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14. BRALODEE

14.1 FRIZMFEOEE

14.1.1 PTPAEOHFNIPTPY — b6 MO H LU TIRAT 2L 55
BT L, PTPY— bOBEMBITE D, WA R ERER A
FIAL., BIZIZZEAL 2B I L THIBRARS O EERSOHE 2 0F5
THIEND D,

14.1.2 RANIFEDO LICOW TERZFRHI T2 EHET 52D, K
BLUTIRAWETHS, £/, KTIRHATHIEDHTES,
14.1.3 AANIE- T FORETIE, AKBRLUTRAI RV &,

16. EMENE

16.1 MAEE

16.1.1 BHEZE
R EERR A\ BAE18HIC A )L XTIV 4 250, 100/ T200mgZ% 7 O A % —
N—IEIC X DB AR OKE L2 & &, mERIREE L TE
‘l‘é’&)ﬁ?éikﬁ{t%fﬁﬁbtc Z DY BEE)N S A —F ZRUTR
7,3

(2) kTHRA
B2 i AEh R AR
(ng/mL)
2500
—o— i A JVNHILY > ODEEL00mg [h—1 )
—e— 7 )N O$E100mg

20007, TR+ B, n=24

Rl SEYBENT A 2‘4 0 ?8
%58 Crax Thmax AUC Ti2 2 ESOIRE (hr)
mg | " (ng/mL) (hr) (ng - hr/mL) (hr) <R OISR (hr
50 18 1084+375 1.440.7 382141208 10.1£5.9 %3 BMBRENT A—5
100 | 18 | 1758483 1.6+0.9 68481974 | 13.6+15.4 HENT A—5 BENTA—S
200 | 18 | 2098+455 2.0£1.3 | 11742+3549 | 15.2%18.6 AUCy-s Conax Tinax Tizz
T+ B GATET | LC-MS/MS) (ng - hr/ml) | (ng/mb) | o (hr)
16.1.2 R{EHRS Moo b ZODR | zoapsos65 | 1797515 | 1695082 | 1134514 51
fERERR A B LB A IV XY )L F 250, 100mgZz1HLET A &I ‘
ARG U7z & % M0 e 1 3 S B IE B K3~ 4 F TRk 7N U§100mg | 71281584 | 1813+493 | 1.54:£0.94 | 9.52%4, 36%
ARICGEL., WG RS BEMEIA S NEh ST, A9 £ B, n=24
Eio, @l 2 S OB S MR R E 1461121 L X)L % 2100, K« n=23

200mgZ 1 H1E8 H M RBICKEROHRG Lz & &, CraxX FAUCIZ
HE51IHE SR EG3HE E QM TARABRAITRLS, Wik5EL bERH
AR A=Y ANAS NS i

16. 1. 3 EYEMRSHEHER

(A IRY)% > 0D§E100mg Tk—"7T )

ANNRY)L 7 >0DEEL00mg [h—7) & 7/)N7O§E100mg#z, 7O
AF—=N—{EIZ LD ZFNTNLE (VXTI F &L T100mg) fi#
A BFICHREERE DRSS Okia U CTIRAKMU/KTIRA) LT
Mg R ABEZBIE L. S5NEYBRE/NS A—% (AUC.
Cmax) DWW TIOUEHEXBIIEIC THREHBIT 2T > 2%, log
(. 80))~log(1. 25) OEIFHNTH 0. WA LW E RSN HRS
Nz 7

(1) X7 UTRA (7/37°0%100mg(dk THRA)
BAL e

(ng/mL)
2500
—o— A )L RYI)LH >ODEELI00mg [h—"7
—e— 7N 7 O§E100mg

20007 |I, Tl + B, n=24

1500

SR

1000

e 5% O (hr)

x2 MBS A—F

M E R E N NZAUC, CuadBE DN T A—F1%, #B#E OFR, RIROERIUEEK -

2 OB REIC K - TR B REMND S 5.

(A I RY)% > 0DEE200mg [ ~—"7 1)
AINXRY)L% >0D#E200mg [h—"7] &7 /N7 O§E200mgZ, 7 O
AF—=N—{EIZ L0 FNTNLE (V"I F > &L T200mg) fiE
FERRA B FICHEREHEEROKS Ok L CTIRAKUKTERM LT
MAEFRZEMRREZRE L. 55NEYERE/NS A—F (AUC.
Cmax) W DWTIGEHERBIEIC THEBE 2T > 2%, log
(. 80))~log(1. 25) DEIFHNTH 0. WFI D EWFRE SR S
N7z

Mk UTRA (FZ/N7 0O§8200meg(37k TARA)
X3 R

(ng/mL)

3000

—o— 1 A )V RXPIVF >0DFE200mg [h—"7 |
—e—  7)N 7 O§E200mg
SEEE A+ ERERZE, n=23

SR

0 12 24 36 48
% ORE (hr)

F4 FEYBRENS A—F

HEINT A—F BEINT A—%
AUCo-48 Crnax Tmax )
(ng + hr/mL) (ng/mL) (hr) (hr)
AINYILS 2 ODEE | 7661081 | 19874580 | 1.33-0.43 | 16.02+13. 60
100mg ~h—"7]
7NFO§100mg | 69142135 | 1721550 | 1.63+0.81 | 12.31+6.63

SEIfE  AFHER A, n=24
ifn 3 P EE A NZAUC, CnaxBE DN T A—F 1L, HBE ORIk O BRELEEL -
FEEI % OB R & > TRIZ D AREMED B 5,

HEINT A—F BEINT A—4
AUCo-48 Chnax Timax T2
(ng * hr/mL) (ng/mL) (hr) (hr)
S ~ ety
ANNTINE ODSE | 109793750 | 2499863 | 1.520.87 | 11. 566, 45
200mg [~—"17)
FNFO5E200mg | 1113644544 | 23194870 | 1.44+0.74 | 9. 83+4, 61
SEE Ml £ R R ZE, n=23
¥ in=22

MAER RN NCAUC, Cnax ¥ D/N T A =213, #d OFR, FIRORIMEIEK -
IKF[E155 DFRBR ST &K o THRIR D AIREMEA B B



(2) kTHRA
BA4 ik RS

(ng/mL)
4000
—o— A )L XY)LF > ODFE200mg [~—"7
—e— 7N O§¢200mg
SEEfE 4+ RS, n=24

3000

2000 1[FX]

EEERE

1000

5% ORR (hr)

x5 EMBRENT A—5

17. ERPRAEE
17.1 ARV ZLMECET S8
17.1.1 EBRNERRFRRER
RFIZ BV 5 —EE bR 2 & O KRR 5 T OF 20 MR o
KENISTIHITH V. HRNEIZ69. 0% (601%]) TdH > 7=.20
£ RS

st AL DR e o
KIBIEIES: (% - %) 563/822 6.5
B I EAE 18/22 81.8
B & 1 D BT 17/23 73.9
T P 3/4 -

et 601/871 69.0

ST A5 BENTA—S
AUCO-48 Cmax Tiax Ty /2
(ng * hr/mL) (ng/mL) (hr) (hr)
ANANTPIVE ZODSE | 193963758 | 2644929 | 1.71+0.97 | 10. 234, 53%
200mg [h—"7]
7NFO5200mg | 1204944406 | 24254710 | 1.29+0.71 | 10.94+7. 16
Tl AR A, n=24
¥ 1 n=23

M HEP YRS N AUC, Cna D/ T A— &1, W& OB, (RiROWIEK -

BSR4 DEUBR S 1T & > TR 2 WTREIE N B B,

16.3 9%

16.3.1 EREEE

b MMiEE AR A RIZKITCTH > 7= (in vitro) .9

16. 4 a5t

AINNPILE F. EE L TCYP2COIZ K BB bpykaE & 7Lz o>
ERaicLoRE#INns, e MNF 70V —AZHWT, CYPIEH
CHTD2ANXTIEY COREERBITODNTHRE L 2R,
CYP1A2, CYP2D6J TX\CYP2ELIZHf L TIZFH =R 3. CYP2AS6,
CYP2C8. CYP2C9} CNCYP3A4ITH L THHEMEMMED 5N-HD
O, WINBHEOREIFEN > (in vitro) 101012

16.5 #Eitt

TR AT B W TREAR R PR RIZH90. 3~1. 35 TH > 72,99
TR AT HUC-RERE A IV NYIL Y > 28085 L=8E. HteED
K200 R Rt S L K543 hIc Rt I s RN T —
&), ¥ [9.3. 1]

16.6 HEDEREZHFTHEBE

16.6. 1 BiLEElEERE

B hEE OF). EE Q06D OBHEEERERFICAINANTILY
>100mgZ1H1M8H M KER DG Lz & &, BHEEERH & i
L CCmax. AUCICEZEREZASNIEMND =, MKBEHRTOERE%E
G, BHEMERZICESLZHAICOEREMIFEEAERN
ZENERBINE NEATF—4).19

16. 6.2 FHiEEREESRE

B - hEEOIFEZERFELFIC, 1 ILRYILE > 300mg 2 221
H1EI7HMIRER DG Uiz & &, ERA & H#E L TCnax AUC
WCHEREZEZIASNRBN DTz, FRBREMMNIZEAERNIED
rgEINne GHEATF—%),19

16.6.3 SEaE

T (65~80i%. FIE10f1. ZetE106) EFHEHE (18~35i%. B
PELOB) 1A )L NH)L & > 25mgh) 21 HIEIRE/RO#RE L /- & X,
Coax i CHERBEZAH S NN 20, AUCIEEHEFEH I TS50~
0% LRI ERENz BMEAT—5), 19

16. 7 E¥HEEER

16.7.1 777U

TV T 71> (CYP2CODHAE) EPfHL-EE, UL T 7 > DK
MBI A SN GHEAT—4),10.18)

16.8 FDfth

(A I_H )% > 0DEE50mg T k—7 1)

AV RHIL % >0DEESOmg (b —"T ] &, 1V XYLy > 0D
100mg [h—7) ZEERFE L E S, IEHEEFES &pl S
N, EYEICFELS E AR I N

) AFN ORI N /-1 HEHE H81Z50~100mg. 1 HHEAHEIZ200mgTH %,

T UHE M 20mmH g DA b B K OV E R 0 ifL £ 10mmHg LA BRI 2 i 72 455
SEE L 13mmHg A LB 2 i 72 T . X13150/90mmHg R (7272 L AR
BETI3140/85mmHg AR ) 1TBRIE L 728 &

17. 2 WBIRFTHRATSE

17. 2.1 EINELEIRFE 4 ER R ER

ABEME i EE (8% - PERE) BRAFL16561IC 1 L NH LS 250~
200mgZ 1 HIEIFMEOHRE Uz & &, DU I /3558 1 1+

(% 5-BMART O F-19#E164. 2/98. 5mmHg) 13 G RMM4EEK L 0 HE
WCTBEL., BELEBIEERDHER S Nz, #5871 O NG i
JE/IEBR LT O (LB O E1913-28. 5/-14. 3SmmHg TH > 7=,
LRI S BI16661H . ERRMAEME O REEEZ2 SORIMEMZL8
il (10. 8%) ICBD 5Nz, E/H DILLEEGISIGE. CKEHA.
ALP EF2%26] (1.2%) TdHo /=20

18. EEZNIEIR
18.1 kBt

In vitro BRI BNWTIYFRHHKRBRO Y > AT >3 >0 (Al
BRI Z R RATHHI L, in vivo B (Sw b, 41X, F)) ITH
WTHALARAIESONT U THIHIER 2R U7z, In vitro % &l
M5, ZOMHETERIZAT AT 2 HAMEIICE IS DTH
0. HIZAL Y 1 F15254K (ATSZRK) BRI TH D Z AR I
7z TOMOZERMRIIBIEZ RS T, 7o OF T2 VA MBS
HREE L 2o 72,220
18.2 BEEER

LU VIEEMESIV, 2817 Uy TRIEMES v b, MRS
FEAEME LT B RFIE S v b (SHRSP) BV TR OHFEITX DA
BIRED DRRBEEER 2R Liz. 1LYV 30
IR TF I 2o 72,29 29.30
18. 3 EMEEEESEENHER

eI 3 R O BN AR FERE T v R (SHR) A R OS5
LD EMEDERZIEIL =, ZOEMIZA ISy > Eh
IEBBFHE L UNT > RERIZED S NRBN o7z,

T2, SHRICKER R ET 5 2 L0k 0 & il OERIZHES LR
K. WL E R OREIROBZZMH S Nz, £, BEAT
2 & O E I E RS E & m W R A 29 5SHRSPTIE. i #%
D5k 0. MR RRE, o I P ik 26 i 2 e ONBE 1= D IR 724
MRS 5Nz, M2 FEAEH OSHRSP T, KEROKRGITLD
EEAMEI SN, WMEPhERBBGEZIDERIIHEIN
71—:0 30), 3D

19. BYHSICET 2E{ZEMMA
& 0 N=N

CHs ‘

—f4 - ANV ARYILF > (Irbesartan)

{b%:4 : 2-Butyl-3- {[2" - (1 H -tetrazol-5-y1) biphenyl-4-yl]
methyl} -1, 3-diazaspiro [4. 4] non-1-en-4-one

53 F 3 CasHasNgO

4y 1 428.53

R AEOMBEEOMETH S, B (100) ITEITOT L, A
& ) =)IZRREITIC< <, T /=)L (99.5) IZIRTIC
<<V KIZIEFEAUEBETRN, HEEEENRDEND,

20. BRIFVEDEE
BESITERE BT TRET 52 L.



22.

25

(A IA_F)LF > 0DsEs0mg Th—T 1)
1008 (10410 : PTP]

1408 [148¢X10 : PTP]

3008 NS, HIRFIAD]

(A R4 > OD§E100mg Tk—"7 1)
100%¢ [10%¢X10 : PTP]

5008 [10%E <50 : PTP]

1408 [14§£><10 : PTP]

30082 [N, #EFIAD]

(A IVRY)L% > 0DEE200mg [b—T 1)
1008 [10%¢X10 : PTP]

* 23,
1)
2)
3)
4)
5)
6)
7
8)
9)

10)
11)
12)
13)
14)
15)
16)
17)

18)

19)
20)

21)
22)

23)
24)
25)
26)
27)
28)
29)
30)

31)

TX-2

FE

MBI - FEPERIE S, 2017 ; 47 : 1353-1355

TERERMIED - R SRR AR A MR, 2021 5 29 49-54

TR A BYIC BT 2 B 538 (7 /N7 O 2008454 H 16
HA&GE, HEARHEE2.7.2.2, 2.7.6.3)

fREERR A TR EH G5 50mg) (7N 70 : 20084E4H 16 H

TR, HEEERMYEE2. 7. 6. 3)

f@EERR N T DRI 548k (100mg) (7 /N7 08¢ : 200844 H 16
H&E, HEEERMEE2.7.6.3)

ZRREME & IENE B E 1T BT S EY B R (7N T OdE © 20184F

3H29H. HERAREE)

tNER - AYEREERE (OD#£100mg)

LN A ENRSEERE (OD#E200me)

%Elféf’?\ft (Z)NT O : 20084E4 H 16 H KR, HI BB R

2.7.2.2

ERFI OV —L%2HWEBIEARHICB T SCYP2CIDRE 5
(7)NT O @ 200844 H16 HARGD. HEEEEHMEE2. 6. 5. 10)

o BaeOEE (F)NT7O8E : 20084E4H 16 HKE.

EEEHEEE2. 6. 5. 10)

EMFI 70V —LAZHAWEZCYPHEDOKRR (7/NT 08 @ 2008

FAHI6HRKF. HEEERHEE2. 6. 5. 12)

NAFTRATEY T ikl (7/)NT 08 1 2008454 A 16 H KGR,

H A BRI EE2. 7. 6. 1)

B ERF IR T 5 EYTRERR (7N 708 : 200844 H

16 HA&GE, HIGEEEHEE2. 7. 6. 3)

JFREZS BB T BT 2 B REABR (7N 08¢ : 20084E4 A 16 H

TR, HEEERMYEE2. 7. 6. 3)

R I BT 2 B RERER (7N T O8E © 200844 A 16 H &R,

HEEE RS2, 7. 6. 3)

TIT 7V > EQEMMHAEMERRR Q) (7/)NT O 2008444

16 H&GE, HIGEEFHTEE2. 7. 6. 3)

TIVT 7V > EQEMMHEMERRR (2) (7/NTO8E : 2008444

16 H/&GR, HIGEEEHEEE2. 7. 6. 3)

TENER ¢ A E RS (OD$E50mg)

ENERIRRE (7N 708 1 20084E4 316 0K, HIoh BRI 22

2.7.3.1, 2.7.3.3)

EHAEIEA ¢ ME, 2011 ; 18 1 1108-1116

T FREHKBIRICBTSER (7N 708 : 200844 H 16 H &

A, HEEERMEE2. 6. 2. 2)

ATUFRFAIERKINICHT BER (F7/NT O : 2008454 H 16 H &

W, HEEERMEEE2. 6.2.2)

AT ZHEMEITHT 2RO (7N 708 : 200844 H16H

TR, HEEERMYEE2. 6. 2. 2)

AT ZHEEYTH A T3 58I/ (7/NT 08 200844 H 16
HA&E, HFEEEMEEE2. 6.2.2)

BHZRAEROA F kR d 2EM (7/)NTO8E : 20084

4H16H&GE, HEERHEE2. 6. 2. 3)

BRBEEICHT M (7/NT 08 : 2008454 H 16 H &R, High

BRHEEE2. 6. 2. 3)

LS IEEIMESIVICBTBER (/N7 08 : 2008454 H16
HAR, HFHEEEMETE2. 6.2.2)

28I Yy TRIEIME S v MIBTAIER (7N 70 @ 2008

FAA16HARGE, HiEEEMEE2. 6.2.2)

Hid 26 v B FE R LS HARFAE T Y MICBTAER (FNT O

B2 1 2008F4 H16 HKRE, HIFEERMYE2. 6. 2. 2)

EIMEEARIET v MCBI2ER (FZ/N7 08 : 2008454416
H&RE, HFEERMEE2. 6. 2. 2)

24. XHFERERVENEDE S
SRR 2t DI > 8 —
T570-0081 KBF~F L H & HI2T H5%15%
0120-108-932 FAX 06-7177-7379

26. BERTERES
26.1 BHERSETT

RIMEmFRINEH

ABRFPIEMHBEI2E 115



