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FRICHFIRASHIBE L 7245 &1C1d, BB ICiR5 2T 52 &,
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BENENTHHEDRENH 5,

13.2.2 1D * FEMRHERED £ = & — 24T\, SEEICIEZBIET 5,
ZLLIMEETYPRD 5 N7GEIE. UEOZE L, #@iRo’ks
%, DIMERICHT HMEBEZEITH. ERPHEL R VLIFEIE.
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Do B, NILFILY VROT LTV OMBEEABERIZ
ZFNZEN93~96%.98%TH 1 | MFBHTIC & > THETE 2L,

14. BRALDFEE

14.1 EFIRXHEHOER
PTPEZEDEAFIPTPY — M 6O H L TIRAYT 2 L5 EE
T5H5Z &, PTPY— FORBREUTE D . BEWHAE A BEREEA
FIAL, BICIFEELZ B L CHERIARFOEE 2 aHHEZ
HITHIENDH 5.
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FRBBRIEHS P THVA, 7TL0 Y EICLBIBEFRITLG
BEPLAER (DEMBENZEG) PHRONZEORENH S,

16. ZEYENRE

16.1 MOEE

16.1.1 BEO%S
BEBABFICNLVLTILY /7 La I RNy ILVBIEREHE
(NLHIL% >80mgE 7 Lu Yy 5mgrFid) #ZEHERIC
HEREO®REG L& &, MFEFONLTILY Y ROT LB VY
Vi, FNEFNHRER IRV BB TRESEEICHEL, HE
FWHIEZNZNE.5K U382 TH > 7z NILHILY /T
LAOTVEYRYIVBERGHERGEICBIT 2NV ILY VO
Cmaxld. NP L ¥ 80mghk U7 L0 Y E Y 5mgD A
EREHBLTEFEL > DD, f1D/$5 A — ¥ IZFEKET
Ho77,

BERABFICNLT LY /T Lu Yy RYVBERGHERONLVY LY v /7 L0y
VB 2 BERE RS LEBON LTIV Y ROT L0 D ¥ OEYEE ST X —5

S LY /7 hA VYR SV G 2 S0mg R
MBI | gem A g (n=6d) TLUTEY SmED
NTRA—% GERSE (n=64)

VAV 1 VN =A% VAV 1 TLuIE Y
Cmax 3,26041,330 | 2.63£0.462 | 3,630+1,200 | 2.75+0.584
(ng/mL)
Tmax ()| 3.00.0~4.0) | 6.04.0~12.0) | 2.0(1.0~6.0) | 6.0(3.0~12.0)
AUCHn |90 000+7,800 | 1262329 | 22,000£7,230 |  129+33.7
(ng-h/mL)
Tis (h) 8.5+2.2 38.2+7.2 8.4+2.4 38.1+6.6

FEEEE RS, Tmax(cF U EFRE (5 ME~FoAlE)
16.1.2 £YFHEISESER
TLANTEASE[IG] ET v 7 A7 5+ —VEREHEE. 7O AL —
N=FIZLDFNZEN1HE NP LYY, 7Lud¥r el
TZhZn80mg. 5mg) BERABEFICEEBREEFORS L
TMEEFREABEZRE L, BoN-EMHHEIIT A —5
(AUC. Cmax) 22 T90%(E #H X Bk THEHRIT 21T -
72458, log (0.80) ~log (1.25) O&#HEATH V., WAlDAE
Y ES SR S Y,



VA% %4V

(ug/mL)
5 -
Il N A
w4 —o- 7LaufifdE 1G]
ﬁ3 —o— T A7+ — VA
g Mean+S.D., n=30
Vo5 |
g 2
=
ol
E
06 : . : : :
0O 2 4 6 10 12 24
BE5#OERE (hr)
MBI ST X — 5
HTEIRT A =4 SENITX—Y
AUCo2 Cmax Tmax Tz
(pg-hr/mL) (pg/mL) (hr) (hr)
7 Lo filesE [1G) 21.91+8.84 3.88+1.49 2.5%1.1 5.9+0.8
Iy A7+ —VE5E| 21.79£7.91 3.89£1.39 2.9£1.1 5.7+0.7

(Mean+S.D., n=30)
MEFFEEINOICAUC, CmaxZED/8T7 A =713, HEEE 0=
R RIEOBREEE - FEERZE OB IC K > TR S HE
Wi,
FLaIE
(ng/mL)

—o— 7 LNTEEHE [1G)
-~ Ly A7+ —TVHEEHE

Mean=+S.D., n=30

WRRE O SN EEE
)

036 12 24 48 72
BEHRO/MH (hr)
B/ ST A —5

HEIRT A= BENT A=Y
AUCon Cmax Tmax T
(ng-hr/mL) (ng/mL) (hr) (hr)

7L ufeésE 1G] 106.5£31.2 2.84:+0.73 6.7+1.7 | 37.0£7.7
Ty A7 4 —VEA&NE| 101.8423.2 2.80+0.54 6.6+1.7 | 38.3+8.5
(Mean+S.D., n=30)

MAFFBEN ICAUC, CmaxZEn /8T X —7 1%, #HERE DR
R FROREEEL - FEEORHBREMFICE > TRL S HE
W5
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16.2.1 BEDRE
BERAETICNVT LY /7 La Py XY )VERIEE &6
PHOEOHRE L EE, NILYILY > OCmaxk FAUCIEZE
AR S IC R TEBBETENETNIBRTTI6BE TR L. 7
LUV VIEREORE R T e o729,

16.3 91
NILHIILY VRO 7 LYY OMBEEABGERIZZNZF N3
~96% % N98W% T - 7210 11,

16.4 {35
TR A B TICUCN LT LY > 80mg % ZEfE R B mfF (1% 5 8
BRI OIMAEFICIE, F& UTREMMEDNTFEEL. TDIFNIC
R & LT RaF EDPRO 6N, in vitroDFRERICH
WTEELTCYP2CODEENSRB SN TS (FHEADT —
7)o
7L I IIEICCYPIAdICE ORBENB EEZ 5N 59,

16.5 HEitt
R ABTICHUCN LT IL Y > 80mg % 22 iE I B EfE 1% 5 L
7o & &, BE5%Z168K M £ TICREED13% N U'86% DS REA
FTNETNREROEFICHR SN, 205 BI13EAENVREL
RTH-7212 (NHEADT—%),
ERABTICCT7 41 V¥ 15mgH) % 228k B EE %5

Lz & &, B 5%128 % TICBRESED59% % U23% 0 it 6 A3
ZhZNRPROEFRICHRE S N, RAPBEEED 9 % RZEA(L
ECH 725 HEANDT—%),
El) RAlOERRS N7z I HARE. NPy > &L T80mg
KO7L0IEELT5METH S,
16.7 FAEEER
TEERAB TN ILY 2 160mgK N7 40P 5mgH) %
HHABEEERS LI EEONLY LY Y ROT L0 D O]
HRIEIEHARSHREZIZ N LYy Ee7L0 Iy
ORI EMBREERIH B IZR O 5Nz 5729 (SFEAD
F—=%)o
F2) ARloAZB SNz 1 HAZIE, N8 Ly > &L T80mg
RO7L0YEELTE5mMETH 5,

17. ERIRAE

17.1 BEHURVRSHICET 2R

17.1.1 EAS IR
BERED & FEEO ARSI EESE 2 NRICEN TEMRE L 72
“EHEREEER (EEREE) CBLT N LY VT4
OV ANV IVEBRERASEE 1 H 108 BEEOHRE LD
VAR =3 (B aTi R o HR5RHA I FE AP90mmHg AR 12K
TUXBENR=RAF A > EHE L TI0mmHgBl EET L7z B
DEIE) RUMEOEEIZ. ROEBVTH 5.

—EEBHEBHEBRICBI 2 LAKR VY —ERUMEOE LR

- oo o | TORTRITREIC 55 % DO L TR
A VARSI R k- 254 Y b OE(E (THIE
VAV N v 86.4%
CURYLVBERSSE | (140/162) 723.6/717.OmmHg
IR 36.1% -4.7/-4.8mmHg
(60/166) ) i

KEERRBEEL D LT ILY » /T La I N VISR S
SEOBNIIEER RS HERR S NI 19,

BITERFBSEE L. NULY LY > /7 La Yy Ry )VERIER
GBEERET6.8% (11/16260]) THo7zo WYY v/ 7 Lu Y
EURYIVERIER AR O RBIERIZ. v-GTP#EINL.2%
(2/162f1) TH -7z,

17.1.2 ERSEMEEER (HERARSHER)
_EEMEHE (BERHE) »ooftEEREARRE LT,
NILHILE > 80mg L7 La V¥ 5megz 2EMES Lk
. IHEEA M E130mmHg Ll B SRR M £85mmHgLL B
BEICNLILY V/T L0V RXYIVEEIER & §E 2520
85 U7,

INILHILE 2 80mg LT LT VY Smgk 2 EMERE Lk
DL A I e OMIR AR B 1L (S35 fi8) 13138.6/89.1mmHg T &
D NLHLEY 2/ TLaIEyRYILVEBIEREHEICT OB X
7o%% 2 @ T129.4/81. 7mmHg % TR TN L. BAHIH» 5305
/T LUV YRYIVBERSIEICTIDEZ A2 &I1C&D
FAEENRD N, Floo NP LY/ TLuaI¥ s
NYO)VERIERD & $ES23E 15 544 0 e B I K OMHRBREA I 13
126.7/79.3mmHgTH V. REICIH 7z 2LE L7z ERIER
Honiz,

BUERFBEE X, NLY LY > /7 La V¥ XY )VERIER
GHERETI5.1% (55/3656]) TdHo7ze NILY LY /T LaY
YR IVEBIERL A SEREO E 2 BIWER 1L SRR MAEL . 4% ( 5 /365
) THO. IRWTALTHEML. 1% (4/36561) TH -7z

18. EEFNEIE
18.1 {ERER
AAENZ. NI LY U ROT LUV OREHITH 5. NI
PLT R, ToIF T NREEROY T T THS
ATZBEIHEE L, RERE L UERT ATV VAT v
MICHLTHERT A EICE > THREDREZHIET 5, 740
IV, BAKRFEEAIL ST LAF v 2ILICKEE L. AR
DAY LFAZIET 5 & TRMIME OB % othiE S
BCHEENRZRET S, 7OV VORBEMRICE > TR
BERPEE LS hs e, MERMHICBILL=Y - 7
IFT UV RANDRGFEENERT A0 NLYILY D
IEEZNRAERENE D EEZ S5NBY,



18.2 BRE{ER
BIMEBERFEET Y MINLYILY v E7LaI 8 2HHALT
BE535&. TNTNOBMEE% FO 50 FERSR SN,

19. BT ICET DI EEHNAR

b

—fiz
e

FFR

aTE:

s

Al

PNV HILY v (Valsartan)
(25)-3-Methyl-2-(N-{[2'-(1H-tetrazol-5-yl)biphenyl-
4-ylmethyl}pentanamido)butanoic acid
G 0 CuuH2oNsO3
1 435.52
CHEBEOMRTH S,
A% ) —=LVRIETH ) —) (99.5) IZHHTHETRT
<L KIZIEEAEB T W0,

CHs
CO:H

7 LAuYEYRYIVEEE (Amlodipine Besilate)
3-Ethyl 5-methyl(4RS)-2-[(2-aminoethoxy)methyl]-
4-(2-chlorophenyl)-6-methyl-1,4-dihydropyridine-
3,5-dicarboxylate monobenzenesulfonate
CaHasCIN20s + CsHeO3S
567.05
HE~HEHEDOREEDHRTH 2.
AZ ) —=VIZETFRTL, T =)L (99.5) 2%
BT <L KITEFIZ S Vo

A% ) =B (1 —100) 13FEEHEZRE 20,

R

NH
O/\/ 2

O\/CHs

RURGRRMEE

B HI198C (53FR)

% %22, @
1008 [108E (PTP) x10]
1408 [148% (PTP) X10]

23. &V

1)

2)

Sheps, S.G. et al. : Arch. Intern. Med. 1997 ; 157 (21) :
2413-2446

FIEREh  fth @ EEEHARES: 2017 5 47 © 1353-1355

EERERHE At  FEIRBESHE AR AHEES 2021 5 29 1 49-54
Briggs, G.G. et al. : Ann. Pharmacother. 2001 ; 35(7-8) :
859-861

Cooper, W.O. et al. : N. Engl. J. Med. 2006 ; 354 (23) :
2443-2451

Naito, T. et al. : J. Human Lactation. 2015; 31 (2) :
301-306

Bl AR 5 & PR S ROEMZNREE O (T
U A7+ —VEASE 20106 1 A20H &R, HFEERTE
2.7.6-1.2.3)

Fanal=v ey E AN EE A
BYFREICKITTRBOLEOM (Ty 7 A7+ — YV
AE 1 20104 1 A20H &R, HEEERMIE 2.7.6-1.1.1)
Colussi, D.M. et al. : J. Clin. Pharmacol. 1997 ; 37 (3) :
214-221

©/503H

11)

12)
13)

14)
15)

16)

19)
20)

21)

Meredith, P.A. et al. : Clin. Pharmacokinet. 1992 ; 22(1) :
22-31

Waldmeier, F. et al. : Xenobiotica. 1997 ; 27 (1) : 59-71
Nakashima, A. et al. : Xenobiotica. 2005 ; 35 (6) : 589~
602

Guengerich, F.P. et al. : J. Med. Chem. 1991 ; 34 (6) :
1838-1844

Beresford, A.P. et al. : Xenobiotica. 1988 ; 18 (2) : 245-
254

NLVH Ly yETLOIY Y OFEYBHEEERO S
(Zv 27275 —VEEH 1 20104 1 H20H &, HE]
BHEEEE 2.7.6-3.1.1)

17) REHBSE At : ME 20105 17 (4) @ 314-328
18) AREEMSIMEELZNRE L-ERNENHERE (Zy 7 X

7 x — VA SE 20206 1 B20H & 8.
2.7.6-5.1.1)
REEEIEEICNT 2 RERE (Zy 727+ —VEA
$E 1 20104F 1 A20HZ&GE. HIFEERNE 2.7.6-5.2.1)
FHHE (Ty 7 27 5 — VR GHE © 20204 1 H20H %GR,
HFFERIEEE 2.6.1. 2.6.2)

EIMEERFEET v FOMEISNT 2/ EORGHER)
(w7 27— VEESE : 2010F 1 A20H %GR, HiEK
BHEEE 2.6.2-2.1.1.2)

HHRE BRI =

24, XEERERTEVEDEE

BAY 3 ) v 7HRAEE BESTHHKE
T108-0014 FREEEXZAT H33&EILS
TEL 0120-893-170 FAX 0120-893-172

26. HERFRES
26.1 EHERRFETT

Jo)

BAYIRUvOKASH

RRPEXZHATBEIIE11S

3030076-011



