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2. 22 (ROEBHBICIITERE LW L)

2.1 AFIOBAS KUY E ROEY 2 > RMLE I U BEoE o B
WO D 5B

2.2 R IZIEREL TW A ARE O & Bt [9. 55 ]

2.3 B D WA D TEWEE IIEERIFEED H 5 BE
[9. 3. 15:1H]

2.4 Y)RFL 2 ITINVEEEE R ST OMERFEEE (L. it
DRIEEBEET> THORBMED T > FO—ILAE L ARD
BEER) [10. 12H]

3. #Emk - 1K
3.1 #Bk

H7E 44 77 LAORGHEAP Th—"7] |77 A0KG5BP [h—17)

HRE FIVIgNs > HRE FIVIHINs >

........................... 40mg ...........................80mg
e |0R 7ADSEL L |0 7 AOVE NS
A [i7:3:- AP PP PPPPPRUTIO 6. 03mG [FEHE  coooeeeeeeeeeeees 6. 93mg
(7LOPEELTimE) | (PLAOPE &L Tomg)

D-¥>=Zbt—Jb. EROF>JOENLEIO—-Z, A
FE TV, AYTABTINVI VBT XI TN, ATT
A YU ohA, BE7O0X0—X, BLFF¥>, ¥
V. =Bk

3.2 HH DR

H7e 4 7I LAORGHEAP Th—"7] |7 J A0 GHEBP Th—7)]

IR - FE RFREDOT 4 VLT —F 1 > T8E

g | F | TIAO AP BT 75,40 BP h—1

%7 | T3 40 7V 80
FLAOVEY 5 FLAOYEY 5

.

i —
E % (mm) 8.2 10.2
B (mm) 3.5 4.5
H & (mg) 185.5 356

4. MMREX(IZNR
= I FE £E

5 FMEEX(IFHNRICEET 5FE

5.1 @ERMEMFOBZINEND V., KK Z & MIEREDE 2=
R LN &,

5.2 JFHIE LT, TILIHVILY 240mgk Y AT P E > bmg2 HtH
LTWaHE, drnidnwiInnr—hz2EHLIEI> ho—)b
MATHRGET. TIVIHIVY > /7 LB TP E >40mg/5mg D
YOBZRERFT S &,

5.3 HAIE LT, FIIHILY > 80mgh N7 A0 E > 5mg% Bt Hl
LTWAHE, 20U TFTowThhz2ERLIMED > ho—
AT B EIT. TIVIPILY /7 LB P E >80mg/5mg
DYV EZ BT H T &,

- TV HILE > 80mg
s TIVIHIVE A0mg Kk DY A0 P E > 5mg D Hf
TFIVIHIVEY /T LD P E 2 40mg/5mght & §E

6. RERUHE
RAIZIALELE (VI /7 LAOPE > &L T40mg/
5mg X1380mg/5mg) #5925, AANIEIMTEHRDOE %
WEELTHOWARN,

7. BERUVHAEICEET 5FE

T1LUFOTINIVINY L ETLOPE ORVIIVEEDHE - HE
R FEZ. BEBICAFOWEICEEET S &,

(FIVEHILF )

B, BRACETIVIYILSY > EL T40mgE1H1IERE OS5
5, 72720, 1H20mgh 652 LHEREET 5, B, £
- ERIC X D EEEHT 50, IHEKRERGE1380mgE TET
%,

(Z7LODPERDIVEEE)

EIMEREBE T, @, RAIKE 74028 EL T2 5~5mg
ZIAIEREO# 5T 5, B, ERIECEEERT 258, 2%
A+ aAICIIIHLIEI0mMgE THET 5 I &M TE 5,

7.2 FEEOHZEBEFIHRG T8, TNIVNVY/TLAO0VE
> &L T40mg/5mgZ A TG LBnI &, [9.3.22]

8. BEEMLEAXWNIE

8.1 A&FNZ., FIVIYILY > 40mgXid80mgs 7 AO P E > omgk D
BEEFAITHD, TIITIY > ETLOPE L ORIWERNFE
B 2BThNd 520, WYUICAFIOEAZRNT S Z &,

8.2 BIFMEMICHE DL, DIV, A6DENHSDLNDEI EN
HBHDOT, @FEE, BHEHEOEREGERZ LD K EBIET S
BiZiIpEsgs L.

8.3 FIHI24ARFRIEIHK G LB WI ENEE LW, T oo T >
O ZBAEFR G+ O BEFEE. REROCFEHRPicL -7 2P
T2 R OMEERIC K D @ E R ER T 2 29 I EEME A
»H5,

8.4 AZKNDRAPTHEIT NIV L E2ELT7 o OoF T2 1%
RIREEPIHIR G PRGSO EERIFEEND S bz & OME
NHBDT, FEREREZERTIRE, BRE2+2ITY T &,
[11. 1. 58 /]

8.5 KFIDEATH D7 LYY i PR LR E < &5
LB HBRBEEDENRD 5NBD T, AFIELS T IEBICHhD
BIERIZHEHT2 &3, HREECICRSMBICEET 2R EHE
HIIHKE5T B &,



9. HEDEREATHBEICHAT I IR
9.1 BHHE - BEEEOHHEE
9.1.1 MABHIREDSHSEEXIFBETEIIXREDOH D EE

BREPOERBVWEHBENS GG ERE. FHIEITS 2 &
B M7 i DI DR SRR IR 5 M E DA R IZ & 0 B I B R 2 Bk
BEBTNNH %,

9.1.2 BAYYAMEDEE

BREPDEELRNEHBENGEERRE. FA3RT2 2 &,
BV U LAMEEEES D BENNDH 5.

E7z. BRgEEE, O3> OV AROFERGEICE D IET Y D
LMENE<IZDRTWEE T, miEH ) U AMETERT 2 2 &

9.1.3 RMEREDHBEE

BWEORENSIKILEARZSSEI L, FEzi Iz nn
H%.

9.1. 4 BELHERETOERE

BHENSKREZRBL, WREITDIHERIRLITITI &, 2R
MEEFZREZTBENNH S, [11. 1 431

.2 BHEEEERE
2.1 BEELBREE (MFEI L7 F= @S Ong/dLl EDBE) @

HBEE
BB b 2B 2N D 2.

. 2.2 MKERPOEE

BHEMNSHGZHAL. BRI 2HGIHRLITTI L, AW
RMERTZREITBENNH D, [11.1. 4. 13.250H]

.3 FFigRERREEE
.31 BSOS PBO TEVNEERIEELRFEEDH 5 EE

BELRNZ &, [2.3. 9.3.250H]

.3.2 FTHRERRESRE

TIIHING PEECEHPICHREN D 2D, TIIFILY >~
DIZVTYFAMETT DI ENDHD, £z, SHEITHWTHRE
ERFTAHNOMHPIREDIKIZI~4. G LRI 2 EnmEINT
Wb, [7.2, 9.3.1, 16.6. 1Z#]

9.4 £iBREERT BE
9.4.1 1HIRT BRIREM D H DK%

9.

9.
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X7 >oFF o2 ISR EETAZERL. BRIE - FiERA

OB (BARL, HE - - BOBERAZ, LS RN

FBIHE SN TnhaD. 2,

AENOBHITHESLE, REBEOFREDLZEL TAHKGOLE

PEEERICRF L., BREOERENEBREZE LR S & HEI N

HMBICDOAREETDIE, T, HEPRBREREGEAIITROE

BEHIIEETHZ &, [9.58H]

(1) AR GBBERICEEL TWRWI EaMRETI &, AHE|
BERL, BELTOWRNWI 2 EMMICHEETS &, &
HHZHEEACHIBAL 238811, BEhickEEhIET 5 &,

(2) ROFHIZDNWT, AFRERAERFICEFTICHAT S Z &,
T, BERHMEIGCHIATS Z &,
IEERRICAKIEFEH L G, BE - BTAERICEEE &KIT

FTURINDD T &,

IRIRAVHIBI L = O N DB AT, LM ICH Y EICH
HKTDT L,

- ERZ T AT, HUEICHKT D Z &,

.5 1FR

IR SO R U T A RIREE D & 2 I3 G- Lian 2 &, 5
FCIEIRATHII L 728581013, BB IS 2T 2 2 &
IERPI R ORIICAR 2807 > OF T > 2 > T2EERETHIX
B > 2F T o2 VBB REER 2 %G S N/ BE TEREE,
fale - BEROET, FHAROEMLE BEAE &h YU U AIMISE.
FHE DAL K ORI EIT & 2 EHER E N 2 U D, 58
FHEORY. MOREAREND 5ON LOHREND S,
TLAOTE TR BER TR S 9 5 SRR L
SHGRFRINER T 5 2 ENRD LN TN S, (2.2, 9.4 15H]

.6 7T

BALAVIEAZEELL, FLIFLICOHWESR (5
R) T HHABGTT D EARESN TS, £, 73
B 5L OBER (5 NER. RO KRB O
HehEI BT 2 Ak D 15me/ke/ H LA LB GHETHA R O4H &
HHEDIET, 50mg/ke/ H %58 C L R OIRE T K EFED
BIEAHE SN TV 5,
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INB 2R & U BRI R L T,

8 EinE
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10. #AE%EHA

TIVIHIVE 3, EELUTUGTEE# (UDP-Z)Lrn /)L h 5
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k%

EBEANIE. BIIKED. MRED (OTBEERD)

S|4, % BRREEIR - B AL | T - ERAT 1}}3 it i
N NN L BE7Ay B AN
: o vE ’ i :
e S ek P R4 P IR, EVEOYIHERATD 5DNB T ENiB B,
DD B, 1.2 ZOHOEIERA
CYP3A4BH %1 TURORA LR T AODE > D 0. 5~5%A 0. A U R
TyzZORALy |OPNVFTELED | NBEANICHEIN W 5%, UAE. S
SNFTEL PERIC& D, TAO|BAEEENEZ SN Ny W IR ARG U AN
TVILE ST D mE| 2 st SIVHLIE, SLAUBROE. 1L
A RSaFy—) | ERLEEOHEN Bx
s 55, FBEDE | (D EO, T E%Ebgﬁégﬁ%gg)
CYP3A4:% 5l FAOVE>SOMp | 7 A0 E > ORH BT m5jﬁ%2%§ﬁ?%
JoyoEyy e |RENMETT 282 | AMEES NS ek M. RS EHRREE . SRS
Nnd 5, MEZ5N 5, Btk
L= I7NV—=V|7LO0VECORE | TL—T 7=V o . BROEE | BRI, R i ER
SRt ERAMBINEE | GENDRNMT A L # m&iﬂAE%;;§%£A§%/
ZNhd 5. 0o > ok -
#L, YAOVE > (e O, BE, RER
D I A E R IR, RS, o
LAREMEAE A 5N P W, DB, R W
3, & E7Dyﬁ\ﬁ§¢ﬁﬁ£
N> N VAR
CIUNAYF T LAOYE >RI) | HEFIERATH 5, %\ﬁﬁj% S
i E s > NAYF ‘ e
>80mg (N & KR M8, D%, | GEATICE D) e,
DEHR) Lot WA, W | SRR, EERE. OB
LD, PNy o Wi, OmEmAL | W, B, EH, H .,
F > DAUCHTTY 157 T B, SRR, HE(E
L EDWEND 5, IR LN
5700 LA FAOVESRUIV | TAOVE S E5 Y =
M EOpAICED [OULARIE., EEL - AST. ALT. AP, |7k
& 70 AZ®ILH | TCYP3A4IZ & 0 1Ra - hee LDH, 7-GTP L
Egﬁrﬁb\%ﬁéﬂ%tb\ﬁmt D IFAE R
EEQY VO AL | EDZ O LAD P o s -
DEIE A RBT 5 | (KM HE S 5w PR Mk P L YT, TSR,
BENND B, K| REENEZ SN S,
Biid s 700 LA mEr Ly F=> k5,
Ot EEEE= BUNLEH., 1o REEME L
5—L., BEIIEL WIR - R, ORESG. HRREE,
THZ70ULRDM e RIS TLRSME, R AR EIE,
HEWETHC L, SR, SR, LIEEE
Vi
1. 8HER MmiE3 L 25F0—=) L&,
ROBMER DS 5HND 2 EHHHOT, BWEE TN, B Rl VEIRSE, I, R R
P BN ETI3HE 55 T LT D7 SEYSIE RS T &, B
1.1 EXEEIER A BRI, AR, TR
.11 MEETE GRERT) B s, Wiew, o,
B, VS, WS - MRS, SAEOMEIE AR & TS A & LR
S, WEEERESIC X O R 2 g U7 E b s S h T s, —_— MEH YA LR | MBS Y AR, KT R
Erm. . UEGL UEME, TR E PR I M MREIE B 5 bh AR DNt
BT END B, — e .
" % R, B, HE
1.1.2 BhUDADE GEEERY) S i Wi, PO, LU, (KE
11.1.3 BHSEEREE GHEAY) e . AR, TR
EEEEEZE LG SN Tn S, HE I CKER | &%, BOF HF ik
M.1.4 Yavo, ki BEHEE OTNHELERY) ﬁ%‘%%%%%ﬁaﬁﬁ
Wk G, FERNRSH 5 DIV RAICE. BB ICHY) LS A, LEGHERR, o 27
B TL fra oo doomag o BPEEIEER Lo L
11.1.5 BIERFA. FHEEEREE, &E (WINDHEEARY) %\gggéf%%gg
AST. ALT. Al-P. LDH., 7-GTP®D FH% % (kS FHEGEEENH 5 Fwka CRPH

PNDTEND D, [8.45MH]
1.1.6 {EIN¥FE GHEEAH)

Wik ZEMERE. i FOmA. BRET. mE, BiEES
NHoONEHFIEREERIEL, @YRNEZITD 2 & R

RBRBETHORETH SHIRT N,
MN1L7 ZF745F— GEHEARH)

IR RIS, MR R, MESERESIERE L THEobND I E0H
2,
11.1.8 FEEMMK GHEAR)

FEEL, Mk, MR, MeETXAR RS A S B A H S b
5TENHBDT, ZOXIBGEEITHRGEHRIEL, BIBRER
IVE CHIOFRGEDHBYIREZEITD Z &,
1M.1.9 TEIERREERAE (BEEEREH)

A, B, CKES. mktRpPIA 7 0E > ERZ2/F#E
T DHERUGRRIED S 5 DNB T ENHZDT, TOLIBRBEIT
FESICERGERIEL, EURAEEZITS 2 &, £k, HEUHRR
SEIC K D A EEEOREICHET S &,

13. AR5

13.1 fEIR

FIIVIHILY > OBERM (640mg) 12X D, (KIfFE K CEEIRA
HobNIZEDOMEND B,

7LAOYE ST, BEORMMEEILD, avrz2ad
ZFELUWIIER T & FHEFRZER ZTZ 0B 2,

13.2 0LE

FIVI Y IRIMEEE SN, £ FILIHILY i
WOENTIC & > THREI NN,

TLAOPE L, EHESENEWZD, BITICX2BREZER
TldZaWn, /=, 740V 2RIV RAERICEER 2 #
HLEBE 7400V XIUIVEEHOAUCIZINE A L. RS2
BRI TIZAR D L= &, 74OV E URV)VBE R
BRI ANEILE & U CTHEERBEGEDEN TH S LMmEINT
VW59, [9,2. 25:H]

14. BRALEDEE
14.1 EHIZMBDEE
14.1.1 PTPAE D #HFNIPTPL — bSO L CTIRHT 2L 5 5



BT 5T e, PTPY — R OBEMIZE D, BB LHRREA
FIAL. BRI %S T L THENRIR %S O B2 & 0HE % G5
THIEND S,

14.1.2 AFIE BRICHA L TW2BEICE. BHARICRITS &
SBEEHGADZ L, AFDHKITTHZTIVIVIVEY > OEYE)
BIRFORBEZT, ZEMESLEBAE. REREED S
TIIHVNY COMPEENEGLSRD I ENREINTED, &l
ERDRBIT 5 BENAH 5, [16. 2. 120]

15. ZDDEE
15.1 BERR{ERICE D < 158

KBRS S M TRWAL 7 AR D E > NUIVEBRIZ X B iaEHhic
IDEIZEDCAREENR (OB ZEEL) NASNEOMENH 5,

16. EAEHEE

16. 1 MAERE

16.1.1 BEEI%E
BERABTFICTIVITIVY /7 502D Y > 40mg/5mghc & &I & O
FIVIYIVY /7 AT P E > 80mg/5mglit & 2 22 15 I B (| 1 4%
HLEEEDOTINIVIY O ROT LOPE > QEYFREIN T A —
FIILUTOEBDTH o/, HADEE LRI, TIVIVILY >
DCmaxtTHEBHLL EIC ERUZ.D®

BHSERU EICER U, —H, 74028 O mEHRET. W\
BEREDITYERSBITHRTEL, BEGKIZS.0~3.5TH>
2o /2. TLAOPE Y Ot X CEEHNE. W% 55 & © 12 H A%
H5# & ERGH%ETEYL T\ 10

AE$ FTIVIHILEY > TLAOVE >
hE T40mg+ A5mg| T80mg + A5mg | T40mg + A5mg | T80mg -+ A5mg
1 | Bk 12 12 12 12
g Cinax (ng/mL) 62.3(56.1) | 334(83.5) | 2.89(22.6) | 3.29(27.1)
AUC: (ng - hr/mL) | 460(44.0) | 1090(72.3) | 48.5(22.5) | 55.6(31.0)
t1/2 (hr) 20.1(43.0) | 18.4(28.9) | 40.8(14.1) | 41.1(20.2)
e () 1.50 0.875 4,00 5. 00
(0. 750-3.00) | (0.500-1.00) | (3.00-8.00) | (3.00-8.00)
10 | %k 12 11 12 11
E Cmax, ss (ng/mL) 116(51. 2) 398(95.1) | 8.98(26.6) | 9.69(35.6)
AUC: «s(ng - hr/mL) | 766(45.1) | 1370(72.1) | 168(26.9) 190(35. 5)
t1/2, s (hr) 19.0(32.5) | 18.8(28.2) | 40.5(12.4) | 40.7(16.2)
<o (D)@ 1.50 0. 750 6. 00 6. 00
" (0. 500-3.00) | (0.500-2.00) | (3.00-8.00) | (3.00-8.00)

TIVIHIE >~ TLAOTE >
B 40mg/5mg 80mg/5mg 40mg/5mg 80mg/5mg
fid &7 fid &7 fid &7 fid &7

B 30 29 30 29
Crnax (ng/mL) 87.0(77.3) 466 (75.7) 3.39(19.7) 3.00(21. 3)
AUCo- (ng + hr/mL) 808 (62. 8) 2330(70. 8) 156 (27. 8) 137(29. 8)
t1/2 (hr) 20.1(35.9) 20.5(29. 2) 38.4(18.9) 40.0(13.8)
o (1) 1.50 0. 750 6. 00 6. 00

e (0. 500-4. 00) | (0.500-3.00) | (4.00-12.0) | (6.00-10.0)

R GRMTZEBRE [%])

a) POl GR/AME-RKME)
BEEABFERRELZTIVIYINS > /7 A0 P E > 40mg/5mg
BLAH & HAIGEHOMINA T XA T8 71 Bk, WXiTT IV
HIVE /T LAY E > 80mg/5mghil & Kl & EFIGEH DA xNA A
TRATEY T ilBRICBWT, FIUVIVILY /70l e RE
F S CHF G 2 2GR AR O 5 L2 L ED0 T IV I HIVEY > &
VY LT E > OEDEREINT A—FIZLTFOEBOTH 72,78

FIVIHINE > FLAVE Y
B - E— -
Eam | wapsn | mes | wApem

40mg/5mg
Bk 30 30 30 30
Cunax (ng/mL) 87.0(77.3) | 85.4(52.3) | 3.39(19.7) | 3.21(23.6)
AUCo-:(ng - hr/mL)® | 752(56.0) | 791(57.4) | 145(26.7) | 138(26.7)
AUCo-(ng - hr/mL) | 808(62.8) | 837(60.1) | 156(27.8) | 150(27.3)
t1/2 (hr) 20.1(35.9) | 20.8(39.8) | 38.4(18.9) | 38.6(18.5)
e ()P ' ‘ 6. 00 6.00

(0. 500-4. 00) | (0. 250-4.00) | (4.00-12.0) | (6.00-12.0)
80mg/5mg
Bz 29 29 29 29
Cumax (ng/mL) 466(75.7) | 399(63.3) | 3.00(21.3) | 2.94(20.2)
AUCo(ng - hr/mL) | 2310(71.2) | 2250(69.8) | 127(27.7) | 122(29.4)
AUCo- (ng - hr/mL) | 2330(70.8) | 2270(69.9) | 137(29.8) | 132(32.3)
ti/2 (hr) 20.5(29.2) | 20.5(25.9) | 40.0(13.8) | 39.0(13.9)
o (h)D 0. 750 0.750 6. 00 8.00

(0. 500-3. 00) | (0. 500-4.00) | (6.00-10.0) | (3.00-12.0)

%mﬁﬁﬁ<%m%ﬁ%&[ﬂ>

a) n=29

b) el (M- Bk i)
RERANB T2 dRELEMENA T TRAL SEY T 1 B KR O
WERRISMRBRICB W T, FILISILY /7 LA E CEAHID
HYEEE)N T A —F I THEFIGH R L TBO., AWl St
DHEMEZFE-THFNTH D Z ENWRINTNS,D.8.9

16.1.2 R{E#&RE
TEEERR N B T240C 7))V 2 YIL Y > 40mgdE & 7 A0 2 ¥ > 5mgdE.
XWETIVIHIVY > 80mg (TI)VIH)LH > 40mghe X 288) &7 L0
DY omglEE 1 H1E10H M EERE K EMHRZES Lz ED0T IV
NG RET LAV E S QEPEFE/NT A—FIFUTDOEBDT
Holze TIVIHILY > OMmIEPREX WG E BICHERS
BIZHERTeoEm <. BEREIIL4~2.0Tho7z, £z, TIL3
BV > Dtma K OERINT, Wi 55 & B IR 5% & KIER S
BETHBL TV, BAIOEE LRI, TIVIHILY > OCrax

T GRMTABRE (¥])

a) R (R IME- A TE)

16.1.3 FILEHIH &7 AOCEDOHREER

RN BT126012 7 )L 2 H)L % > 120mg' & 7 A0 P E > 10mgih
EHAKEG L-EEET7LAO0PE 2 10mge B 5 Lz L& LDl
H1E9H MK ER G % OEY B ZE LR L A#ERE. 7400820
I 5 v g HE RSV B SRR & ER R B & THERIL TH . T
SIS UHRAREICE DT AT E S DENEIREANDZEITED
Shizinolz GNEAF—4), 10

fEER A B 36417V I HILY > 80mgs 7 A0 P E > 10mg!? %
PEREGELZEEETFINITILY 2 80mga M5 Lz x Ll
H1E9H M KB 5% Oy EE 2 ki L 258, TV ISy >
D I HE PR R HERS T B G & PR BRE & THEMIL TH D, 7
AOVECHABGICEDTIVIHILEY > DENEREN D F BT
woNBholz GHEATF—5).12
1) AFIOERZBHERZTIVIYILY /7 L0V E > &L T40mg/5mg X 1380mg/

5mgTdH 5.

16. 1. 4 EYZHIRSHEHER

(FZLOREGEP Th—71D)

T LAOAE#EAP Th—T ) LI HAOEAGHEAPZ, 7 OA 4 —
N—FEickoEnFNE (GILIP)NY > ELTLOmgk N7 L0
PE> &L Thmg) BERABTICHERBRRORS L CilnfEd
WIHINE RO LAOVE VBERZHEEL. &5 nzEyahhe N
T A =4 (AUC. Cran I DWW TIWEHE X MR THaHRIT 217> 72
W, WINBHlog (0. 80) ~log (1. 25) DHIFNTH V. MHIDEY
FRISED RS Nz, 1Y

MFIEHIIE >
(ng/mL)
250 1
o= 1 F I LORGHEAP [h—7)
7 —e— : I H L URIEHEAP
200 4% 4906 +SD, n=48
il 150
L
N
i
100 ]
50
0 : ‘ :
0 12 24 36 48 60 712
$e52% OREH (hr)
HENT A—5 BENTA—S
AUCo-72 Crnax tmax t/2
(ng * hr/mL) (ng/mL) (hr) (hr)
T OIEORAP | gg6er | 15054747 | 2204101 |20 241,56
SHAORAGAP | 13874780 | 169.0499.4 | 1841 06 | 22 47+8.78

CE#{l£SD, n=48)
I3 PR N NZAUC, Crad5 DN T A =213, #H5#H ORI, (RO FREUE %K -
WS DRI & > TR D RN H 5,



@7LBPEY

(ng/mL)
/l,
TT —o— 1 T I LAOBEHEAP [F—17)
i —— : I A UFRGEHAP
3 SEEfE+SD, n=24

EEEERE

(AN =D %
(ng/mL)
4,

; o FIAOEAHEBP Th—17)
s —— : IHLUEASBP
P SEHME +SD, n=48

BEERE
oo

0 ‘ ‘ ‘ ‘ ‘ ; 00 ‘ ‘ ‘ ‘ ‘ ‘
12 24 36 48 60 72 0 12 24 36 48 60 72
5% DR (hr) e 5% DR (hr)
HEINT A—F BENT A—H HENT A= BENT A—F
AUC0772 Cmax tmax ti/2 AUC0772 Cmax tmax ti/2

(ng * hr/mL) (ng/mL) (hr) (hr) (ng * hr/mL) (ng/mL) (hr) (hr)
75 o = 5 S
TIOOBGEAP | g3 64201 | 2.993+0.560 | 5.2+1.3 |35.63+5.99 TILDRAHEEE | 99406 3.0£0.7 | 5.8+1.0 |42.24+9.84
3 L OB ESEAP 93.1+£22.2 | 3.22740.653 | 5.0+£1.1 |[36.19+5.97 21 A OB A $HEBP 102423 3.2+0.5 5.6+1.1 |41.47+10.09

(5 +=SD, n=24)
I 3 R G DNCAUC, Coae DN T A — &1, iR E ORI OIIE K -
%5 DR M 1T & > THRIR 2 TR B B,
(FZLAOEREEBP Th—71)
FIAOEEGHEBP [h—7) &I hA0EEBPEZ, 70X 4 —
N—FEiZkoENTNIE GIVIPINY > ELTOMgk 7Y L0
PEELTomg) BERABTICHAREERO#%EG L TiEh s
WIPNY RO T7 LAODE VBEZHFEL. 556Ny EEe
F A—% (AUC. Cmax) 12 DWW T0%(EHEX RiE I THEHRT 217 72
. W Blog (0. 80) ~log (1. 25) DEFNTH V. WHNDEY
RS R I Nz 19

MFIVEHIE >
(ng/mL)
1400
o= I LAOfEHEBP [h—7]
1200 —— : I LA HBP
FA9ME+SD, n=48
1000 {
% 800
F’g
i 600 W
F:RF i
400 || &
2001
08 : — : ‘ ‘ Q-
0 12 24 36 48 60 72
5% OR5RH (hr)
HEINT A—=F BEINT A—F
AUCo-72 Crnax tmax tiz
(ng * hr/mL) (ng/mL) (hr) (hr)
TILORAEEE | 070090 | 817445033 | 12207 |23.65+9.77
IHLOREEBP | 380242365 | 937.3+711.4 | 1.3+0.9 |25.25+12 60

(P +SD, n=48)
M SE A IREE N DNCAUC, Coax D/ T A— 13, HiBrE OB, Ak O FRINEL -
RS DIRBR AR I K > TR D WML D B,

(5 +=SD, n=48)

I E R EE G TNCAUC, CoaxBE D/ T A — 1%, HiBras 0N, (RO RIEL -

W25 DB G I & o THRIZ D TR B 5,

16. 2 BRI

16.2.1 BREOXE
R AN B 73261 (FHEL6H) 2. Iy /T LAaPE >
40mg/5mglil BEIM OTFIV I HIVE > /7 LB P E > 80mg/smglil &
FEREROKGLEZEE, FIVITILY VIXRER G TLERHY
BT AR tmax D FIEHELE (A1 4. 005 U3, 00MKefE], ZSfE s :
1. 50 % U1, 00KERD) L. Cmax/% CAUCIZZE 4163 ~71%J U832~
STHE R U7z, [14. 1. 2&08]
4‘7]‘\ 7.Z>« [ ?7 to y@Cmax\ AUC&U‘tmaxLigﬂgﬁﬁ&ﬁ‘&ﬁ?ﬁ&’ﬁ{
e THBLTBY, BFOEBIIZTRNo/=.D

16.3 9
FIINIHPIINY DTy ROk bOMEEAREEHRIL, in vitro KO
in vivo £ HIZ9LALETH > 12,19
7LAOYE > EE MIEEAEDOHRERIZ. 15 TH > /=10

16. 4 {35
FIIVIPIF EEE L TUGTEEE (UDP-Z)vra /)b h5 >
Z27x5—F) K&/ rorBiaicko TR#END,1®
[10. 1]
TLOPECOEEZBRPMRBFKIIOE ROoEY P UROB{LL 7=
B D CVBRKOEOBILET 2 JIKTH 5,19

16.5 HEft
FIVIPIINY P ELT, UTFOHENRD B,
fREERABTICTIVIYILY 20, 40, 80mg % 2215 M 12 B [m] % 4%
5 (B#6H) LzEE. REBMAIFEALERPICHHINT, &
H#%24M5 M £ TOEHRBR PRI RIT, WThoR5RICBNT
H0. 2L F TH > 72,29
fREERR N B 5B 14C-T )V 2 IV > 40mg 2 22 E R 1 BA (a0 4%
HLEEE, 5% £ TOMSRED R P R O ZE R
FNETNHO0. 55K TL02%TH O, WIS NFZT I ITIVY > DRI
AR L TERICHE S N GREAT—5) 2D
TLAOAPE S XRVINVEHEE LT, UTo#HENH %,
fREER AR 7 AT P E > & L T2 bmgih Xid5mg7 Hilal# 4% 5
L7258, RPICRAEEE LTSN 28 &513/NE <. Wih
DG EITBNTHRPARESCAYEM BRI 5524 F Tici S
BRI, 14405 E TITHISE TH o /z. £722. 5mg™® 21 H1[E14H
MERHE 5 L 7258 O R P PHIRIZ I 58446 H H TIZIZE R IREIC
EL. 6HELEOLIH %720 ORE(KRD R P k2136, 3~7. 45T
3597—:019).22)
@ FER N 2612 MC-HE3 7 A 0 P ¥ > 15mg'® 2 Bl 0% 5- L 7233
. 5120 B £ TG REHEED59. 3% R, 23. 453 #E Iz
X, B GBT2NEM E TORPBRFEEDISNII ALK TH - /2.
ZFOMIZIFEORBNED SN2 GHEAT—%),
B, IhefR@Emciz 70 E L 2L o <EBERIZED N
TN, 19
1) AFOKEMRIZTINIVILGY > /7 AOPE > &L T40mg/5mg Xid80mg/

5mgThHh 5,



16.6 HEDEREFTHEE

16.6.1 RHggEREESRE
FIVIYINI L ELT, UTOHEND D,
PR BE 1261 (Child-Pugh/r4EA (B%E) : 8%, B (F5EE) 4
) 1TV IHILE > 20mg e N20mg™ Rk LG U - & &, @R
NI U Cnaxtd 4. 515 & U35 = <. AUCKE2. 55 K 2. TiEEho 72
GEAT—%).2 [9.3.281)]
) HEEOD2BHECHETHHAOBARGRIIIA4O0MgTH 5.
TLAODERVIIVEBEEL T, IFO#ENH 5,
FRAFFEZ SR (Child/48A, B) SBIIC7 A0V E > &L T2 bmga B
[\ 5 U aE, BRI L., #E72RMBOImPIRENGEIC
FLU. tie. AUCIEOREMEZ R LI B350 5N o 12, 2

16.6.2 EihE
TLODE RV E LT, IFOHEND S,
BESMTEEZFH (B2l Zapl, SEEFERT. TR IC7L0dE>
&L ThmgZHinl, MUSHMIKERS Liia, HEk GRS F
BEE (B6pl FEHEFEE22. 3% ICHA Conk CAUCIZA EICHE 2
RUEDN, bl BBESRD SNRBho Tz, KIEKRSRHITIIZEZED
MiHEF7 A0 VREIEEELIDORHEB LN TONY—2
WBEEBFITELLTHD, BEFEFTZOSHEMERT HHEMIED 5N
Bno Tz, ®

17. ERFRAREE

17.1 B RVORESH(CET S8R

17.1.1 BN IERER
7 LAOPE >5mg (Abmg) HAITREITRNRA T/ nARE M & i R
531f &5 & Uiz MIEA L _EERILEGARICBWT, TPy
> /7 AP Y >40mg/5mg (T40/A5mg) Fi&HIX1ZASmg %1 H 1[H,
SRR O 5 U 7= f5 5. T40/A5Smght &7#1%. ASmgHiHIRkg 1% 512
FET b T 7 R B ALARAR I if N R B I O ST i R B TR R

17.1.3 ERNE DEHER
FIV2 YIS >80mg (T80mg) BAAITHRITERNFA oI AR i T
BHEL 2R E U EEA L EERLEARICBNT, FILIY
IV /7 AP E > 80mg/smg (T80/Asmg) Al AHIXiZTS0mgZ1H
1, SO E L=k 5L, T80/ASmghil & #I1ETS0mg HiH ki 1%
BAZHAT b 5 7 W BEAL JRRE B R B R QMRS L R T
BiBENRER Uz, BRIIAEOLEBOTHS D
CEERIE S8 D kS 7 R T TR

PLAE I E (mmHg) IS (mmHg)
. sy | BENE FREED rya TR
Y ¢ R AITE AIE
’ KO RO | mm | mmnec | woi | a0 | memE
(SD) M| ST | (SD) TGN | SRR
[95%CI] | [954CI] [95%CT) | [95%CI]
T80THKE | 180/a5 | 98.03 | 12.% 143.70 | 8%
FE 4 : ' "s0) | {62005
EPRE @ | 603 |mwmam || (380 | 160205 Cum
f f ;fj § 180 | 98.46 | a1 | OIS g | gy [HSRIRH
% (86451) | (6.74) | [1.69,4.59] (14.52) | [1.31,5.66]

T80/A5 : FIVIHIVY > /7 L1 P E > 80mg/5mgfic & Al

T80 : )V IH)L % > 80mgHLA|

SD : (R, CI : {SHEIKR

a) HEHUMTICH T < S/ N R

17.1. 4 EIPNEE DAER
ABE M I E E 5 22501 2 i 4 & U 7= MR A (L BB M LG BRI B
T, T80/Abmgfit &% X 13 T40/ASmgli & &1 &1 H1lEl, SR 5
L 7= 455, T80/ASmglc &&ID b S 7 B FEALPLAR I I E % K DU
Hi ) E R 13 T40/ ASmghit & 4 2 a5 7z, FERIIKREZEDOEBD
THol=.2

“HERIE GO k5 7 R T TR

. Z "
BEFERNRZ R LTz, MERIZRERD EBD THo 72, SRS UE (mmHg) AR (mmHg)
BRI SSEO 5 7 R s FREY R
EERWEGSE D b5 7 B EALIIE FRRE St s | B — 5 |— '
PEARIAIME (mmHg) INAEIIME  (mmHg) T A T - Sl A FEHIZE -
- - (SD) SEEfE | BT | (SD) SEEME | AR
R g Rl [95%CT) | [95%CI] [95%C1] | [95%CT)
e | peme | ROl pey | BOTHE ) FERIED : T80/A5 & 5 5.5
g | ERED PO P, BERIZED - T80/A5 | 90.11 | 493 133.73 | 5%
T | IR e | T “’?% AT T40/A50 | (1126) | (6.71) | [3.73.6.13] (10.59) | [3.77.7.33
(Sp) | FIfE (SD) | FHfE o 1.46 214
(SE) (SE) (SE) SE) W JE 20 R [0.22,3. 14 [-0.36,4.64]
[ f1954C1] (i {195%CT) %W U | T40/A5 | 90.65 |  3.47 223 33 49 | 341 - 36,4
—akERD | (1120) | (7.96) | [2.27,4.67 13.61) | [1.62,5.19
ASTHEIE | TA0/A5 | 95.95 | 9.56 144.64 | 13.04 B | 12D | @.96) | . ] ( . Ak :
BHEAA | 26361) | 5.02) | (0.61) 5.11 (11.75) | (0.88) 7.27 T40/A5 : TIHIVIYIVE > /7 L0 Y E > 40mg/5mghit & #|
Sy 0.57)» (0. 85) T80/A5 : F)LIHIL % >/ 7 ATV E > 80mg/smahl &
Extg s | A5 95.64 | 4.45 |[3.98,6.23] | 145.31 | 5.77 | [5.60,8.95] SD : fEHEfRZE, CI: {SHEXIH
U7z | (25741) | (4.88) | (0.61) (10.36) | (0.88) Q) ESEAATIZE T < B/ — S T

T40/A5 : TIVIH)IVE > /7 L1 P E > 40mg/5mglic & Al

A5 : 7 A0 VE > SmgHF]

SD : FEHE(RzE, SE : BEMERLE, CI: (SHX

Q) FHMBUMITICEE D < SRR

b) p<0. 0001
FIME A FEB #1513 T40/ASmgRd & 41 T3. 7% (10/269%1) . ASmgHLAIT
1.9% (5/26245]) T o7z, T40/Admghc &F %GR D L BIERLF
FEDFENL 1% (3/2696) TH o722

17.1.2 EANE DAEER
)V 2 H)V % > 40mg (TA0mg) HLAI TREEZDIRA 43 7 ARE M i i ) 12
F3AB R R & U T {E %L — EE RGBT BN T, T40/ASmg
EEHI 3 T40mgZ 1 H1El, SEMIER OS5 L /-8, T40/Asmght &
FNITA0mg AR 1% 512 LT b 5 7 B AL TR I R R B O
USRI TR E CHEBBRENREZ R Uz, BRIIAEDOEBDT
HoTz,

“EEREGSED N T TR E TR

FEAR i (mmHg) U I (mmHg)
R T
By LR | G AE ; .| B GaifE ‘ .
o) | i | BEEOE ey | g | SRS
B (mpgsson B o
T40TEE | T40/a5 | 96.76 | 13.49 145.66 | 17.86
FENRA | (1530) | (5.30) | (0.63) g2 | a218) | (0.86) 1.3
Lans 0.8V (L1
STAS| ™0 | 9657 | 547 |[6.419.63)| 477 | 651 |[9.16,1350
g | (1586 | (6.05) | (0.62) (13.38) | (0.84)

T40/A5 : FIVIHIVY > /7 LB E > 40mg/5mghic & 7l

T40 : 5 )V 2 H)LH > 40mgHiA]

SD : fEdEfRZ, SE : fEHEazE, CI: (SHEKMH

a) HOGEITICED < B/ R

b) p<0. 0001
RIE I FEEL EI 513 T40/ASmefe & 741 7T3. 8% (6/15641) . T40mgH AT
1.3% (2/158%) TdH > 7=, T40/ASmglil &HIIE G- REDBIERIZ, &L
mEL EREEE. FB. b U o AN, HEEREEIN T LW TN D
0.6% (1/156f1) TH-> 7.2

b) T40/A5mghic & #I4% 5 TR E 2 80mmHg RiICE S - I EFE 2 x5 &
L7z
17.1.5 EINEIHERR (RERSHR)
AREMEIMTEF22IFNH L, TIVIVILY > /7 L0 E VEEH
Z RIS Uz, T40/ASmghit & 4| D61 [E#% 5 CRIEZN RN R S 317z
mIMERF T DO E EMGE G L. BESRA TS mmERE T
T80/ASmgll &4 B G Uz, T OMEMHF & HICRHGICX
DFERNROWINIRD SNsho iz TIVIVIVY /T LAOPE S
BiA Al (T40/ASmglil & 51 K& OT80/Admglit 5/l Z# G Ihi-BEL
i (25501) DG TR 66 DmED> ho—)LERE, JLEH
87. 8% (224/255f(1) . UUHEHA92. 5% (236/255(1) 12 L /=, T40/A5mg
Bl & H TR ERN R AT D 72812 T80/Admgfic &5 2 8% 5 L /-
EMERE A8H) OFEK THOIMEIE, T80/Asmglic &7~ &
U 72 W5 s 12 Le ~PEBR #A1fLE T7. 26mmHg. U # 1L )E T8. 61lmmHg
WTNHEME) FELEZ, T, FIIVIINLY /7 AOVE R
AROREEEREH LR, RAMICHER R0 7,
BIERFEEIEIGE, T40/ASmgRl &A1 TL. 9% (4/21141), T80/ASmgHL
BHITA 2% (2/48%1) TdH o7z, Ta0/Admglic &FIIRGHEDEIWEHIIAK
PIPED F 0. 9% (2/211%1) . IfJEKT0. 5% (1/21141). #E520.5% (1/
2114 T, T80/ASmglt &% G- H#E DRIWERIINEF2. 1% (1/48%1). B
2. 1% (1/48() TdH o7z

18. EEZNIEIR

18.1 e

18.1.1 FIIHILE Y
FINIHNY RECMEFRBOY > AT >0 (A-1) %
1471 (AT) ZHERIZBWT, AHNFTEME THHA-T EERY
ZHEPL. TomENMEERZIHT 2 2 LIk DBREER 2 FHE
T5, FIIHIY COATIZEREMETZE < (Ki=3. 7aM) .
ATVZRED S BITREE L2, TV I H)ILF >1310~10000M D
PEEHIPH T, A-TIC X 28 Y FREIRAZE A O 18 A St AR
2, BEKAENICAEGICBE S8 5 &I R AU 240 ~50% #8013
b, FAEAEEI200BICBNTHEERIME N ENR 2R, 1
RN TH D, /2. TIPF U REEETHHACE (F=
F—F ) Id L TIREEFEZE KIF S 10,303



18.1.2 ZAAPE AN VESE
MR DB FBAAREME I >0 L F v > FIVICERICHES L. Ml
JANADCa2 T DIFAZIOEIED Z &Ik 0, HMERLKRMIME D
WM EMES TS, WV LAETEROREBIZEIRTH D, #F
BTH D, £z, OMFEEMATZE<, IEFRIREIED SN TN
7, 39.39),35)

18.2 FEE1ER

FTIWVIVINI>HDNWIT7LOPE VEMBD D WEHHHICKSEH
ZOWT, N OWmEND 5.
RETOBESMEEARES v b (SHR ZHAWT, 1lmg/kgT )V
IYIIEY P &U5mg/kg A0 P E S EIHLIEREOHRS L. 5HBERE
BAICMEZBEL - EZ A, Img/kgT IV I HILY > K U5mg/kg
7 AOPE N, ENENHEMZ LI X 0 FEEMmE 2 25mmHg (K
TLU. FEREOMERFERZ-R LUK, KIZ. 1lmg/kgT IV I H)L
&>, smg/kg7 A0 Y E P TIHLESH MR OS5 270, #%
REICMEZBIE Lize TIPS ET7LOPE S OHKS
WX DMmEICKRT ZEMT. BEMHEGICLdmERTER K
25mmHgDEF) TR, FEALMTFEFEHN (H50mmHg DK
) HA5NT,30

19. AT ICEY HE(LZIME
191 FAIHLE

Mg
N—CHs

N=

N O CO2H
HsC N%I O

CH3

—#4 - TV HILY > (Telmisartan)

{b%:4 : 4 - {[4-Methyl-6- (1-methyl-1H -benzimidazol-2-yl) -2~
propyl-1H -benzimidazol-1-yl] methyl} biphenyl-2-
carboxylic acid

5313 ¢ C33H30N4Oz2

5 T&E :514.62

R A~ ECOREREOM R TH D, FRITIHFITOT L,
Ay ) —=)NIEFIZLK K, T /=) (99.5) IZHid TR
Tz <, KITIEEALEBET RV, HEREENED SN S,

19.2 7LRAZPE YN VERE

WEk: e X

HsC/O : O~ _-CHs SOsH
0 H o . ©/
©/c1

—fk4 7 L0 PE S ARNIUI)VEER (Amlodipine Besilate)

{b2%4: @ 3-Ethyl 5-methyl (4RS) -2~ [ (2-aminoethoxy) methyl] -4~
(2-chlorophenyl) -6-methyl-1, 4-dihydropyridine-3, 5-
dicarboxylate monobenzenesulfonate

7T - CaoHasCIN20s + CeHpO3S

4rT& 1 567. 05

PR A~ EOAORKEEOB R TH D, AF J —)VITET
29, I /=)L (99.5) IZR0RITITL< L, KITHET
IZ< W, A% ) —)LIEHIKR (1—-100) 1 IHEetEE RS R0,

Al R RI198°C (R

20. FIRWLWLDEE
SEBETEL TS ENBHDOT, Ml - LiE 8T TR
35T &,

* 22, ‘G1%E

(FoLOREGEAP Th—71)

10082 [108£X10 : PTP, #t&IA D]
500%¢ [108E %50 : PTP, ##KIAD]
3008 [NT. HRFIAD]
(FZLAOE#EBP Th—71)

1008 [108£X10 : PTP, #8KIAD]
10082 NS, EEFIAD]

O/\/NHZ

T UG SRR

TX-7
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