sk 20254E 9 HEkET (554R0)

BAEEEAIEES
% 20234 8 AET (%5300 872149
Bk SR LD HD
B : 34 ASREE | 22800AMX00627 | 22800 AMX00626
BRFEBIMA | 20164E12H 20164£12H

7> A7 0 0 1 2R AERE/FRECaitnEiR AR
B, WL S8 IR S i)

BAERA

BoTFHIAEY JLXEFIV- FLAOADENYIVEESE

LD TOEEEEELD [NIG]
~H > 7OEEE&EEHD [NIG]
CAMSHIA® Combination Tablets

) R - BEMSORTEICLYERATL L

2. B2 (ROBEHICEESLEWVWIE)

21 RHIOE S B idio Y e Fuo ) Vv RmEHNINT S
WBUE O BEEE D & 5 B E

2.2 MR L CW A TREME O B 5 [95 2R )

23 TYVAFRL VIV IVEREREG P oRRRESE (72720,
MO BELEERAIT> CheBIMEDT Y PE—L2FE L R
BoB#Ezkd) [101 2]

3. #ER - MR

3.1 fHmR
Hire s B AT THRASELD [NIG) 7 5 7ELA$HD [NIG)

1§ 1§
HTFHINY HYTFHNY v
- TLFEF 2 I
Rl 7Au§efwi»M%¥ TAﬂégiNjwM%E
347mg 6.93mg
(720P¥ e L 25mg) | (7AYE YL L Thmg)
AR, FBtrvo— 2, | BEAE, it ro— X,
JOUAHNAT—=AF MY T | JAATVAT—=AF b T
A A‘zFu#vi?Ewtw A‘EFEfvquwkw
O—Z, %7 03T—)400, | B—A, =ik, v 0
AFT) VBRI AT T AL | T= 400, AFT ) VR
Z DR VAN

3.2 RHNOMIK
W5E44 B 5 Y THECAHELD [NIG B 5T THECAHEHD [NIG)
fr, - FIE RO FEE Rt D FEE

— —

R 85mm 85mm

RES 50mm 50mm

JE & 3.3mm 3.3mm

54 130mg 130mg

Al — TV AL TV AH

4. hEEXIIFHR

= M FEAE

5. SHEEX IR ICEHEY X8

51 BERIMEKTOBZENEDNH ) . KE % @ MLEGEOH—E
REEE LT b,

52 FHIE LT, Ay FHLy sy Y LFEFL8mgh N7 L0Y
¥k LT25mg~bmgx I L T A4, HLHvidnFnnr
— R LILE T > b O = U AT 2E1, REINOYY
BrEMETAHI L,

6. AERUVHE
WALIEIHLEIEE (B FH Ly >y Y LdEeFu/7radl
vk L T8mg/25mg X i¥8mg/omg) #REIAHKG T 5. AANIH
MUEIRFR O —FRFE L LCTHW W,

7. BEARUHBEICEEY 2R
IR OV Ik DIVE AV VE o b a0 2 eV s BRIV A 311
ORP: - AEZEFE 2. BEBICHEZRD L &,

(BhoTHINEry JLExEFi)

- &I EE

WEL. BRANCIELIEA YTV Y LFeFv e L T4~
Smga %G L. LIS Ul2mgF THEET %,

22l BEEAEDBAIIE. TH1E2men 5% 52 BB L.
PBEZIE L8meg ¥ THEE T 5,
(7 LASELNYIVERE)

- BIELE

EHEL AT 2V E e LC25~bmgx 1 H 1A% 59
bo 2B JERIID UEEMET L0, WEATGREAICIE]
H1A10mgF CHET A LT 5,

8. EEREXWIE

81 AK#NX. W FHLY Y YL FEFL8mgeTLrOIV L
L C25mgdh 5\ idbmge DEEHITHY . o THNy >y ¥
L¥tbFueraad s Ry VRGN OBIWERDZET 5 5
END L7, WYNCARFI O ZMET 52 &,

8.2 BHEAMERHICEDS DTV, ABLD0ENVHLDONLEIENH LD
T, EPTEE. BEIHOERSE R L LD WA HRIET 2 B2
EEESEDL L,

8.3 PAHIAREMIIEHEG LAV ENEE LV, TV IVt T v
I ZHEERETAE S o B, KL OTHRficL=v-7
VAT vy U ROWEIWERINC & B S A AR T % #E 2 3 RENE
%}“%Z‘)O

8.4 7 AU T Y AN )VEEIEIZ M AR AR < SRR D
RIS R EATRD 5D DT, ARHIFeG - 1212 Ao R L H
T AL X1E. HELRCICHGHBICEET 2% EBEHEOIR
ErBlg L 220 EEICKSTAI L,

9. RENEREHIHBEICHTIERE
9.1 BHHE - BREEEDH 5 BE
9.1.1 MAMEERREDS 5 BEXIIFETEEHRKEDS 58

£

HRERTEELRVEHESNIGEEKRE, HHIZETFS S

(EO

BTN Y LFEFIIE, BILEE O R RIS
JEORTNIZ & ) Sl B Bl 2 BENWDDH 5,

9.1.2 HAUYLMEDEE
EELESLTEEZVEHM SN GAEZRE, BHIGETL S
2:0
TN v
BENDD 5,
F7o, BEREREE, v PO UREORRBEIC L Y MES Y
7 LEDTE L R YR TWEETIE, L) v AMEICEET S S
ko

9.1.3 HKELREEEPOEE
M., BHEER EEORELY BT 52 &,
HYFHNY Y DL FEFAOKGICLIY ., TAUSMEDEE
WIRTL, a2z, o, —B@EoE@g R BEREOI T %
RITBENND DL, (1112 2]

914 &F MUY LMEDEE
M., BHERER CEZEOREEZ +5ICHRTL 2k,
HYFHNE Y T LFEFUOESICEY ., AT AE
WL, Yav 2z, o, — 8o #EE R BEREOIRT 2
HITBENMDND L, [1112 BH]

915 DALXEAHTIEE
ME, BHERENR EZEORELZ HICHET 2 L,
HYTFHNE Yy VUL FREFILOHGIZID, FRICIMEIEH
WIERT L, a2z, . —@BEkoEE R BERENKT %
BT BENEDH L, [1112 SH]

LRIV, EA) Y AMEREESE S

A-02



9.1.6 EXBBIEDCREEDH 3EBE

9.2 BEEETESE

921 BEZEDHIEE
MU, BRERE R VBB OREZ T ICBIZ L 2 S EEICR ST
LT L,

BTy YLFREFILOESIZLY ., FRICMESE
WERT L, a2z, B, —lmBlkoE#E R B REoK T %
HITBENDD L, [1112 B

9.22 MEBMHDESE
M, BN CBEORELY T IcBET 52 b,
HTFHNE Y L FEEFVOHFGIZEY . TRICIMFEDSEH
T L, Yavy oz, B, —@BEoERN R EREOE T %
HETBENDED L, [1112 B

9.3 FrikgeiE=aE
HTFHNE L VL EREF VIR LS BENDD
Bo Fo EMHRBWA L TFHNY DI ) T T ADIKTT A
CEMHEEENT VS, [1613 2]
TAUTEYRYVERIE IS CR# S NS0, FREEODH
DR TR, M I 0 T R OF I i - R A R T T
# (AUC) 2R THZ Db,

94 4iEREEE T HE

941 WHIRY BFREMDH 2%

HIRL TWA I EDSHUREINT T U F 7 v o v AWl I EH
XNET vk 7 vy WHEETR 2 EH L, IR - FrAl
OB (A, HE - M- BoREAE, 1% RO N
TBID G SR TwBD 2,

KHENIOF G b, RBEOHEE L ZE L CRAG DL
WA EEICKRE L, R EOAREDEHEE Fms S s
BHENOREGT DL, T2, WEPLELRGEAEIIZRONE
BHBEICEETLI L, [95 ]

(1) AFNFREGFIERTCIR L TW 2w & 2T 5 2 & KHIH%
G, MRLTWARWT &2 B ICHERT 5 2 & #H5FIC
TEARASHIB L 7238020, EHIc#52hibd52 &,

(2) KOFHIZOWT, KFFRGHGRICEZICHHT LI L, £
7oy BEH L BEIS LTS b,

TR ICARRF AR L7286, BRI - AR E R RIZT Y
AN BT L,

CTEIRASHII L 72 33 B b N B B A id. SR A IS R AR S
zc) :. k. o

R E FTE T A S A, HEEICHBRT A2 &,

9.5 itiF
TR IR L CW A WD H B I I3 S LawnwZ & &
BHIZIERAHIE L2 a12i, Eh oS a3 sz e, i
RPN K7 v U7 o Y TR 7 > U F
T VY YEREERIRER & G S N BE TEAKEDE, B -
FrAERORT, FAERORIME., BAE, &4 7 AME, HE
DIEAEE W O KBRS & 2 & HEH & L5 DU oYk, SEE
BRI OB, MOBRIEREDN D 5 b L oLz 5,

7 AU Y Y AN OVEREIS B ERR TR RIS 3 A LR
W R OIS IERE 5 2 LR 5N TWA, [22, 941
Z ]

9.6 &ILB
BILL W ENET Ly,

F oy FOREHROEILIICH TV Y YL ER LTIV ER
HlfE P53 % & . 10mg/kg/ H DL o #E T A WIZKEIE D5
EHEMARDO SN TWD, BB, T v NOMIRKHOA, 5
AWM ORIZH T NVY Y VL FETFIVERGLIEA.
WD 300mg/kg/ H CTHABIZKEIE OB ST w»
5o

TAUTE Y NRY)VEEEIZ e NMEFLEABATT A 2 A s
TWw53,

9.7 INRE
INREEE KRG L L2 FRRBRIZ M L T\ e,

9.8 =kE

9.81 —fRIHEEOREIIFE L 2w E SNTW5S, ffigEd)s
RILBZNDED S,

982 7AUIVE Yy RYNVEEIZOWTIIEHED S5 % MG+
5 CEEICHG T A I Lo ARNEIRERER CIL IR Y Ll
AR RS S R K 2 A MEMAFRO ST b,

10. HHE{EH
TAUYE yORBFIIZEE L CEYRHEEECYP3A4AD S L
TWBEEZLNTVA,

10.1 BERAEE (BHALAEWC &)

A 4

B RAER - A58 515

Wy - fakrE T

TYAFL YT YIVEE

b
A
CHE PR B3 (A 3
L. 72720 M
DREEHEHR AT o T
bBMEDT Y b
O—UAELIAR
DEFEEEL )

[23 =]

JEFIE VL A vy R
BERESE . m ) 7 Al
RE K MR IMLED ) 2 2
BmAHRE SN Twd,

Loy T VAT Y
> A BLE AR R &
NB RN D o

10.2 HiREE BHAICEETS L)

% BRI - B | B - R
WE(E & A F 5 100 | RIE(E AT 5 B2 | (FRRTF O R % 5 KIE
Sl N o MRS | E Y i

B SN BHETHI L. CIR(T S
—tarytyr

YNVTF T4 NVE

1) 77 ZARFEERI R H
2¥Qa /)57 kv
M)TATL

7Ly

711) 7 LG H]

M7 ) 7 LA A5
5 ENH B,

HYTFHIVEY Y L
FEFIVDOT VAT
02 o AR S &
0 ) ZHEEEAE R S
MR 52 L1285,
fa b IR o R B e
[EED D B BH

FIFRA
Jat3IF
M) ZunVxFTY
¥ &5

[11.12 4]

FIRA)THFE 2T
% BERAN %R TH
G956, WIEAERE
W32 BTNDH DD
T, HEIIKST L
L,

FIRF TR E 2 C
WhEFIZIEL = U
PEASTOE LT 2 B
L, T NEY
YoV LFdFEeFNE
LT,

[N R S SN 3 |
RANIE G- % B ds L 72 8
&

TYAFL YT IVEE
i

HHREEE, Y A
IAE e O ILE % 2 & 3
BENBH 5. eGFRA®
60mL/min/1.73m2i
B EDH 5 BE
DT VAFL YT IVER
e DIz OW T,
ERESLLEERVEH
Wr S 2 B4 % b S L
HT E,

TV T Y VR
T S8 B A1)

BRREREE . W) T A
M e OMRILE & 2 2 9
BLIWADH 5

PSR
AR MEE N R S
NBWERIED D 5o

3 DAV

HYTHNE Y TLF
TNV EDFHIZB W
Ty VT AR
ENTnb,

HYFHNE Y L
F b F VI &) B
FIEBU D) F L0
PRI S 1% o

AT O A RN S
Ji#l (NSAIDs)
FR AN A

FEFEAE A ESS % 2 &
Moo

AT oA R
Jif A0 0 I SRR VR &
HEYa7T0uRy 7Ty
Py EMNET S
Zehn. BEEH%E
WES S B AR B
HLEZLENTWA,

BEEDH D EF T,
SO ICEREDELT
BLNWDDH 5

JEA T O A PP
WWHIOTaAY 75
T VA BLEMERIC L
DL B MR
LizHlEZLNTW
5o

CYP3A4FHEH
T)z2axA v
TIVFTEAL
U MFEL
AT aFy—LiE

T AT DY YOI
WEATIEIBZNDNDH
%o

Ty AuxA Ty XY
VFTELEDBHIZ X
H, 7TATYE O
D LA L7z & o
W 5o

T AuPEyOMHD
BWEMIZHE SN DT
REMEDE 2 b

CYP3A4:EH]
DR AVARVE

T AOT Y YOI
PR TFT2BZ00dH
%o

TAuTY yo/REHA
{23 S 2 W REME D%
ZHbb,

g V=77 )=
Ja—A

BEFEAE 2R S L2 B
TN H %o

V=TT —=DIE
INLBHEBT LY
Yoo x lE L.
TATYE YOItk
FEAY L H5 2 W et s
EZHNb,




%k

A%

FRPRAEIR - JB 187

B - falRiR

VUNARY T

T AT U ARYOVERE
LYY NZAFF »80mg
(E N R AR OB )
EOBHHIZE Y, Yo
A% F v DAUCHTT% L
FA L7z oS H 5,

W EAITH 5,

F ) LA

TATYY ROV
LoftHIcEY 20
LA O i EE S 1 A
L. BEEE0y 7 101)
A ADEIWER D3 5
BENDDH Do PEHERIC
X8 7 ay A A@IE

TruY¥ sy rn
JARE, FELT
CYP3A4IZ X h iR &
nNab7zH, PEHICED
sy ma) hADKHD
[HE 22 W Rt %
265,

ErE=s—L. LEIC
LTy oY) A ADMH
AT L,

11. EMER
KOBIWERDH S5 bNDZEDHHDT, BIEE 51270
TR LN GG e kT 4 B Sl R LE A 1T 2
k(}
11.1 EXEEIER
1111 MEMEZE EEARH)
I, VS, &, W - ESEEEOMEIR 2 eIk & 3 5 MEEFEE?H
EbNbZENH D, T, PEF. WAL W, TR 5
BIMEEFERSH S bNDL DD D,
1112 Y avy. k@, BHEE (WP HEERE)
WG MR, BRI RSED D O b a8 103, BB IE ) 2L
EE1T9 2 &o [91.39.15, 921, 922, 102, 131 &M&]
11.1.3 SMBEEES WEAH)
11.1.4 EHVUYLIMAE GEEARH)
11.1.5 BIERTR. FFHgeREE, 8E (Wb HEERH)
AST. ALT. y-GTP®O FHEDFHEEEREDDH b D 2 LAt
H5bo
11.1.6 EFBRIRE. AMBGED (W91 O SHERE)
11.1.7 HENERBE (HEERH)
MW, BiJiE, CKEH., AR ORF I+ 7ty LA %4
B T AR GRRIEDS D SDONLZENHLDT, ZDLH 7%
BT B IS 2k L, Wl ARLEEIT) 2k Fo, M
RUHRMRAE 1 £ 2 B MEREOIEIEET 52 &,
11.1.8 BIEMHE (FHEARH)
A IR, WPULORIEE, RS XARELE SR A R O BN s d 5
DNAZEDRHLOT, TOL) RGEIEESE2mIEL., BIF
BB ARNVE YR OFGEOBY 2 WiEEZITH 2 L,
11.1.9 {KIM¥E CHEEAHA)
B, 22, Wi, TOmA, ST, KE EikEE
D SbNGE IS 2Pl 5 2 b BEREEET DR
HTHOLDONR TV,
11.1.10 I/ d CBEEEANH)
11111 BEE7Ov Y GHEAH)
TR, O FVEOIIERYE S S bbb 2 DD D,
11.2 ZDOOEIER

[==]
N IR

0.1~5% it HHPFEANH]
SR B, 5. FIRE. 2908, uia
e, ZIHIBE. %
TR D F WIE) T T Y EE R SR, S50%0 ] b
(B, HFEALHE) | < S A Kafs. BAMIUE. L5
IMFEET ., WME7ay 7., Wk
TR R PR, RS, T L OIS, BHERK.
AR, MO LU, KashiE. £
TSRS, Rk, SRRV EEREIR
THAb# B, IR L. ARORIE, 1B, MR, OEE
ity T L RS, MR, HEFERIEEEI. 1T
%, WREEE, HILRR, B, B
TN ALT. y-GTP® L& |AST. Al-P. LDH® L&, Kk
ik HIMEREE % AP IR | B, BB, FRIMERA . SK5E
EES
K ik BUN® b5 yLTIF=rols, BAR
Z Db B, B, P CK B Mt )y A EF L ) v A
SRR EE RS\ R, BRI B, JE .
PREEHEA B, SRR, TR IR . SR I
Pe, WRIE, oL AFo— L k5,
CRP.L5., IMiHE s v 787 WA, K
MU AE, e BIRTE. 5
FEHE, RERIRUHE, FhieREE. HRRE
EGEMRICEY) WREE, L
B, BB, 2. S5, REB.
RERA . Ehh. BRZEG, 5. H)
JIEE L WU R, BRI, i
WL BERE. R T

I o R 1%
E) SOX) BYEIIEE, RET A% B LEZIT) 2 L,

13. BEKRE

13.1 fEIR

AH 2 @E IR L2 E, Yay 2 2abE LWIIERT &
SHEEREZES T2 LD DD, [11.12 28]

13.2 g

O IHEARREDE =& — 24T\ HENCIEZWET 5. FL W
MEART A58 SN Ha 1, WU o% ., ok 54, O
BRI AAIEE 1T o IEIRDYGE L 2 WA, MR =
FUOHHREISERE L 20O AEF O G 2 ERT 5. RKAOMA
WA THLH Y THNE U ROT 20T VI EARE SR EHW
20, BIICL ABFIIERTIE RV, 72, T2V EURY
WVEREIR R 2 B S- L 24, 720 Y €Y DAUC
1399% A L, NRJT2ME R TIZ49%IE A L7z 2 & a0 b, #E#
HR WG HLE & L TEMEREGPERNTH S Ll s T
w5,

14, BHEDIXE

141 EFHZHFEOIE
PTPEEEDOIEFIPTPY — b5 H ) L CTIRHT % £ ) &Y
%52 &, PTPY — bORREIZ LD . TS A AT A BRI~ A
L. HIZEELE B LB AZOEEREIEL T 5
ZENH S,

15. ZDMDEE
15.1 FREREAICE D 15
FEBRIIS TR WA, 7248 ¥y RUVIBIEIC X 5 E%
PO ERLAREAR (LCEMHIHE &) KA LN LD
753‘&7&)0

16. EYFHE
16.1 MEE
16.1.1 HERS
R NI2BIA Ly Y LxeFu/7rud¥rt
L C8mg/bmgll & e % Hilnl$e G- L 72, i 2 is a3 &
YFHILY L FEFEABM-I RO T 40D L RS
B ENB D, REETHLH TV P LF LTI
M EN 2w, HHAREY Y > 7V y Y ROT A Y E v ol
TIREOHRIITHOEBY) TH b,

hYTHINE s

(ng/mL)
1404

1204
1004
801
60 -

40+ HYFHNY Y

& R

201

0T

20+ M- 1

é lb 12 1‘6 24 36
B pRE ()

i
TARVE Y

0 - T T T
0 6 12 16 24 36 48 72
B IR (h)




Wi ooy My W
Ty v 789+29.6 48+08 1,117.1 £205.7 16392
M-I 103+3.3 83+31 346.3+103.1 192+75
TArOaIE Y 35+07 49+0.3 120.3+285 37363

(Pl £ B REE. n=12)
16.1.2 EYZHEEFMN (FFAKRE EDOLE)
RN TV E y Y LFe T/ TaulE sl LT
8mg/bmgll G #E ¥ 5- L. £ OPHIES & g L7z, At
ETRVEZDVTNOEGFEM T TOMES & b AW
HTHDLIEDPHERINT VD, AT ROERIZES LEO
ZH T DOCmaxE AUCIE FEDEBY) TH A,

3 -
—e— 71 A ¥ T HELASELD [NIG
-0 .= Y T RLA$ELD

)| P = B, n=23

AR (ng/mL)

- HBET o5 20 10 60 80 100 120
I I A FTraYE s BeHH 0O (h)
Cmax AUCo- Cmax AUCo. s
(H L2 7EAEEHD [NIG])
: (ng/ml) | (ng h/ml) | (ng/ml) | (ng:h/ml) @ AT TRAHHD [NIG) &1=3 PRASHHDE 7 1A+ —
BE | 854%250 | 10339=2435 36+08 1315410 S E Y B 2 L N1GE (B Y LS o
fiasE | 860+3L3 | 10121=2606 36+07 1312381 SLEEFLE LC8mek N7 A0 U Y & L Comg) RN
] CPHI Bk, n=27) I 5 L C ISP iR (> 7905 ) BEER OVl
B SRR (70T YY) WERREL, 55N R e
NTHNE Y 7LAuYE Y )85 A —% (AUC. Cmax) 22\ T0%EMHEX M THREHH
Cmax AUCp- Cmax AUCo- W& AT o 724558, log (0.80) ~log (1.25) D#PFHNTH V. WHl
(ng/mL) (ng - h/mL) (ng/mL) (ng - h/mL) DE R E S EDTFERE S 7z,
BB | 1115%265 | 9224=2098 33+05 1358463 - HUTFHILE L
FlEsE | 1121319 | 9507+2316 33+07 1343336 HIEINT A — 4 BENT A—H
CF39fE = BEHER 2, n=18) AUCo48 Cmax Tmax Tz
16.13 MepH>>TFHIL 2 BEREM%E AV /~Population (ng - h/mL) | (ng/mL) (h) (h)
Pharmacokinetics (PPK) f##f 7 5 T HA BEHD 1187.71 9611 | oo | 833950
HYTFHNE L UL FEFINEERS LR T IER168 [NIG +278.73 +29.29 R T
B, AR 0 I R OF o8 i AR R A s MU SR R BE 30, B R . - 114860 10027
%% P B LA R 18], FERESE % P 5 e 5 B ESH, at FEVTRESRED | igpq03 | gl | X12+104] 7932276

224617 545 5 N 722836 DT A > FH L & i B e &

HC, P il R, ITHREIRIE (AST. ALT). EHEaER

B (g2 L7 =, BUN). 7 V7 3 MR OEILED

FEE A Y TFHNY v Dr )T Ty A, SAERE. M A+

TRAFTUEY T 4O EMN G LR, IFREERE
(ASTE>40IZALTE>35) I2B1F 527 75 v ADMB9AL T ¥
HIEPHESIN TS, [93 =]

16.1.4 E£YFRSEMRER (BEERF L OLE)

(H L2 7HEEELD NIG]

(1) 7 2Y 7TEASLD [NIG) 2=y 7EAHLDEZ 7 0 A% —
IN—FEICX Y BERABTFICENENLE (Y Fvs v
L FNELTC8mgh 7o uY ¥ L E L T25mg) %A
BR[OS L Cise i AR O 79 v s V) BRERD
MEEFRZALE (T2aad¥y) BERIEL, 55 N8 )H)
fEXF 2 —% (AUC. Cmax) 122\ T0%IEHEX 12 TREET
BAT & 4T 72455, log (0.80) ~log (1.25) D#PHANTH Y. W
FO AW F R SRR S Lz,

s AUTFHILA L

HEINT A =% BEINTA—F
AUCo4s Cmax Tmax Tz
(ng + h/mL) (ng/mL) (h) (h)
B LT T ELEHELD 1151.01 99.40
[NIG +91719 £ 9867 434123 | 837294
N o 1059.11 90.19
2= TEAHELD 91792 £91.02 472+120 | 863+3.86

(P35 = BEEAR 2. n=32)

120
100 | —e— 71 A ¥ TRAEELD [NIG)
N w0me 23 T RABLD
2wl 4R T+ B, n=32
E s
o 60 F i
2 /
z ;
40
g i
20 H
0 6 12 18 24 30 36 42 48
BHAOREM (h)
7LATYEY
HEINT A —F BHEINT A—F
AUCo120 Cmax Tmax T2
(ng - h/mL) (ng/mL) (h) (h)
715 T RLAEELD 58.1987 1.7971
INIG £152154 | xqspo1 | 487*046 3672554
N o 57.8591 1.7001
2= T ELAHELD +15.2368 +0.3633 487+046 | 3751 +581

(745 = B2, n=23)

(P35 = RiER 7. n=34)

140 ¢
120 | —e— 7 & ¥ THLAHEHD [NIG)
. =-0- .2 Y T BLAGEHD
7 10r T = R, n =34
ERE
{‘:_n\(
2 60|
T
E
2
0 , , , , I ;
0 6 12 18 24 30 36 42 48
5% O (h)
7LODEY
HENT A= % BEINT A—4
AUCo120 Cmax Tmax T2
(ng - h/mL) | (ng/mL) (h) (h)
715 T ELAHEHD 120.8665 34811
[NIG] +223887 | =og176 | 492008 | 4006578
. - 125.0042 35498
_ o
=Y TREHHD | Jores | Jigmg | 525%159 | 4012+7.18
(P = IEEfR 75, n=24)
6 r
—e— 71 5 ¥ TR SEND [NIG)
--0-- 1= ¥ 7 B A $EHD
4l Ty = B, n=24

I EE (ng/mL)

0

0 20 10 60 80 100 120
PG50 (h)
MR ONICAUC, CmaxZ50/85 X — 7 1%, #HERE 0
z)_\'\ PRI OFRHUAIEL - WS OB BRS R & o TRA 0 EEDS
;Q)O

16.2 TRIR

16.2.1 BEORE
R NL2GICH 7 Vvy y YLFdFeFu/7rayEsE
L C8mg/bmglil & i & B et 5 L 72, &AW > 79 v
% v OCmax I & TG & i L T2.1f5 GEET © 789ng/
mL. &% 1 160.0ng/mL) 2. AUCIEH1.2M (& :
1117.1ng - h/mL. £ : 12867ng - h/mL) 12 L5 U720 7 A0
V¥ U OCmax i CAUCIEZALZ RO h o 72,



16.4 X

BN THNEY Y VL FEFNVEANERFINVIAT T —-EIZL
DIEHERE A T vy IRE S L. S S IC—EACYP2CY
2 &0 IR A H M- TS S5 A%, AREBM & UL A B
HhH T vy YLdbeFuEkRG Lz EoM-IOIMF
g K O R RIS OV Y v O I EE K OSR F R
AR CYP2CODBIREL I X 25 » 7 v 8 v oliih
BREANORE IV nwEEZ 5D,

F72. T VIZCYPIALL 1A2, 2A6. 2B6. 2C8. 2C9-
Arg. 2C19. 2D6. 2E1. 3A4DHEMEZHEL 22w (in
vitro)o 7 ATV E VIZEIZCYP3A4IZ X DS, Rz
KEAUERDII DO R FRD HIN T B,

16.5 kit

TR ANI2G0ICA VY Y LxteFu/7rud s
L C8mg/bmglil & it & Hiln 4 5- L 7218, JRAPICIERZALIRTH
LAYTFHNEY Y TLFEFMIBRE IR, HEREWTH
bH TN E HIEEEREMM-T RO 7 20 2 ¥ v R K
W EN D o PG48 T T REE IR P HEER IR b o v 7
VE HIEETEREM-T11.9%, 724039 ¥ ¥ REL1K48%T
Hbo

17. BRERFSHE

171 BHMROCLL2M(ICET 5558

17.1.1 ENSE IR

AREHEEMEERE R, 1HIEY Y FHLy »y YLk
FLE7LuYE Y E L T8mg/Smg. 8mg/25mg. 8mg/Omg.
Omg/bmg X 1Z0mg/Omg % 12:8 [ O FH% 55 | 7z —E H bt
BORERIZRFEDEB Y TH D,

b T 7R AL R E 2 bR, b T 7 R AR I 2 b=
& B2, 8mg/Smetk 5138 mg/Omg# 5-#E K 0mg/Smgk 5-F
2B, X8mg/2.5mg G- 1X8me/OmgHe G- B 12 b~ 3 70 5%
WD SN TN 5D,

P 32 7H§§Hﬁﬂlﬁﬁ§ﬁ r77 Hﬁgﬂiifﬁiﬂéﬁﬂ
MEZAfbE (mmHg) | MMEZ bz (mmHg)
8mg/5mg (n=101) —26.77+1052 —16.18+848
8mg/25mg (n=36) —20.15+9.56 —11.88+5.55
8mg/Omg (n=100) —-1391+11.17 —=779+819
Omg/5mg (n=99) —1991+10.71 —-1123+7.06
Omg/Omg (n=36) —6.22+12.00 —-3.00£835
CrgfH + e )

AREBEIZ BT, BRRRAE O B4 % & S EEM AT 13761 1051
(7.3%) IZFEBHHNTWD, FARERIMAPCKE (15%) T
a‘?)of:o

17.1.2 EREIHRRR (REERSHR
AEEVESIMTERESE 2RI, IHIEY > 7 Lvy r v Ldt
FNET LT R OVIBIE R B GE L RIS e
(523) TH., BEHREIEREL. EHOWITA ST, 2%
LziEa > ha— g tnbd,

T2, ARBIZB VT, BRSO R & & SR AS1656]
2560 (152%) 1280 5N T Wb, EREIERIE. B8t £

720

) AHT - At BUEE SIS [161.2 2]

18. ZExpZig
18.1 1EREFF

(BrFHNLer JLxeFi)

W o(4.2%) . MBS T (1.8%) K UTTERT (1.8%) THho

HFHNY L VLR FVORREERE, ARNTRIGERE
2B THSR IR il S AR A~ T vy v e
. BMEFEHOT VAT N84T (AT 28/
KIZBWCTT v V37 T ERH L. #0577 AP 1E
FHEIHIT S Z LI E > TES 2 RKMNERIORTICL 5, &
512 ATIZBEERZ N LZEIETOT IV E AT a VB3 5
PHER O BEEERIC—HES L CwbEE2 5150 8 (in
vitro in vivo (77 }))o

(7 LOSELNYIVEE)
TAOTEURYVEBEIZY L FR ) 20 Rh IV AP
ELCTOEM 2R $H5 TR OFHDER TR TH D v
H#rha3 5,

Te RO Y yRAI YT AEPERIS R E KL S OV v
LT X ROVICHFRIHES L. MIBRANO AV YT ADOTA %
ﬁ%é&é:kt;b\EE%%%%M%@¥%%%%%§&
%9,

182 L= -7oIVFF oI RICRIFTEHE

FEIERE BB 745 CRREVER ML RES6H . R SE % £ 5 I e
HELH) 2RI, hryFH LYy Y LFEFUIHLIEL~
12mgd KRS 5B oG R, MAEL = ik, mig7 v o4 7
UV IBEROIIEET VAT vy TIBEED FRABEASNT
V5 10) -14)

* 24,

19. BRI ICEAY 2IE{EEHER
(BhoTFHar JSLxeFiv)
S COE LY I ) | P AV V. 5 oS 2
(Candesartan Cilexetil)
b4 (1RS)-1<(Cyclohexyloxycarbonyloxy)ethyl 2-ethoxy-1-
{[2 " -(1H -tetrazol-5-yl)biphenyl-4-yl] methyll -1/ -
benzimidazole-7-carboxylate
43 F3 - C33H34NeOs
srf-  610.66
R BRI RO R TH 5. BEEE (100) (2%
RVEITRT L, AY ) = VIZRRBEITIZCL, =% ) —
Vo (995) 1T L KIZIBEAEE T v, X%
J = )VIEW (1—100) $HE0HEZ R & e, S TELS
ROLINS,
=i 35

T OB AR

CHj

(P LOT ECXYIVEEE)
—fRBRR D T Aa Y E XY OVERKE (Amlodipine Besilate)
b4 : 3-Ethyl 5-methyl4RS)-2- [(2-aminoethoxy)methyl] -4-
(2-chlorophenyl) -6-methyl-1,4-dihydropyridine-3,5-
dicarboxylate monobenzenesulfonate
 Ca0HasCIN20s5 - CeHeO3S
1 567.05
%K B EAGORBEOR K TH L, 285 —IVIZE
IR <. TF =) (995) IZRRHEITIS L, KIS
BV, 28 7 =i (1-100) 3 etz R &
7;: l/ )O

bz

BT

5T

H
H3C N NH:
O/\/ 2

(0] ‘ ‘ O\/CHs

x SO3H
P H
SOl
: cl
[:j/' OB R
22. B

(D LY THEAEELD [NIG])
10042 (1042 (PTP) x10]
(B LY TEESEHD [NIG])
1008 [10$2 (PTP) x10]

23. FEXH
1) Bafpes fin - R EEiiEE S~ 2017 ; 47 © 1353-1355
2) FEHERHG AR OB S e R AR HERE. 2021 5 29 ¢ 49-54
3) Naito T. et al. : J. Hum. Lact. 2015 : 31 : 301-306
4) FEERL AP R S R
5) Beresford A.P. et al. : Xenobiotica. 1988 ; 18 : 245-254
6) FFHEFS i @ JERL X JH9E. 1996 5 24 1 2215-2220
7) SEAHIMZET b S LA 1996 5 24 1 2207-2213
8) Wada T. et al. : Eur. J. Pharmacol. 1994 : 253 : 27-34
9) BT NOE HARSE S e, )35 5 2021 @ C-306-C-311
B Ol ERREESE. 1996 5 12 © 2413-2428
B W ERRESE. 1996 5 12 © 2429-2441
RS IEf - ERPRIESE. 1996 5 12 : 3333-3352
SNBSS b BEPRERSE. 1996 ; 12 : 2195-2211
Sl IERE At : BRARIEESE. 1996 5 12 1 2267-2296

XHFEKRERVHEHVEDES
OETHAZME BEEY A -y —
T930-8583 LTSI T H6721
TEL (0120) 517-215

FAX (076) 442-8948

HsC ~

13)
14)



26. RERTEES
* 26.1 BEHARFETT

¢ BELIRE T Euxatt

Nichiko = LTI IR 1 T BB & 21
*26.2 FETT

48&1&5@*

Nicwiko 5 1L 75 88 B B 1 ] B % 21
26.3 BR%

HHERTEARIASH

ARERMHPRXEEHNTEIES



