTRENE D & 2 S A 23 e G-
SN TV D IFBHEE CTIL, AFIORGRRMGET & &5 PICBEREOBIZ A /712475 2
&
MR E xR e LALLM E R L U BN KRB I IEH L T
W, [7.2, 16.6.3 &[]

9.3. 2 FRIEHIFEEERSE
IERAEVEIF R BE 26t & LI AINE R O et 2 el & U= E N EERBR 13 5E0E L
TR,

HEREERT OF

9.4 £JERREHT BFE
TERR D RTREMEDS 8 2 2RI L CITEE 2 K O R8T 5 2 L, RIRORBFICHEL KT
TEINEH D, [9.56.15H]

bt

9.5 iEhm
9.5. 1 I IR L CTWA ATREME D & 5 I ME 12T, TR oA IS Gtk 42 ka5 & ]k
éhéﬁA*®@&5¢é:&o$%%$%'ﬁ%’ﬁwf Z v b TCIEREY K OWE -

FEIBICEMENED HIL, U XTI - JFIRD mERRD N, 7y REOTH
X ORFEEIT, thm@ﬁﬁﬁw%ﬁam%M%n1%P&08%P~mﬁﬁéomA
B

9.5.2 #rA D HBV YA Bk 3 5 70Ot & 217 9 2 &, ARFIBRHED S HE R ~D
HBV Y KT T IO T T —Z 57200,

2203

9.6 RELIw
R EOARMER ORFLREO AR ZBE L, KALOM TP 2 RFT 252 &, B
W3E (7 v b)) T, AITPICBATT L Z L0 mES A TWD, KR E SOOI
WSNDPENIAHATH S,

INR

9.7 /NRE
INREE xS b U T BRIREREBR I3 30 L CTuh ey,

= inE

9.8 EknE
B DOBRRE 2 EWIAICEBIE L 2 b G- RRR 2 - o 2 SEHREICKR G52 &, KAl
FEICENOIHEEN S0, mlns TIEEFEA LD SERENET LT Z L0,

tHE1ER
HHEZEEFDER
REIH TR
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(2) FFAEE L TDER

10. A E{EF

10.2 BEFGEE (BFRITEET S L)
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