% 20254E9 J 2x 2T (520
20244F:3 A 2LET (4510
B SRR
EEAR - 34

BAREEmIEES
872149

BB HHERBLSRIEAT BEIE T 0 v H— /S CalERESH
HEEFS FTIVEYILFY

- 7 LOJEYRY VESESE

g T I Oaaz APIYDA ]

FSh0Ea:=BP YDA

TERAMURO" Combination Tablets [SAWAI] 52 & 5| 22900AMX00166000 | 22900AMX00167000

[ERE V=l ISR HOL I E TRBUR L S e Rl

2. ZR(ROEEICIFZRSLIFVNT L)

2.1 RAOWHG ROV e Fuy Y v JMLEWIc L iuE
DEEFIED D 5 B

2.2 MR SR L C W AR O & 5 ik [9. 5517 ]

2.3 P OF WA TEVWEENIEELRTREEDH 2 &
#19.3.1%1]

2.4 TYAFL V7 VBRI ARG TR ofERFEE (7272 L
D BEEERY T ChbaBMEDT Y ba— VgL <
REOEZ %) [10.125H]

3. #8m - IR
3.1 #86k

% | 77 LAOREEAP[Y U4 | 77 AuEAHEBP[ T A |

HRETFVIVLEY ~ A0mg|HmT VI vy v 80mg
BRI BR70V sy RYVERE (HE7 203 ¥ Xy Vi
BE 6.93mg 6.93mg
(7282 L L Tmg) | (72uPErE L 5ng)

FovFoNu ., BEEEKT A B, BLT Y o =L
. AFT7) VMg, FVr, e Fuxy ok
O— A, 70 A0—A, ¥v7 T IT—)1L6000, D-¥ ~ =
b=, XNV, FouvxrsuaI—)

I

3.2 Bl

% | TIAuBEHAPIY YA | 7 A afaEBPY T 1 ]

SW
V7 i [ (N =:
BP

# e TANKT—T 1 VT
[ERS Wk
4% (mm) 8.6 11.1
J£ & (mm) 4.1 5.0
i (mg) #9250 #9495
ENGSN SW 7% 41 AP SW 7% 41 BP
4. FhEEXIFFHR
=InERE

5. MEEXIFHRICEBIET HFR

5.1 BERIMEMK T OBENEDND Y . KH % & MLEHROE—
BRI L L vz &,

5.2 BHIE LT, FIVIHNVY L 40mgh "7 210 Y ¥ »5mg%k
FEHLCWwaaE, Hor0vidwnihhr— 2l Lk a >
PO = VHBRYGHRGEC, TIVIFLVE /T AR E Y
40mg/5mg DY N B2 A Bt 5 2 &,

5.3 FHI&E LT, FNVIH Vg v80mgh N7 20V ¥ ¥5mgk
BEHL T A6, H50IEUTOWT Lz LINEZ
MO UG REGE. TVITVE /T aa Y s
80mg/Smg DY ) B 2 A W35 2 &

- TV IS 80mg
STV IV A0mg K N7 41 V¥ U 5mgdD B
CFVIHVY /T AT Y Y Y 40me/Smelit A

6. FiENUHAZE
B AT HIEIGE( T VI vy v/ Taud e LT
40mg/5mg X 1280mg/5mg) % #Z113% 53 5. RHNTFEIMIE R
FEOHE—EPEE L L THW R W,

AP BP

BJi ST 20174E6 A 20174E6 A

7. BERUHBEICEET $FE

71 UTOFVIYLY v 7 ral sy RUVBEORD: - B
wEHE A, BEBIIRFOBESEEZET LI L,

(FIVETILF V)
FHL. RAZIE TV I LY vk L C40me® L H A O 5
T5o 27201, 1E|20mg7;>%?x5f’2ﬁﬂ&u Ltk =9 %, 7
B il - SERIC & D BEEE T %05, THiRAFHS-=1380mg
FTET D,

(FLOJVEIURYVEEE)
FIMEEFRR TIE, B%, A 720808 L T2.56~
5mg%1EIllElﬁD?§5¢éo B FERIZIE DB E S 5 A%,
BRI IZIH 1AII0mg T THR$ A 2 LS TE 5,

7.2 WEEDD 5 $%b WE5TAYAE, TVIVIVY /T A0
VYV E L T40me/SmegE B A THS LAanE £.[9.3.22H1]

8. EELEAXNER

8.1 AN, 7NV 3IV ¥ »40mgid80mgs 7 210 V¥ ¥ 5mg
OEAFTHY ., TNIVNVE v eTaud ¥y RFORIEND
BHTLBENND L7200, BUNARROMEHEHETT 52 &,

8.2 BEIFMEHICHD I, BTV, L5229 H5bNLT &
WHHOT, BIMESE, HI)EOEIRE GRS % B
FTAHBIITERSEL L,

8.3 FTAI2AREIIIE T LW EDEE Ly, TP T 0

T ZAEREIAIB G- R O BE L, R Ty = -
779%%7?V%@Wﬂﬁmti%%E&MEﬁT%E:T
BN D 5 o

8.4 ZF%W)BZ BCTHLTIVINVY vaghT 721
ZHRFETHIR G PICF RS OEELRITFEESD S bzt o
W53 5 OT, HREMA Y T 2% &, BIEE 5127
)T EL[11.1.55H]

8.5 KAIDWSGTH 57 20V I IMAERE P2 E < &5
Ik D BRI R BRI R DTEO SN L DT, RKEFKG P IkEIC
MOREER Z AT 5 & &i1X, ARG ERBICEET 5
7 EEEICHGTAHI L,

9. ﬁi@"gﬁﬁ?%¥%luﬁﬁiéia

BIHE - BIEESFDH 2 BE

9.1 1 I ERIRIRED S D BEXEHE
BE
HRERCEREVEHI S NLGEE RS, HHIZET 2 2
& o HIFE DD RAERE S BEOKTIZ L ) Skl ZE %A
ZEASELBEINDD 5,

9.1.2 BAVUY LAMEDEE
HRERCEREVEHR SN EERE ., HHIZET 2 2
Eo mﬁ‘)ﬁAmﬁ%iﬁﬁév&%b%ﬂ#%éo
T7o, BRREEE. a2 MO — VAR ROBERFEEC LD I )
2 MEDTE 7 DR T WEE T, M Y AMEICERT A2 8,

9.1.3 RMEREDH D EE
WEORIES ML A EZ TSR L, REEEL IS8T
Nhd %o

9.1.4 BEERIBEFEPOERE
BHER»SHRGZME L. MR 25834 I121T) 2L, &
i%f(&ml}E1&T%E:¢£%ﬂﬁ“a%éo[11.1.45,5.’.’\]

[{=)

THEHIREEDS D



9.2 BikEEESEE

9.2.1 EELBEZ(MEI L7 F={E3.0mg/dLL EDIFH)
DHBEH
EHERE T BAL S A BENDD S,

9.2.2 MAEBERHPDEE
BHEPOHSZHMA L. WET 25 EAIT)IT L, &
BaMERTE2EZTBZENSH 5.[11.1.4, 13.251]

9.3 FHEeEEEEHE

9.3.1 IO WHh B TBLEERIIEELIEEDH 5 EE
B LanwZ £.[2.3, 9.3.281]

9.3.2 FFikRElEEEE
T IHIVE AFFICET ISR SN D 2D, T IS
CDI)T I YAMPRTTHIEN DD, T2, HHEIZBWT
JFBE 5B B CARK O I IR EE D3 ~4 585 F A5 5 2 & A3l
ENTW5,[7.2, 9.3.1, 16.6.1=]

9.4 &TEREZEE T &

9.4.1 HIRT DAEEMDH B
IR L CWAZ EREINT T v I 7 v ¥ VAR IEE
FIXNET V7 vy v TR 2 L. RE - #rk
WA (A G, HE - - BoOBKAL, SBTE) 2550
SNTBIDHE I N TWEY 2,
AFNOBGIET B, RBEOAMEE S ERE L CRAR G O
Uk L NN o N ()l MUDY St b [y ek i [ et
ENLHEIZOREGT LI b, T, GV LELRLEIZIX
WOFEEFHICEE T A2 L.[9.58H]

(M AK B G- BEENITIE L T nwz E 2T 8, KK
bl HIRL TWiRnZ & EERMICHERET L 2 &, %5
IR ASHIIA L 22384121, IEB G2 ks 52 &

@) KDBIHIZOWT, REFEGFAMGRIEEICHIT 52 &,
T2, ML LBEISLHIT S &

IRHRAICARF R LA IBIE - BRI R R
VAT HBZ L,

CHERASHI L 72 AZ B L A A, sl A IS R AR
THZE,

IR A RIS A A, HBEICHRT 52 L.

9.5 1FiF
g OIIEIR L C W B WREMED & 5 i35 L nwz &
PGP RS L 723121, E B IS 2 kT A 2k,
IR ORI AR 2 &8 7 v DF 7 v v v T2 HEET
FIXNET v 7 vy VERBERAERN 2 G SN2 BB TE
AEAE, BRIR - FrAR o, FrAalRoMRImE, FAE, 5
H) AE, EEOTBRA K OFEAKMEAEIC L 5 LIS
NDME O, EEHE O, MOKEREENDH H b
72 DWEND B,

TLauY Yy TiE, BWERCIHERRYN G 9 A L R
T OGRS IERE T 5 2 EARO LN TWAE,[2.2, 9.4.1%
1]

9.6 1Z3.I%
BILEZWIEDRET L, TIVITLT v OBWER(S v
M) T LHH~BITT A2 EPHESNTWE, T2, 7L
IV oM ER(T v NHAER, HAEROSSE R OFEE)
Yo 53 ER) ©15me/keg/H UL L oF 5-# T AR
DAHEFFR O T, 50mg/kg/ H #5-5 < H A R oA E &
B IRFGE DR IED G ST b,

TAauTE T NMERLHBABITT A 2 LHmE STV 5Y,

9.7 INBE
INBE R R G &L RERBRIEER L Ty,
9.8 SinE

—MIEEOREIL I E L vk SN Twb, RS0
ChHEBLNNH B

10. #HEEA

TN IV Y E, e L CUGTER (UDP-7 v a ) v
FIUAT2T5—E)CL BTV 0 EBREEIC L o TREFS
n5,[16.42M]

TAOYE Y ORBIIETE L CHEYAHEEFZECYP3A4D S

LTwaeEZLN TS,
10.1 HEZZSHALEWI L)

FAIF

B ARIEIR - $i 185

Wiy - falriR T

TYAFL YT IVERE
7T LA
Ch PRI B (5
LH¥fe 72720,
DIEEEFREZIT> T
ZBlEoay ba—
VBZELLARDOR
HE ) [2.421]

FEFIEMEN 2 b, TR
REREE. @) v A
fE N OMRIE D ) A 7
BInAEE S Twvb,

FUIHLE L=
VTV T Y VAR
PR Ao S L 5
RS D % o

10.2 HEER(HAICERT ST L)

A

B ARIEIR - i85

Wiy - falriR T

vakLy

FNIHFILE L EDPE
B2k, iy ax
VUBRES LR L L
DWEDH BV,

FIVIFNY L KT
AN

RPN SIS
2A¥a /)57 b
F) T ATL U

) 7 NHFEFH]

M7 ) 7 L EEAS b
ATLBENDD 5,

FIVIHYILE L HY
7 AR R S B S
LBENDD 5L,
fEbE R o I E R AR
[EEDH 5 B

1) F 7 2 B
JEBRY) F 7 L

TV F Ty AR
BERMEA & OIS
Iy, VFyahESE
R NP R 2
TWw2,

FNVIV VY v Wk
EHFEIAHTH B
. FrUV ALK Y
ARV FTLAF Y
DU e 3 5 &0
bNTWwbizH, 7V
NI A% A N Ry PN
2|1 o B S
Iz rbEZONL,

FI R B 51
Jut3I kN, M)
TV AFT Y RE

[11.1.4&M8]

BHAMERT £ RS
THEENDHDHDT,
0 5 2 5 % B
L. MRS A A
a1 S &

FVIHFLE TR
FEER CHEE T 21 C
W HEEICIEL VR
PESTCHE L T B B
B, RENDZER) L
A

AT oA FUPLLE
3 (NSAIDs)

HERESBED LD R
YL, BEEDODH L H
FTIRAEEEE 2]
SEZ SRS D S,

FNVIYNLEY T
2B 7T T A
ELEHICE D, BILR
wPRTT5-08%
ZbNb,

FEFESE DR R 2 RS S &
5 LG STV A,

FUIHILY Lo ImE
IRIER A3 5 70
AETT T DER
MHEINL 20, &
JESE o M EAR T 1R %
WEEEsEHEZ LN
TWwh,

ToIF Ty AR AEREESETEE VIV v LS

Fi SR B S REREdE, EmAh U A v -T YV F T 5%
JE K ORI E 28 & 3 |[EER N ER IS
BENDDH DY, WEEEDH 5.

TVAFL Y7 )VESR B RS, S ) | T Iy v L=
LME R MRIME A | -7 v VT v VR
ST BENDLD L, |HEEHPHEHRSIND
7 B, eGFR2Y60mL/| I REMED D % o

min/1.73m*% {iff & H
WeREREE D & 5 BB~
DT)VAFL TN
[ & OBEHIZ DWW T
3. HEEERL SR

WIS 54
fr&EErs &,
BEIE 2 AT 534 (BEFERAPHERESNL | 720 Yy D HEIZ
BENWDDH 5, TE 255 2 BE 1
Wd 5o




11.1.10 SEFERERE. BMEGEAN, M/IMREA (3 b SEEEA)
M1 BEIOY I GHEAR])

IR, ©FVEOIIHERDYH 5N DE Z ENH 5,

11.2 ZOHthDEIER

ESiES BRAAEIR - 5B 5k W - fERBRRT
CYP3A4[HEH] Ty 2uvA Y RY|T L0 ORHN
T Au~A T UNFTELLOIFHBAWICHES NS
TUNFTEL 1LY, 72AuYE U|EESELZ LN,
JrFEN DI IEEN EH L7
A NTaF =V | EOHEND D,
CYP3A4:%EH] T7AaT Y OMPEE|T7 A0 P ¥ OR#HH
DAV A IMET T 2BENN D5 R SN AT HEME D E

AbN%,

gV —=77N=
Va—2A

7LDV v OBEE
HsmshsBEh
%

TL =TT NV—=JI&
INDZHAHRT LY
Yo oA E L.
TATTY VO
BEDS B5- % W RE A
EZHNb,

0.5~5% A | 0.5% A A
W BIE s, 55 ZH . CAME, LB,
ZIGALBE, JCHLBEUE. 1ML
R
FAAIRER BRSO T R AL o £ v, B, IRE. AR, BEHo
B TARD K BHE, AR

& W) 2 KEE A0 E
EEINIEIL A R RN
SRS MR

VYINARY T

TAOTE URYIVER
WE U NAYF
80mg (E N KK FE D &
HE) EOPHIZE D,
VYNAEY T DAUC
WTT% L5 L7k o
END Do

BFIEIATH 5,

iR B, GFERER BA | M ERkEE N, AR EkE A

NETOE A, B

TEBR SR K E ORETCHE, IR, RS
MRy ES MG, W4h
ke @y, AR, W
E7uy s, ifEk, 13T
D, »A620E, I
JE. Bk

Z 7 ul) AR

FTAOIVY RV
WEopHIcLy o
) A A O L R
WMERAL, BEESD
¥ 1) A ADOREH
DEETLBENDDH
bo PEHERICIZY 7 0
) A ADIMHEE % €
==L, LEIIBL
THrnual) A ADHE
ERETLI L,

7raY¥ sy rn
Vo AE, FELT
CYP3A41Z & ) L3 &
na7:o, fFHIZELD
Z 7 u) 5ADRHD
[HE SN2 TREEAE
AbNb,

HALE O, OWg [GERICE D) HARE. &
WO PR A g | BOR IR, IHIEA R, LE
B ER R i, oL L MRS MEREL Boe B
AP R | e i, HREAE IO
R, MR, RS, RS

JiT AST. ALT.
Al-P, LDH,
y-GTP.L 7 % »
IR AR S

ek

|2

% e il 1% Sthfn, W R BN, I B

J&, I B

1. ElfER

ROBWEH D H 5D Z e HDT, Bz 02470,

FEDRD SN

5T &,
1.1 EXKEHWER

*11.1.1 MEMZEE HEAN])
B, TV, WES - WESH, SR OREIR IR & 3% IR IE
BB DAL, MEIHFIES (2 X 1) IR R EE 4 e U 7R s &
NTWbo 72, B, TR, B, TR ek B st

PRI B DD

EDH B

11.1.2 @AY D LIAE HEEAW)
11.1.3 EtEEERE (B AN

SMEEEE T R LB S Tw b,

WG ik 5 7 L) ALiE & 47

1M.1.4 Yavy, K, FEER (9L BEAY)

WE MBI, EREREN S b b

YralZid, EHICEY %

WEEFTH 2 Lo[9.1.4, 9.2.2, 10.25H]
11.1.5 BERTR. FHEEERRS. =|E (9 S HEAD)

AST. ALT. Al-P, LDH.

y-GTP® I

EWHLONDL I LHH 5D [8.45H]
11.1.6 {EM#E (I AH)

BT, ZBIERE, Wi, TOEA P, a8, TRk
EEND S DN froc

WZiEG e kL,

F-55 % ) IF R e IR

L) 70 LT %

Lo HERIFHERTOLHETH LN T\,
MNA.7 PFT745F9—BFHERD)
I R, MR, WRBEIEEASER E LTHODbNH T L

NdHbo

11.1.8 FAEMERRE I A])
FEEN, TR, DPOR N, MOERXR SRR SR R
LML EDWHDHOT, ZOL) a3 2HhikL,
RIERE AV E YR ORGEOMY BLEEZIT) 2 Lo
11.1.9 t&RUBHRARRAE (LA W)

AT, BT,

P U E R 97 %

CKEF, MR RFIA 7o EA7%

T L 3 D RFRIED H bbb T ENHLDT, TDX
I EEIITEB IR ek L, M A RLE T L. &
7o, BEARUCRMERE S X 2 SUEBRE OFEICEE T 5 2 Lo

_3_

WABR - A5 i 7 v7rF = ki,
" BUN_E F-, 1 H bR B il
AOREROL PEIREE,
P2 AR N g =l
P, FhielEE, SR, Kl
iz

R TE ML A5Fa—) Eg,
PEIR. I, R 7’
7 R
B I BAEA . A E. TR,
Fi 9% R, T RCEEAEE
5 EEERITIE
BRE M A ) 7 A LF{E S ) 7 284, &) b
1) v L IE
— ey W57 R, B, L
R . B, LU, fRER
. ARERA, PR
Z Ot Huw, s, CK|REA, HoF 7T 7K,
L& A, B EE, R
H. oA, BRERgE, A
YTV AFRER, RS
g, e, BRmiE. %
W BB B, WA
FE, BEIEE. CRPRE
13. BEKRS
13.1 fEIR
T IV v o#Ei A (640mg) 12 X D AR K OSEIRAS
bbbt OWEND L,

TAOVE TR, BEORMNEILERICEY, Yavrxh
CF L WIMEM T & SRR T2 20D %,
13.2 L&
TN I TMEEE SNV /20 T IFIVEY Vi
MBI X > THRESI NV,
TAOVE I, BEABEEIEWZO BT L BBEEE
BTV T2, TARYE U RV OVIRIEIREIE ISR
G LEA, TAaT Y XY OVEEEDOAUCIZ9% A
L. RA2ER 2 Tl349% WP Lz2 &b, T2V E YN
DOV S G- R OWIEIHALE & L TR 525650 T
B EHHEENTNSY,[9.2.281]



14. BRAEDER

14.1 FERIZAFOER

14.1.1 PTPAEOHEHFIIPTPY — F 25 L TIRET 5 &
ITFEFT DI L, PTPY — FORREKIZ X D . WA EE
AL, 213l 2 B2 L CHERBIR 250 EE 2 46
SEERT LI LD D,

14.1.2 K#| 2 £HICIRA L T2 B33, BHARICIRET
BEIEERG AL L. AROWGTHELT VIV VD
YR EFOBE L 2. EEEEEGS L A, Bk
SIS TIVITNVY COMHRENIEL 25 2 Ll En
THY ., BIEHDEHT 52 BZN0H 5.[16.2.151H]

15. ZOMthDEE

15.1 RARERICE D B
HEERIEH SN TR WD, TAOJE R IVEREIZ X 5
PR AR ZE R AR (LR %2 &) iR H 7z & ot
EDD D

TR L AR G L I G E THEML CB Y, TaB Y E Y
BEMFEGAC L BTV I T v OENBEANOEEIZBD SN % Do
UV EANT— %)

HEARFORKBEHBEZTF VIV LY /72T ¥ Y E L T40mg/bmg X it
80mg/5bmgTH %,

16.1.4 EYHHRF LR
(T3 LOEGHRAPIY DA 1)

7T AUEHEAPI T T A 1L I 2 0 EHEAPE BER AR FICF

NENE(F VIV IVE e L T40mg, 72TV E & L Thmg) 22

JERF RS (7 0 AF —N—=F) L, T IFIVEY Y ROT7 A0

DY OIMBEREE A NE L. 55N T 2 — 4 (AUC,

Cmax) 122> T90% 12 HEIX FI 12 THEFHIRNT 2 17 > 7285 %, 1og(0.80)

~log(1.25) DFPAN TS V) . WHIOEWF RSP HER S22,
FHHN el G OSEBIE X T A — 5

16. ZMENRE
16.1 MARE
16.1.1 BElES

EFERANBFICTF VI VY /7 58T ¥ 2 40mg/5melt &7 Kk 057
WVIHNE 2/T7 A0 Y Y 80mg/Smglit A H & ZefE R LR AR 1% S L
2L EDOFIVINLY U RNT AT Y Y OIYERE/ST XA — & 1T DL

TOLBY THolze HAID L & EFERIZ,
U ER LD,

TNV IHIE ¥ DCmaxtd

TIVIHNE v 7raVE Y
Hi[al - 40mg/5mg | 80mg/5mg | 40mg/5mg | 80mg/5mg
i &7 f &7 f &7 [iaR;l
[ 30 29 30 29
Cumax (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)
ti2(hr) 20.1(35.9) 20.5(29.2) 38.4(18.9) 40.0(13.8)
o) 1.50 0.750 6.00 6.00
(0.500-4.00) | (0.500-3.00) | (4.00-12.0) | (6.00-10.0)

AT it (A 22 B R %L [ % 1)
a) Pyl (e M-Sk A

16.1.2 RiERS

HERERL N T-24B012 7V IV & v 40mgdE & 7 20 Y ¥ 2 5mghE, X
ET VIS 2 80mg( TV IV Y v A0mghE X 258) L T ATV v
SmghE & 1 H B0 H W 2GR g G- Lz L EoT v Iy v
L7 20V OFEYBAE ST X —F ZUTOEBY) THhoTo T
VIV Y OB, W GEEE b ICHER G RICIENTR
RE L, BREBHIZL.4~2.0TH o770 T2 TIVIFIST ¥ Dtoak
OV, WS- L b ICmEG-% & RS- % & CHEUL Tw»
720 HAID & & LREIBRIC, TIVI TNV Y OCrad IHEILLLEIC EH L
Too =i T ABY Y OMEERIEERSEIL Wik E S I mhk
HHICHNTE L, BEARKIE3.0~35TH o720 72, 720V E
¥ Dtma S OFWNE, W85 & O ICH ARG & UG-t & T8
LTz,

e siss TNVIYNSE TAOYEY
P T40mg+ASmg| T80mg+Abmg | T40mg+ASmg| T80mg+AbSmg
1|65 12 12 12 12
E Cunax (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)
tu2(hr) 20.1(43.0) 18.4(28.9) 40.8(14.1) 41.1(20.2)
() 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 | %L 12 11 12 11
E Cunax.ss (ng/mL) 116(51.2) 398(95.1) 8.98(26.6) 9.69(35.6)
AUC+ ss(ng-hr/mL) | 766(45.1) 1370(72.1) 168(26.9) 190(35.5)
tz.ss(hr) 19.0(32.5) 18.8(28.2) 40.5(12.4) 40.7(16.2)
oo (h1)? 1.50 0.750 6.00 6.00
(0.500-3.00) | (0.500-2.00) | (3.00-8.00) | (3.00-8.00)

Cmax Tmax Tz AUC*
(ng/mL) (hr) (hr) (ng-hr/mL)
7|59 L oA HAP
)é/ (477 4 | 124.8+66.6 [2.1+1.2|27.2+13.7 | 1477.3+887.7
H—
v
% |37 AU ASEAP 136.6+90.1 [2.2+1.4|26.4% 8.2 | 1536.8£987.3
v
7|7 7 A uBLASEAP
é T4 4 | o 3.17+0.78 |6.8+2.1|41.8+ 9.4 | 154.2+ 46.9
5 IH AUFEHEAP 3.16+0.71 |7.0+2.4|44.3+ 8.5 | 155.6+ 41.1
TN IHILE Y AUCkow 7 AT Y E Y 1 AUCo 14nr
(Mean+8S.D.)
250 —e— 5T AOEAHAPH T A |
% --0-- 2L O A AP
i 200 Mean+S. D. (n=20)
>
)2
3 150
i
)%
5100
i
bl
K50
(ng/nL)
NI R T [SeSTC
0 17345678 24 48 72 96
0o 1o 154 OISR (hr)
ar —e— 75 LD AHAPTY T A |
ifiL --o-- 2N LA OFREGEEAP
L3 Mean+S. D. (n=20)
s 3
7
N
o
% 2
e
a
bl
J 1 ‘ng
(ng/mL) Q\
5
Wi ] L1 11
0m345678 12 24 48 72 96 144
Lol 1 545 OISR (hr)
(TS5 LOBEEHEBP[YD11)

77 AOREASBPIY T A & I 7 A O AEIBP R R AR FICF N

FNLE(F VIV Y v &L T80mg, 7A4HEYE Y E L Thmg) 28

BRI O G (7 0 A —nN—=) L, 7V Iy v R7 a0

Yo omBEigrE 2 fleE Lz, BN yERE s 2 — 4 (AUC,

Cmax) 122> T90% 15 HEIX I 12 CHRERHRAT 2 17 - 7245 . 1og(0.80)

~log(1.25) DFEFNTD 1) . WiHI A& WA R EME D TR S 22,
KA G G OSEY BHE N T X — ¥

AT M (AT FREL[ % ])
a) LA (/M- H K AIED)
16.1.3 FILEZVILH Y EF7 LOJVEY DEEER

TR ST F12601 7 v 2 )L 7 »120mg™ & 7 41 P ¥ 2 10mg™ %
BERPRG Lze &b 720 Y E v 10mgx MRS Lz & L 01H1E
OH MG G- OSEYBIRE % Ll L 72458, 7402 ¥ v oM
JEHERS (3 A G0 & PR G THEMLTB Y., T3y v
BERFEGAC L A7 28 D ¥ Y ORNEIENOFEILED b N o 7210
MEAT—%),

TR AT 364127 )V I V¥ »80mgk 7 4B Y E »10mgt & ff
G L& TNV Iy 80mew Bk 5 Lz & & L D1H1A
OH MG G- OIS B % Ll L 72458, 7 v IV » olmsEh

Cmax Tmax Tz AUC*
(ng/mL) (hr) (hr) (ng-hr/mL)
7_‘ _— = Fie e y-s
W |77 BUEEEBP| g1 34507 0 [1.2+0.7|26.3%14.6 |3734.3£2020.1
Y 4
4-}—
2
% |35 AUEAHBP | 781.54568.0 |1.3%0.7 | 22.8+12.4 | 3887.8%2360.6
v
7 |7 7 & v B4 §EBP
L\t = 3.01+ 0.53 |5.1+0.3|39.1+ 5.8 | 122.9% 26.6
5
ElinammasBe | 3.07+ 049 [4.9+0.6]38.9+ 7.1| 1216+ 27.6

KT IV NE 2 AUCowe. 7 2H Y E Y 1 AUC 1aane

(Mean=*S.D.)



1500 | —e— 55 A0 EEBP T A |
% --0-- 3 A A O EEEBP
i Mean+S. D. (n=33)
7 1000
¥
)
5
> 500
b
E
(ng/mL) i
L1l e o
0 345 24 48 72 96
0.850.67 1.5 FEEH IR (hr)
ir —e— 7T AOEAHBP YT 1 |
I ---0-- A LD AFEBP
i Mean=+S. D. (n=24)
q:
7
I
o
C
>
(ng/mL) ‘{\“{’
AMHHH 1 1 l”_l_”_H
OMesds678 12 24 4872 96 144
080 5 TLs S ORI (hr)

M 7 5 ONZAUC, CmaxZ /35 X — %1%, WErg omEiR, K
ORI - BEHSF ORI L > TR DML D 2,

16.2 MR

16.2.1 BEDE
i HE BN BB 32060 (% T &16B) (2, VI vy v/ 7aa Y ey
40mg/bmgle &HI K N F IV I vy v /7 21 Y ¥ 2 80mg/smghit & H
FHEEREORG L&, TV JdEGRRG CEERR G2
A tmax D B AR IE (1% 1 4.00% OV3. 008 [, Z2JEIE : 1.50% O
1.008: ) Ly Comaxht FAUCIE 2 463~T71% S U832~37% T L
720[14.1.251]
—Ji. T A0V E Y DCmaxs AUCK Vtmax I 225 & £ 123 505 &
THEULTEY ., AFOREIZ T o729,

16.3 £
FVIFNE DTy MR b OMBEERARESRIX. i vitrol Oin
vivok H1299%Lh FTH o 721,
TARYE L MISERN L ORAHEIZT.1%6n vitro, FHTRENT
B)THo9,

16.4 {8
TIVIHVE kI L L CUGTEER(UDP-7 v 7 u /) v hT v A
TxT—ENIL DN VAL > TRFSNL9,[10. 3]
TAUTEYOFELLEPREEEII e FOE) U VBROBILL 2 Y
)Y VBRERR O ZFOBLIT I K TH D7,

16.5 HEttt
TVIHNVE ELT, LTOWRENH L,
FERE AT T2 7 )V SV 8 20, 40, 80mgx Z2fIE I |2 i [l 1 #% 5-
(BEE6H) L7k &, REMRIZITE A LRPICHEE ST, %5424
B F COTFHRFBR PR Z, WTFhoES5EICBWT350.02%
UFTHo7219,
T FER A F-561114C-7 0V 3 )V ¥ 40mg % ZefE L BRI 15 L
7ok & PG RB1A4REE F TORGIRED IR L O PRI I3 2
n#0.5% K U'102% TH ) . WISz T IV I v v O KREBG S E
Har Ll IciEt S 2 UHE AT — 4 ),
TLAOTE U NUVEREE LT, T OMEH 5,
fERER N6 7 20 Y ¥ b L T2.5mg™ Xid5meg % HIARE I 1#%5- L
WAy IRHICRE R L LT s N2 EE NS wWTh ok
a2 BW T R REACRIEI SR I 52405 F Tl G- R0
3%, 144B5F F TISHI8% TH » 720 F722.5mg™ % 1 H 1[ul14 H R H#f
PG LA o R P HEM R IS G- BMG6 H B CIRIZE R IREICEL. 6
HHRBEOLH 472 ) OREALED R P HEIE126.3~7 4% TH > 722,
B 260 12 MC-EER 7 4 1 P ¥ 2 15mgt? & BRI %S L 728 As
5120 B F T2 G BED59.3% (3R, 23.4% 133 12 PR &
. PG RT2ER] F TORP I FEDI% I RERTH > 720 Z D1
WD R B AR SN0 (FHEANTF— %),
LB, INSRBIET 20V U % Lo CEIWERIZID STV,
HEVARKOAKBHBEEX T VIV LY /T 20T ¥y E L T40mg/Smg ¥ i

80mg/5mgTdh %o

16.6 HEDERZERTITDEE

16.6.1 FFigEEEEEE
TVIHNVE L ELT, LTOWRENH S,

JF RS2 1260 (Child-Pugh4348A (889 © 8B, B(HPEE) © 460) 127
VIV 2 20mgl O 120mg'™ & RIS L7z & & MRS ik
L Crmaxtd4 .58 J2 U315 18 <« AUCIZ2. 58 J2 02 ThE & 2 - 7220 (SEE A
F—4).[9.3.228]
) IFREED S 2 BE TGS 2 HE ORISR HO0mgTH 5.
TLAATVEYRYIVBEIEE LT, WTOHER D5,
B T2 % (Child 3 38A B)SHIZ 7 28 Y ¥ v & L C2.5mg%k HiAl
5 L7720 a, BRI L, 5721 B O M RE2F =2 -
F L. tie. AUCIZRREEZ R L2 AE BEEIERO b a - 722,
16.6.2 =fE
TAOAYEYNYVEEEE LT, WTOMEDRH 5,
AR ME 6B (B 261, Zeafl, FIERTI. ) Ic 7 aa ¥ &L
Thmgx HIAl, K O8H MR EH S L7224, B G E G s
(6B, FIGER22.35) 12N, Coax Xt CAUCIZE BIZEEZ R L 72
P Rl B EEIED SN Do 72, KEHRG R IZBEEDMFE T 7
A0V EEIIEEL LD OE MR LA, T088 — VITEES
WML TBY ., BEETEOERBAHERT 2MEANLED SN h o722,

17. BRPRANE

17.1 BERURZLMEICET 5558

17.1.1 EASE DB
7 A" Y Y 5mg(Abmg) A T B R AT 55 2 AR LT B
531Bl &k G & L 7o AL “mEREGRRIZB T, 7 Ity
/7 51 Y ¥ »40mg/5mg(T40/Abmg) Bt &7 X iZ Abmgx 1 H1Hl, 8
SARRE RS- L7z kE . T40/ASmglit &#ld. ASmgHAIfkF% 5-12 1t
ARC T 7 AL G U N R R K ONGHR ILE F FR B COF  7 %
FEREE R L7z ERIREOEBY TH 71229,

ZEEWNE S8 O b T 7 WAL I R

JEARIIIE (mmHg) YU TIALE (mmHg)
FReRE TR
st o |BORIE| | REMEY | BSEE| . | mEE:
VIR T | BE | e | e | BE | e
(SD) <SE>L (SE) (SD) (SE>L (SE)
[Mf195%C1] (195 %CI]
ASTHEIE | T40/A5| 95.95 | 9.56 144.64 | 13.04
RAT | (2630) | (5.02) | (0.61) 511 | (11.75) | (0.88) 727
izt (0.57)” (0.85)”
gy | AS | 95.64 | 445 (398623 | 145.31 | 5.77 | [5.60,8.95]
Lresteg | (257 | (4.88) | (0.61) (10.36) | (0.88)

T40/A5 © 7V 3%V v /7 510V ¥ 2 40mg/Smeht &)

A5: 7 2u Y ¥ rSmgHHl

SD : i, SE : ARieizE, CI: WX

a) BRI H T < /NIl

b)p<0.0001
EIE 5 BUE A 1ET40/ ASmgfit 4 % T3.7% (10/26961) . AbmgH. %] T
1.9%(5/26261) T& - 72 T40/ ASmght & HIFL G- 8 0 3 72 BIVE L7 8)
D F11.1%(3/26961) Td - 72,

17.1.2 EINSEMAEEAER
TV I WV 40mg (T40mg) B C RN FAN 53 70 AR FEPE i T AR
H3ABN &R G & L7 IR 2L E ML BGRERIC B\ T, T40/Abmg
B A H X3 TA0mg % TH 1A, 8B R #E 4% 5 L 7245 5. T40/ASmglic &
FNE T40mg HLAHR B G- 12 T b T 7 REHE T 5= W I T R 8 M OV
MEHIUT FRE CHBRBEESI R R L7, MRIIREOLBY THo

7 25). 26) .

" EEMIRG-8E O 7 7 R A E T

JEERM I (mmHg) YU IALE (mmHg)
TR TR
= o | TEGHIE | BEREY | BT TERZEY @
PRI Ce | BE | mer | e | BE | wers
(SD) (SE)L (SE) (SD) (SE>L (SE)
L fI95%C1] (1195 %C1]
TA0CHEIE | T40/A5| 96.76 | 13.49 145.66 | 17.86
AR | (1536) | (5.30) | (0.63) 8.02 | (12.18) | (0.86) 11.35
B (0.82)" (1.12)%
wapgy | T40 | 96.57 | 5.47 | (641,963 | 144.77 | 6.51 |[9.16,13.54]
L7-3t | (15861) | (6.05) | (0.62) (13.38) | (0.84)

T40/A5 : 7V IV > /7 20T ¥ 2 40mg/5melit A5

T40 © 7V IV % »40mgH.H|

SD : fifefaE, SE @ RiEisE CL: EHX M

) eI 3D R A i

b)p<0.0001
BRI 3 BLE A 12 T40/ ASmghit 4 #1 C3.8% (6/156%1) . T40mgH. %] T
1.3%(2/15861) Td - 720 T40/ASmgBl & #IF 5 FEORBIMEM 1L, £,
Wi, EREER. F&9E. Mo ) v ARG, IFEREREE I T VWL D
0.6%(1/15661) TdH - 72,

17.1.3 BN MAEHER
TV IV ¥ 80mg (T80mg) H ] C B & A 143 70 AR FEE 15 L2
BELTAB 2 R L L7z E AL E SRR BT, 734
Vg /T 1Y ¥ r80mg/5mg(T80/Abmg) Bt A X i T80mg#* 1 H1
], SHEMIFEIIH S L 724 8. T80/ Abmglit & #13 T80mg H 7k e 1 -



(ZHAT b 7 7 R HEAR I L T R R OGRS ML N B C 2
BB R E R L 720 RRIEKRFEOLBY TH o727,
“EEMRG8E O T 7 A M T RS

JERIIIE (mmHg) YU T (mmHg)
e TR e TR
5 g | TS HTE " — %5 > -
s | gom |IRE T | [y | FRE
(SD) sl ARSI ME (SD) Ffl uJ;J?r_*f: 4l
[1195%CI] [if195%C1]
TBOCRELE | T80/A5| 98.03 143.70
@%K*— (8761) | (6.03) 12.28 9.14 (13.80) 18.37 14.88
B ' :
FRGE | TS0 | 9846 | ., [7.09.11.18]] 144 31 240 (11.82,17.94]
Uz-skeg | (8661) | (6.74) : (14.52) | >

T80/A5 : 7NV I % /7 L1 ¥ »80mg/5mghit &7

T80 : 7))L ¥ > 80mgHiH]

SD : fiEfFz, CI: fSHEXH

a) LTI HED /N IR E

17.1.4 BN MAAEER
RREMER M B 2260 2k G & L 72 E 2 b — EE ML BRI B v
T, T80/AbmghL &%) X 1L T40/Abmglt &%) A2 1H1A], S M #EH5- L
7oA g, T80/AbmglL & #I b 7 WA LR I T B RE K OV A
JE FBEREIZT40/ Abmglit &%) % Elil - 72 fEFIIREDEB) TH-729,

"HEEMHRG8ED 7 7 KA IME T R

PEHRIIIE (mmHg) YU I (mmHg)
e TR e TR
b e | TGRS » — Fe i ; -
s | gl NIRRT ;ﬁﬁi,ﬁ o | a Eﬁi‘j?i "
(SD) S R ME (SD) Ffl u]ﬁm*}: 4t
[ 1195%C1] [f195%C1]
T80/ASL | T80/A5| 90.11 403 133.73 | o o
TA0/ASD | (11250) | (6.71) ' L4 | 1059 | 214
EERES ; .
Lkl | T40/A5| 90.65 57 [-0.22,3.14] 133.49 ” [-0.36,4.64]
rstgey | (11260) | (7.96) : (13.61) |

T40/A5 : 7V I8 /T 51 Y ¥ r40mg/SmgliLfi

T80/A5 : FIVIHNF v /7 A0V ¥ »80mg/5Smglt A7l

SD : KEie{m:, CI: fEHEX

a) DB D /N e T il

b) T4;)/A5mg§ﬂé‘ﬁ'l?&5f‘?)iﬁfﬁl%ﬁIfﬂEiﬁSOmmHgﬂ&iﬁﬁb:% B o B R kR
L7z

17.1.5 BN ME:ER (REIRSHER)
ARREVE S IME B E2BIBH L, 7V Iy /720 YEVRa
#l & RIS L 720 T40/ASmght & #] 0638 1 #% 5 CTREE RN E S 5
N7z@mImERE L0 F GRS L. BEDREAT 5480 EH
IZIET80/ASmgRL & 4l A % 5 L 720 Z OAERMWH & b IZRE#
52 X 2 BEIER RO IRISIEED 5N o 720 T40/Abmght & #1 K
ONT80/ABmglit & # & ¥ 5- & 172 3% 40K (25561) o #¢ 5-#% T 1K (56
TR OIME T » ba— )bk, ERI87.8% (224/25561) . IUE H
92.5% (236/25561) 123E L 720 T40/ASmghL A #) Tl BEE R AT 4
D 72812 T80/ ASmghit & #l & W w4k 5 L 7z @ LT L (4861) o P 5%
TEEOIMEIE, T80/ASmgl A F 1w L 72 12 e~ LR £ <
7.26mmHg. UL IIE T8.61lmmHg (W11 & Figfl) TR L 72, %
Tow TNIVINE /T au VY VEEHIORE R G LR, 2
BRI e o 727
FILVE N 38 B8 & 1. T40/ASmght & #1CT1.9%(4/21161) . T80/ASmg
FC A5 3] T4, 2% (2/48%1) T & - 720 T40/ASmgt 4 7 ¥% 5- 1 o B F
WARALPE D F120.9%(2/21161) . MEALT0.5% (1/21161) . #3£0.5%
(1/21161) . T80/ASmgRL & #I#%5-FE O RINER Z9E572. 1% (1/48%1)
BEA2. 1% (1/4861) Td - 72,

18. EZHEIE
18.1 {EFERF
18.1.1 FIL=H LYY
FIIHNE VEEICMEFEHOT VAT v N(A-T) 547
TAT) ZERICBN T, AN ATEWE T 5 A-T & FRIIZHPT
L. ZOMEIGEER 23084 5 2 10X ) BEMEH 28T 5. 7
VIHNE rOATIZEERBEAMERE C (Ki=3.7aM) . AT ZH A D
5 GIIREE L 723030 0 2L 3L 2 1310~1000nM o it FE 4 B
Ty A-TE X 2 F KB IRIE AR o 1 DG SO B 2 L AR
FRICHF ISR &9 5 & I RRIGHE 2 40~50% Bl 3 5% 3V, F
TAREAYEE1205 12 B VT b A B 2 MAE PUEIH 2 7= L. YERIE R
MTHHY T/, 79 VF U HHEHETHHACE(F=F—F 1)
Wk LTI % BT & 70 3D,
18.1.2 7LOVEYNYVESE
NI DB AARSELE S V3 7 5 F % ¥ FOVICHRRICR A L. S
AANDCaZDFAZ I &5 2 L1 L0, AT R KRS 5 O
AR S D, VT T AEPERORBIEETH Y, FEHTH
Do Fo. OIIHEIERNEES . MBSO ST 53273,
18.2 [EE(ER
FNVIFNLET vHBHVET LYY U HMD L WIZEEHICX AEHIC
DOWT, LFo#HERDH 5,

T oS FHAR3SAE S v (SHR) 2 VT, Img/kg7 )V 3
V& R UBmg/kg7 A1 Y E Y2 THIERR LS L. 5H HFRRFAY I
MEEWELE A, Img/kgT VI H VY ¥ K UBmg/kgT L0
Yok, ENENEMPLGC X0 FHIME 2 25mmHgK T L, 11T
RO MEMTFIEH %/~ L7z WIZ. Img/kgT Vv I H V% >~ bmg/
kg7 A0 Y ¥ PEHCLH LIRS H B G- 247 v RIS E % 3
EL7e FTUNIFLY T2l ¥y oftAES X AT ST
AR, B 52 X A IE T VR (3925mmHg D ) 12
A3 7 MUEAS T A (F950mmHg DT ) 25 5 725,

19. BT ICEAT HIB(EENAE

19.1 FILEBILF Y

—fi%% : 7V I YV ¥ (Telmisartan)

{28 : 4-|[4-Methyl-6-(1-methyl-1/-benzimidazol-2-yl)-2-propyl-
1/A-benzimidazol-1-yllmethyl}biphenyl-2-carboxylic acid

SFR - CaHaoNiO:

PFE 1 514.62

BER -

MR HE~ECORSEOR R TH L, FRRIETRL T, 24
J = VAT K 28 7 = )b(99.5) 12H e THIHIZ L L
HKIZIFE A ERHE TR,

19.2 7LOVEYNYVESE

—H%% . 720 L XY OVEREE (Amlodipine Besilate)

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

monobenzenesulfonate
SFI 1 CoHoCIN20s - CsHeOsS
SF= 0 567.05
AR #9198T (5fF)
B
HC_N 0~ NH:
-0 ‘ ‘ OvCHs

HiC < SO:H
o 0 )
: cl
©/ T USRS AR

M R A~ EACOKEEOMETH D, A5 ) = VITHETRT
{v T8 7= (99.5) 12T I2 < <L KIZHEITIZ v, &
5 ) =V (1=100) Bt 2 7R S v,

20. BURVLEDER
BB B & ML TIPS 5 2 &,

22. 2%
(S LORSEAP[UD A1)
PTP : 100%E (105% X 10) . 5008 (105E x 50)
NT [EIRFIA D ] 2 10088
(FSLORGHEBPY D11
PTP : 100$E (10$E % 10)
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