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9.1.4 BEFBIEEEPDESE
BERE,roRES2HBL. MEITHHAIHRLITTD
Z&, —BMORBLGNERREZREIITBZENANDH S,
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AFN OGNS, RBEOFHEELZR L TAH
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A7 E FEPRAEIR - FEB AL | BT - fAlRRET 0.5~5%Ad|  0.5%Ak SHEEANEH
TV—=TT7)N—y |[FEL=ZIE oMFB| L —TTIL—Y iR ALT ER. [fBrurey k&, |LDHER.
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11.1 EXREIER RERE. HE

11.1.1 MMEMZE (BHEAEH)
B, OE. WiE, SOERSEMERELTHSEDN
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11.1.2 BA2 GEEARH)
11.1.3 §HY D LIME GEEA)
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B TE, BEEAESESD S DbNBEEICE. BEbIC
WY RMBEZITH> 2 &, [9.1.4, 9.2.2, 10.2 ]
11.1.5 FHEEEREE (SR RH) . &8 (GEERH)
AST. ALT. v-GTPD_EFZ%% Mk FEEERENDH 5 b
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11.1.6 M/IHRIRA (SEERER)
11.1.7 {EM¥E (SEEAHE)
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1M11.8 BEJOy T GEEARRH)., SAELEGEEARRE), RIRCGIE
ANHH)
OFEN, AODZIHDERNDHEDNEZENDH B,
11.1.9 &I ERRLARIE (BHEREH)
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TR NEE2ITH T &,
11110 PF 745+ —BEEAR)
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LTHEDNBIENHY, 7TFTI4F5Fv—vavy
ERIULEEOHELDH D,
11.1.11 EEDO TR (SHEARH)
EH#HE5ICKD., AERDZES>EEO TS SbI
HIENDD. ERICKVBHEZHRSEIROON
EOMEDNDH 5,
11.1.12 REIEMERR (SHE )
FEEN, G, MPORREE, MOERXAREEE S 2 AL S R R 2¢
BHoOLNBEZENHHDT. ZDLD HIGEHIITHRE
ZHIEL, BIBRERILEVHIOBSSDEY) ;LB

2ITH T &,
11.2 ZDfthDEIER
0.5~5%Kl  0.5%Al SR
WEBE HWE., 2 | O, R
HRIE
Mg GFERERIEZ ZIfl. MM
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BHmMER OFV, BB LB 5H RS 55D,
FEENR
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ERRIEBIAI N IZHERY v b AV IVBRIERF S LA
THIEDNDHHDOT, —ELILETF S &,
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PTPEEEDIEAIPTPY — bS5V H L THRAAT 5 &S
BETLHZE, PTPY— FOBEKICED . BLSAIRD
EEREAR AL, BIZZZELZB I LTHIBAXAZD
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15.1 BEERERICE DL BR

15.1.1 HEBEZRIEHELG P TIREVLA, PTELZIVY LS
WETICOHEE, DALPAEIR(ODEMIS) D
AROENTZEDREDNH S,

1512 7ENV =V I & D CAPD (HiE 44 R AEEEHT)
MEITHRORBEDOBNHRAAET 22 EPWESINT
WBDT, BEREEDENICHEET S L,

16. E4ENRE
16.1 MOEE
16.1.1 BOgs
R ZRABEL2HNCAF (AN ATILY Y A RFY I
20mg/7TENL =Y r16mg) & BEBHEEREORS Lz & &,
EERBI ANV AT LY VROTEL=IVEIE. Th?
N¥%54%3.5K% 03.08RICCmaxIZiE L. 5.9% 071 1.2

DOFPHA (t12) THE LU,

INTGA—% FIWATFIE >~ FTEL=ZVE Y
Cmax (ng/mL) 842(20) 26.8(42)
Tmax*Y (hr) 3.5(2.0~6.0) 3.0(2.0~6.0)
t1/2(hr) 5.9(8.1) 11.2(11.7)
AUCo(ng - hr/mL) 4258(16) 174(28)

n=12., P GRAICV %) 1) Frofl (F/ Ml ~ Bk fE)

16.2 IRIY
16.2.1 BEORE
AR 2 BEBICKRELZEE, FLATLY > DOAUCIE
BREEEENZL, TELZVEYOAUCRERRED
57%TH > 70
16.3 21
16.3.1 MIFEBBEEE BRDE)
b MIEABERIIAIVATILY 0% THD, T
L=V UH93%TH -7z (in vitro).
16.4 X
FNAFINLY Y ARFY IV, BORER. FITNMEERE.
X IZMEEICB W T AT 5 —YIC X BHIKDR%Z2ZT.
EERFOFT VAT LY ITRF SN B,
TENL=ZIE VL BOKER. FIMEROHETRES .
CYP3A4ick D Ye Fuvby D UvEsEbtansd, [10. 2]




16.5 ettt

BELZRABHOHICHC-F VAT LYY A RFVY I
20mgZ BEROKRS L& 25, BRSHMSTEEdRRIZ,
FRAA512.6% (240854 & T) . HPA77.2% (31 2[58% £ T)
Tholz(NEAT—%),

fEEE 72 R BHEAFNICHC-TE L=V ¥ dmg 2 BiEE
BE L&A, #5%7HE TORKRUERAOBIRSHUHE

PRtERIE, RAAT26%. EHN63%TH >z SHEAT—%),
H2)ARAOARABEAN ALY Y ARFY IN/TELZIE ELT

10mg/8mgXix20mg/16mgTh %,

16.6 HENHRZRT 2HBE

16.6.1

16.6.2

16.6.3

BiHEEERE

R ABIESHI & . B RERRE RE 26/ % EERRIC8~
BT O3B B34 L. ANAT LY Y AR
FVIN10mgz IHIE7HBREZOHREG L ZD7H
HOEFEREICH T B MEEHA VAT ILE > DAUCD LA
PR, BRREERZE R LT, BE, hEERVEE
BiERERE TN TNLOM, 1815, 2.8 TH 572
HEAT—%),
RN 2 M4 SILEERFH (IWE7 LT F=1.5~
5.3mg/dL)Ic7E L=V ¥ 8mg% | H 1 RIEHA%7 HIHE
RERZEORG L5, H#E57HHDCmaxid17.1ng/mL,
AUCo2413154.5ng - hr/mLT®» 0, #51HHE (Cmax :
8.6ng/mL. AUCo-24 : 67.3ng - hr/mL) ICHANERISE
Moz, [9.2.1 SHH]

FFHERERERE

BERUCHTEEONEEREEZ1260ICF VAT LY »
A RFY I)V10mgz EERBEREOKREG Lz & &, 6
EHE & g Ui L X 9L > O AUC O # (] F45
Exznznl1E L7ETH 720 (EAT—%),
BEROPEEOFEEREBERCEBRAZIMTE
L=V 8mgE BEREOHRE Lz & 25, IZIFFFOMmEE
RS 2R L72Y (SHEANT— %) . [9.3 ]

StnE

R MEEEF (75U L) 17HICA VAT LY o AR
FVIN10mgx 1 HIE4HBRERZ ARG L& 5,
JEEtn B ICHB LAUCO &P ED 1 4 EEE R L
7ons, BREZIZEAERD NG >V (IHEAT—%),
Rl I ERE R E (65~ 84/R) 5AIC 7 L= ¥ 8mg %z
IH1E#ER7HBRERORS Lz s, E7THHOD
Cmax!325.7ng/mL. AUCo-2413242.8ng - hr/mLT# V.
#51HH (Cmax : 15.8ng/mL. AUCo-24: 107.0ng *
hr/mL) IZEREREICE D 2 720,

16.8 ZDfth

16.8.1

16.8.2

ESEMRSBEOHEEER

FNRAYILE >V A RFY IN20mg 5RO IV AL >~
DOAUCK U Cmaxly. 7EL=YEr16mgD ‘S
FOEEEZZIRDP o/, TELZVE Y 16mghk5EO
TEYILZIEOCmaxid. FNLAP LYY X RFY I
20mgD PR GIC K Bl 5. & B L C22% K R L7z
B, AUCREEZZ T ar o7,

EYZEEE

R A BIEICARF (AL AFILY Y XA RFY IN/TE
L=V & LT10mg/8mgXiZ20mg/16mg) 15E& . +
WAFILY > X RFY INVGE(RA EFBOT I AT IS
Y ARFYINEZER)ROTEL=Z VY V(KA L RE
DT XNV 2EE) &1 5% EEBREEREO/RS Lk
R, ANRAGLY U ROTELZ I OIMmfETEEHER
ARG EFRBS THEM L. EMENICRZETH >z,
BE SR S BAHBO A VAT LY Y ROT YL
ZIOV Y OEMBREINT X —FIIREDEBD TH o7z

LD#E(n=24) BAIHH (n=24)

)85 x—% | (OLM10mg/AZ8mg) | (OLM10mgkUAZ8mg)

FWAFVI N TENZIEY | FVAFLY V[ TEVLZIE Y
Cmax(ng/mL)| 339(15) | 4.6(34) | 324(13) | 45(33)
Tmax® (hr) |2.0(1.0~40) | 2.5(20~40) |20(10~40) | 3.0(2.0~6.0)
) 63(12.1) [11.2(11.9)| 6.4(12.4) [11.0(14.3)
ﬁUCO‘”(“g’ 2109(24) | 35(37) | 1977(21) | 36(37)
r/mL)

HD#E (n=23) BAIGEH (n=23)
RTRA—% (OLM20mg/AZ16mg) | (OLM20mgfk U'AZ16mg)
FNVAFNT | TENVZIE S | FVA LG V| TENZVE Y
Cmax(ng/mL)| 622(20) | 10.5(39) | 581(23) | 11.0(41)
Tmax™® (hr) |2.0(1.0~4.0) [3.0(2.0~6.0) |3.0(1.0~6.0) |3.0(2.0~10.0)
t1/2(hr) 6.6(11.5) |11.2(14.8)| 6.3(12.6) |10.8(10.2)
AUCo-32(ng *
hr/mL) 4282(20) | 102(42) | 4274(26) | 102(44)
HM1SPHE GEEICV %)« 1E3) sl (Ml ~ S kfiE)
OLM : ANLAPILY Y ARFY IV, AZ: TEL=VEY
17. BRIRREAE

17.1 BHERUREMEICET B8R
17.1.1 EA%E MR

-10 L

ABP (mmHg)

—30 L

BAE - PEERMERERE 2 0 R & L HE R
(BIZM12EM) ICBWT, ANAFILY Y ARFY I
20mg/7 ¥ L=V ¥ l6mghs (RARE | OLM20mg/
AZ16mg) BRUF L ALY > A RFY IL10mg/7 LN
Z V¥ 8mgtk5 (EFEH : OLM10mg/AZ8mg) &, 7+
LAFLE Y ARFYIN20mgHE (OLMBESHEE :
OLM20mg) X7 ¥ L=V ¥ 16mgik5 (AZBME
AZ16mg) & 0 bERICENZBERI R RS 5 iz (P<
0.001). #512EBICHE TS b5 7 B EEAL I E O I FE T
B (BG4 T I & BRI RME M E D22 @ ABP) IXIKKID
EBOTHoTz,

OLM 20mg/ OLM 10mg/ OLM AZ
AZ 16mg AZ 8mg 20mg 16mg
(2140) (221%1) (21161) (216%1)
#t # F \
#7
#t W DU I
[ R /173 i 12

BT P fE (95 % F X )

OLM : AP Y ARFY I, AZ: TEL=VE Y

#P<0.001 vs OLM20mg. 1P<0.001 vs AZ16mg : IX#EHIIE & OE5R I M 2 h
ZN O ABP (GHEHE A F9E) OB B2 IO VT, BIEHOMEME, Hh, hExLERE
L7365y 8 2 S

17.1.2

$7-. BHRTE NIUEREIC X 224 MLE H NES) % 5T
LR ANATILEY Y ARFYINETEL=ZIEY
OPAIIHIESICBW T, MEHRNEBICEE L RIT
T EAL, EEM - KM - RHORREHICAPDS T
24WERERERE L - BEMI R E R T Z E SRR S N,
EAERACERAER OB EHRBHE L. BMEERS
6.0% (13/21561) } U'2.7%(6/22141) . FERIEEMEREEH
5.1%(11/21560) % T’4.1%(9/22061) TH - 7z, =R
WCBTFHELEMERIEY-GTPLERA1.4%(3/21561) T\
BERHEHICB T 5 ELEIERIZALT LA, v-GTP LA
#%1.4%(3/220f1) . 9858 1.4%(3/22161) TH -7z,
B M5 (REBIR 55ER)

FNAFILE Y ARFYINRETEN=ZVEUEEICT
MAE3T > b a—VA+5 7z AR &I EERE 2 0 RIC,
FIAFNEY Y A RFY IN20mg/TENL=I > 16mg
XIEFNVAFILEY > ARFY IN1I0mg/TEL=VE Y
8mgZS2HMEH G LI fR. RE LB ORER R,
Boeni.

FARR A CEARROREHAATEE (BRREERE 2
EL)id. 6.5%(7/107H41) % T'8.7%(9/103Hl) Td - 7z,
RARRICB T 2 F o ERIZFEED O, FIEDE L
%1.9%(2/10761) <. {RFHEEICH T 2 Xl EH I3 FE
D EN1.9%(2/10341) TH > 7z,



18. ENEIE

18.1 {EF#ERE
FIUWRAPFILEY Y ARFYINETA RISy I THY. EEANT
EERBMTHAFT VAT LY VIIEBSN, TYIFT
YUN(AL) 4 71(AT) ZBEBIGERITER L TAT O
EEEBAMICIHEL. AERTHHAT OFHBEIER 2 iMH
5,

TNV ELECaF v FIEFIERHICE O &, MEZ
RS EAZEICK D EEMERZHET 5,

18.2 [RE{ER
EMEEREET Y MCALAY LYY ARFVINE
TNV EHARORST A EICKD, BMHERSIC
H# U CRREFER ORI RD SNtz Ty FUAFLY
A RFVINOBEMESETHARBERAIEONEP o7
EL = HEMEETILV(DOCABESMES v M) dH 50
TEL= I OBMEE T+ R EEERSR O N5 7
EBLoVESMEETV(BEESMET Y MIZBWVWTH,
FNAPNLY Y ARFYINETELZVEYOHAKESIC
K OEBLRBEEEREZRLUED,

19. B3RS ICRE T IBERHIFR

(FIWAGILI Y XRFVYZ)L)

—fgZ AN AYFILY Y A RFY I
(Olmesartan Medoxomil)

{E%% : (5-Methyl-2-ox0-1,3-dioxol-4-yl)methyl
4-(2-hydroxypropan-2-yl)-2-propyl-1-{[2'-(1 H-
tetrazol-5-yl)biphenyl-4-yllmethyl}-1H-imidazole-
5-carboxylate

PF 1 CavH30N6Os

IFE : 558.59

% R HE~MEBREOKEEONRTH S,

TEFZMYALIETY ) —IL(99.5) I FIZK L,
KIZIFEA EWBIT 2,

H,C_ OH
H,C ] CH;,

PECARE : log Pow=1.0(pH7)

Pow=(A27% ) =IHOF L AFILY > X RFY

SVBIE/ABOFIAFLE ¥ XA REY I )LEE)
(FEILZIEY)
—#%% : 7E¥ L=V (Azelnidipine)

#x {2 : 3-[1-(Diphenylmethyl)azetidin-3-yl]5-(propan-2-
y1) (4RS)-2-amino-6-methyl-4-(3-nitrophenyl)-1,4-
dihydropyridine-3,5-dicarboxylate

PFL  Ca3H3aN4O6
PDFE : 582.65

M R REHEO~BHAOBREON KRNI ZEGMRTDH 5.
T4 —)L(99.5) XILEERE (100) 10194 <. KiC
FEAEBT RV, ¥ —)L(99.5) 1B (1—100) 1

Tt Z RS L, F@RBEIROOND,

H
H:C. N_ NH,

HyC. _O |

MO
LY @ . O
NO, O OB Rk

DEEH : 7L IV OSEURE (HPLCE)

pH 9 10

S ECRE (log P) 4.43 4.42

20. RV EDER
T IO —URER BRI, L TRET S &,

22. B8R
(LYILY REEEEHELD)
(PTP : #2)A. HERFAIAD) 1008E(108EX 10)
140%€(148€ x 10)
500%¢ (10%E % 50)
7008E (148E X 50)
Offi 1 3T @ BoIRAl BERRAIAD) 50085
(LYIL9 XEEHEHD)
(PTP : #2Al. BHERFAIAD) 10088 (108EX 10)
140%& (148€ % 10)
5008 (108E x 50)
7008E (148E X 50)
Offi 2 NT : E2IRALL HERRAIA D) 5008
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24. YEFERERUEVEGDEE
F-=dthat WEEiRtry—
T103-8426 HEHERFFRX HAEAHRT3-5-1
TEL : 0120-189-132

26. BHSERFTREE
26.1 BHE/RFETT
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