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B BCE I}*}}: e 8 PR S T
%
» IR& TR, HOELD

B I ER > bF B Bk b
Jiitkia A MREA. NE
JoE D, K.
2

12. BBARRERRICKITFTHE
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13.1 fER
FIVIHILY > olmERA (640mg) &0, (KILF K CHARA
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(ng/mL)
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—e— . 2O EflAEEHEBP

BEESE
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36 18 60 72
5% DOEEE (hr)
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W 5N 12
LAGESS FIVIHIINEY > ERozooFy PR
40mg/12. 5mg | 80mg/12.5mg | 40mg/12. 5mg | 80mg/12. 5mg
n=30 n=131 n=30 n=~66
Cmax (ng/mL) 120 (60. 3) 686 (75. 2) 66.2(16.7) 70. 8(26.9)
‘?&CP’};"; iy | 126022 | 29707L0) | 507(16.9) 478(21. 6)
t1/2 (hr) 19.8(34.9) 18.9(36. 1) 8.49(18. 6) 8.82(13.6)
trae () 1.50 1.00 2.00 2.00
max L0 (0. 500-4. 00) (0. 500-6. 00) (1. 00-4. 00) (1. 00-4. 02)

il TafE (CVE)
a) Rl (BME-FRRE)

HIEINT A—F BEINTA—F
AUCo-72 Crnax tmax ti/2
(ng * hr/mL) (ng/mL) (hr) (hr)
FIFTEREHBP [h—="7) | 3130£1692 |729.0+507.7 | 1.3040.85 | 21.7+9. 1%
IOCEEASEBP | 30541570 | 796.3+542.3| 1.10+0.78 | 24.6+15.0

B EEE£S. D, n=
X in=

71
70

16. 1.2 R{E#RS

(M AEFF RN NCAUC, Cnax ™ D/NT A—F 13, #HERE ORI, Rk DLRIEE -

BERABTIFNICTIVI I /e RoyooF7 Y REdAiEs
DEYFHRSEENHERINTNDTIVIYILY > 80megfi L b RO
ranaF 7 P R12. 5mgEZ 1 H1E7 H 28RO K IER O 5 L
FFBROTIVIHILY RO RO ooF 7 P ROEYEHHEIL H [A]
BHRSEPIL Tz, #51HHBKRKO7HHE DAUCK KCnax b H
HMUZETIVI LY > OEER ERFEEELS.D.) dzheh
1.34+0.423% T1.50+£0. 783 TH V. E ROryooF7 Y RO
RIFFNZFNL 1110, 197% 1. 10+0. 286 TH > 77,1219

BRI DB A IRIC K o TR AN B B,
(2) eErOZO0O0F7 R

K (n=10) TIVIHIE > ERoyooF7 PR
Cunax (ng/mL) 501+430 94.1427.1
1HH |tmax (hr) @ 1. 00 (1. 00-4. 00) 1. 50 (1. 00-2. 00)
AUC : (ng * hr/mL) 197041050 508+121
Cnax (ng/mL) 506+182 100+28. 6
. tmax (hr) @ 1. 00 (1. 00-2. 00) 1. 50 (1. 00-3. 00)
AUC: (ng * hr/mL) 2310+737 550105
t1/2 (hr) 20.9£10.3 8.56+2. 02

BT EHE £S. D.

a) Pl (R/ME-RA L)

fEFER AT IV I HILSY >160mg™ &b ROy ooF 7 ¥ K25mg'h
EENENHFMICIHLETHMRERO#S Lz & & SO RERDO
B5 Lz EORMBAEE LI U K5, BMR 5% &R 5%
DOIMEFRERHBIITIIVITINY >, e RorooF7 P REBIT
BRILTHO, PHHEEICX S ERNERENOFEEIIFZED SNEN >
= GEATF—%). 19

16. 1. 3 EYFMRS M ER

(TFIVFT7EEEEBP Th—71)
FINVFT7EAEHBP [h—7] &I ERE&#EBPE, 7024 —
N=iFIZ XD ENZFNE GIIVIPILY > &L T80mghk e RO
700F7 Y RELUTI2. bme) EFERAS FICHEAEERROKEE L
TIPSy RO RorooF7 Y RBEZHAE L.
Bon-EmEEE)N S A—4 (AUC. Cmad) 12DV TI0%IEHE X f%E
W CHERHENT 21T o /2. T DR, T Hlog (0. 80) ~log (1. 25)
OHEPFANTH 0. WHI DLW ERNE SRS Nz, 1D

(ng/mL)
140 4

120 A

100 |

80 A

SR

60 A

40 A

2014

—o—  FIVF TEEHEBP [h—"7)
—— : IO ERE§EBP

1. BT +SD. n—24

6 12 18 24
e H%OREM  (hr)

HIEINT A—H BENT A=
AUCo-24 Crnax tmax ti/z
(ng * hr/mL) (ng/mL) (hr) (hr)
TIVFTEEHBP [h—"7) | 583.7+115.7 | 109.0+23.2 | 1.65%0.60 | 8.2241.20
SOCERGHEBP | 584.7+£149.2| 107.3+£29.4 | 1.88+0.63 | 8.39+1.51

B +S. D., n=24

MR AN MZAUC, CuaxED/X T A —F 13, B O, ARIK D ERIRAEL -

IERISE DB fHIC & o T RIS 5 TTREIES B 5.
16.2 BRUR

16. 2.1 fEFERAICUC-E RO 7 oO0F 7Y 2 Romga&EO#HKG5 L&

&, HE5RO60~80%ITHILE D SIS N, KT/ EER T DRI
DEETHo 2 GLEAT—2).19

16.2.2 BEDHE

fREERR A B 13261 (FREL6H) 12, TIVIYIIF /e ROoson
F7YRESE (VI Y /e RkorzooF 7Y K40mg/
12.5mgk O FIVIHILY /e FaozooF 7 2 K80mg/12. 5mg)
EHEROHGELZEE, FIVITILY VI BBES TEEKRS
1T HE R tmax D IMEAGRIE (£1% 3. 00/ %2, 50MFR. Z2fghs : 1. 25
T O 50850 Uy Cax/% FAUCo-1243 7 1F 4162% f2 129~ 33%{EK
L7z —H. EROZO00F7 P R DtmaxDHRAE (B 1 2. 00K K
2. SOMRM, ZefEhs @ 2. 25 % TF2. 00MFRE) 13RIl Tz, B%iE
D Crnax e FAUCo-1, B+ ZEIEIFIT EE R TENEN13~15%F U13%(E%:
TIBRETHH=.10 [14. 1. 28]

16.3 9%

FIIIVINI DTy bR bOMEEARKEAERIL. in vitro KON
in vivo £ HIZ99%LA ETH /2,19



16. 4 {3

FIVIVINY 3 FEEL TUGTHRICL S 7V 7 0 BlaaIcE >
THR#EIN D19
tRoryooF7 Y RIZERNTIEE A ERB#ZZIT20.19 [10.
2]

16.5 kit

FIIIHINY VRRPIEEAEPRE NG, KREDIEH 2 7
LTIzt I 5, 20,20
tRozooFy Y RIIREKE U TRFIZHHRE NS, 19
FERERANBFLI0FNCTIVIHIVY 2 80mgfg L b Ko noF 7y P R
12. 5mg#E Z 1 H A7 H 2RO KER O G Lot ko s
OOF7 Y RORPHEIEIZ89. 35 TH > 72,19

16.6 BEDEREHTIEE

16.6.1 FHigEEREERE

JFHg b 22 BB PE B2 125 (Child-Pugh/>38A (4E) : 8%, B (F
HEY AR ICTIL 2 IV Y > 20mg Kk UN120met 2R 15 L
&=, R TR U Cnaxl34. 515 KR U35 < . AUCIKE2. 515 K/ T
2. M@ GAEAT—%).22 [9.3. 2]

16.8 FDfth

(FIVFT7EREHEN, Th—71D

FIVF T EGEAP Th—7] 3. FIVFTEAEEBP [b—T) %
WBIFIE U7z & &, IEHEEHNRS S MBS N, AP HEE
BHIRENT= 2D
1) AFIORBHEIZTIVIHILY >40mg/b RO oo F7 P R12. 5mgk T

IVIHILE > 80mg/b RO noF7 Y R12.5mgTh b, £z, IFHkaEmE
DHBBREHREGTIHEDOTINIVING > OBAEGRIZIHA0ME TH 5,

17. BRPRARIE

17.1 B RVORLHCET 5

17.1.1 EINEE TR
L ERERF ST HHER LOBMMARILZRETSHZEZ2HNE
L., IO RO ROorzooF 7Y REZHREICKDER
FHA RS T RREEGBRE U TEBL 2. FRITK
LD EBOTH oz, BN T 7 K BN IE5E i /& F B B

(mmHg) KROZEHEOIERMNS, FIVIHIVY /e ROorooF

7Y R40mg/12. 5mg Kk O FILIYILY > /e korooF7 PR
80mg/12. 5mgZ= EHAHE & U TEIRL 7=,

ok SR ke 5 T IEBMRDURIT | Rk 5 7 BRI
CRO/DUFE7 YR (%) METFE (mmHg) ME TR E (mmHg)
Ome/12 Sme 12.6 (13.9) 6.8 (7.9
4‘2:‘5@%‘& 1.8 (12.0) 8.1 (7.3
40mg/ 12. Sme 23.9 (12.4) 13.9 (7.9)

80me fme 16.3 (13.3) 9.7 8.2)
80mg/ 12. Smg 23.6 (11.9) 13.1 (7.9)

CEEE FEERZ))
FBIVEH OFBEAE. 750 REETL 7% (3/64%1), FIVIVILY >
/e RozooF7 YK 0mg/12. 5mg. 40mg/Omg. 40mg/12. 5mg.
80mg/0mg. 80mg/12. 5mgft Tl ZZh4. 5% (3/6661). 4.8% (3/
63f) . 9.4% (6/64%1). 6.1% (4/66%1). 9.4% (6/64%1) TH -7z,
EREWERAMED EFVKOFEEDENTHD, T IHFILY
/e RorzooFy Y K40mg/12. 5mght K (f80mg/12. 5mghiiz B
BRI ENOFHEHEN ST TENEN 4.7% (3/6461). 1.6% (1
/64010 . FEIED L ORBEEGIZENENL 6% (1/6461). 3.1%
(2/64%1) THo7z. 2
17.1.2 EIMNE MEEER

mEEREENRE L, —HERBMLEHABROMER, 7V
YLy /e RosooF 7 Y R4A0mg/12. smgDH FAHENGRD 51
7z EEIRBEDOHEIIREDEBD TH o/, TIVIHILY > 40mg
5T K O RNRAR TS 7R BRE - HSEAE O A REME & 1T IE R 1T T )L
IY)IVF /e RorzooF 7Y P R4A0mg/12. 5mg XiE T IV BV %
A0mgZESHMIR G Lz &, FIVI LY /e koryoaFy Y
K40mg/12. 5mgl3d 7 )V 2 B IV % > 40mglZ kb~ T AT 53R Hi 1 £ A3
454, TmmHg,  AAALIUHE B E A3 195, 6mmHg FER L. BANORE
FERNRDHER S Nz

R T T IEILE TR OSFEIME (GRARI K% GG

tkoyooryvR | 105
40mg/12. Smgfl A7

96. 9 9.7
(5.2) 0.8

PEBE M M (mmHg) U 1 ifL 1 (mmHg)
e il BHHIE | FREED | BERZEY | B5AE | FRREY | BEREY
SEEME | WM | BTN | P | BT | T E
(SD) (SE) (95% CD (SD) (SE) (95% CD
FIVIHILE > 108 97.7 5.0 147.7 8.4
40mg 5.7 0.8 119 | 1.2
— 47 5. 69
TFVIHNE Y/ (2.5,6.9) | 1487 4.0 | 2389

(13.6) | (1.2)

ARSI © K HINTE TIVICE D RN R T E

95%CI = 95%(5 X ]

a) BehGnuifae kAR e Lo e TV S<

b) p<0. 0001
¢) p=0.0010

FIWERORBEIEIE. TIVIHILE > 40mgHE 0. 9% (1/109%1), -
IVIH)IVE /e FOoronFy 2 F40mg/12. Smgif Tid4. 6% (5/
109%1) THo7z. TIVIHFIF /e ROr/nOF7 P F40mg/
12. 5mg#t O E/RFWERIZKMITEL 8% (2/10941) Tdh > 7.2

17.1.3 ERFE IHEEER (RERSER

HAANGSMEEREZNSRE L, THVIHIY /B RorooF
7 ¥ R40mg/12. 5smg Kk O FIVIH)L¥ /e koszpooF 7 P R
80mg/12. 5mgD52;8 DM 5 D& 1k R O3 2 Bt U 725G
B, AFEMICBET R £, TS /B ROosnon
F7 Y R40mg/12. 5Smg THRA T/ BFEICH L, Iy >
/e ROz oo0F 7Y Y R80mg/12. 5mgZ 5 U=k, HERE 34
B, ISR IM)E T8, 3mmHg f OV A f T F-#510. ImmHg
(EBHIZN=80) DEMFEZNFR) VHERI Nz, BEREED
WINTED SN0 Tz,
BEROFEREEE, TIVIHIIF /e ROorZoOF 7Y R40mg/
12. 5mgfET18. 3% (19/104%1). FIIIH)¥ >/ RorooF7
Y K80mg/12. 5mg#ETI313. 8% (11/80%) Tdh o7z, ERAEIEH
2. TIVIHILY /e RO ooF 7Y R40mg/12. 5mght TI3iF
Bk F 104, 8% (5/10461) K TMRRIIED £113. 8% (4/104%1) Tdh
D, FIIVIY)IF /e ROorooF 7 Y F80mg/12. 5smght Tid.
RIS F 113, 8% (3/80%1) . {FBEhIED F 2. 5% (2/8061) KU E IR
2 MKE2. 5% (2/80f) Tdd - 72,20

18. FapZE
18.1 {EF#F

FIIPINY DB ERMELERHOY > 472> (A-1) %
171 (AT) ZEEICBWT, AHNFENE TH HA-T ERRK
ZHEPL. ZoMmENHEERZIfT 2 Z SITk D BEERZFRB
T 5, TIVIHILY > OATIZAEERBIETE < (Ki=3. 7aM) .
AT\ ZBERNSEGITREEL 720, TV 2L E >1310~1000nM D
PEERPE T, A-TIC K DM MY 3 FRBIIREEA O ifin 8 1 B B
ZEERECE S ICBEI S 5 & IR R IHE 240~ 50%4M %3
5, EEAEEI200BICBNTHEERMSEHEMHEZ R L, 1E
MIIFRNTH %, £, TIPF 0 0REEFE THDHACE (F=
F—T ) 1T L TIIEEEEE T IR0, 20.28
ERoryooFy Y RZERMRMEICHIT 2Nat &Cl- ORI E
HMHE L. KO EEES T D, KB KEBZMLEEAOET S,
BRIEERE. WIHICIRBRIMAROE FIck 0. EMAICIE AR
BOPRIZLD EEZLNTNS, 2

18.2 BEEER

RETOBESMEERBES v b (SHR) ZHAWT, 3mg/kgd T
IWIYILY >, 10mg/kgb RO o0 F 7 P RdH 2 WEZ Dl H
ZOHMEEROHRG LGS OREERZBR Lz, T O/E.
3mg/kgD T )V I H)V & > BB O R E13% 550 Hi236mmHg D &
KEBEEERAZRLZ, EROZ00F 7Y 2 ROBEMZEGTIEHS N
BEEERIZED NN =N TIVIHIY > EOPHICKD
FIVIHIEY > OERZHS MM L., RARTEEMIZ53mmHg
THo7z,30

18.3 FlPR{EA

HEE R OBEMESHRZ W T, 3mg/kgdD T IV I HILF >, 10mg/kgdD
EROZooF7 Y RHDNWEZOMEZSHEEGEREO&KS LzE
ZEOFRIEAZERF LIz, TOE, 3mg/kgDT IV IHILEY > DH
M HICE > TIIRBERCRPBAEEE Nat, KM EKUCl) 12
ARERBRELZIASNRMNo /. —F. 10mg/kgdt RoryooF 7y
CROBMBEIZE ST, RE. Nat. KT KROCl O E MM D
S WRENNASNZ, TIVIHILY 2RSS LTH, BER
ozooFy Y ROFREMZASH., FIVIHILY ide Roy
OO0F7 Y ROFRERICIEEAEFE LMD 2,30



19.

BEMRS ICAT HEZNMR

19.1 FILZHYIIS

Mg ?
N—CHs

N=
N O CO:H
HiC N)I O
CHs
—f4 : FIVI YIS > (Telmisartan)
{b2%4 : 4 - {[4-Methyl-6- (1-methyl-1H -benzimidazol-
2-yl) -2-propyl-1H -benzimidazol-1-yl] methyl}
biphenyl-2-carboxylic acid
53 F 3k ¢ Ca3H3oN4Oz2
4r1-& 1 514.62
B R AE~EBEOREREEOM KR TH 2, #@*HC%&*H%?‘< .
ALY J—=)NZEFIc< <, T /=)L (99.5) 12 TR
T2 <, AKIZIFEALERTRN, EEREENRBD SN,

19.2 eRkAZARAFTR

Mg %S//O 0g /0
HN “NH
Cl N
H
et e ko ooF 7Y P R (Hydrochlorothiazide)
(k24 : 6-Chloro-3, 4-dihydro-2H -1, 2, 4-benzothiadiazine-
7-sulfonamide 1, 1-dioxide
T2 0 C7HsCIN3O4S:
TR 297,74
PR - BEORE R uaﬁlio)*ﬁ?ﬁf IZBWNER <, BRIZEN
Iz Ebl 7t ]\ TEFRY L, 712 r= MU IVIZRRER
Fic AKX =)V (95) IZhed TRz < <,
/ij')lzl FIIZ E U EBRT RN, KEBEF RU DL
RIKITET 5,
s RI267°C (R
20. BURWLEDEFE
DEBIIRE L TEILT D2 ZENHZD T, &l - ZEWERT TR
e
22. A%

(FIVFTEREHRAP Th—71)
10082 [10%£X10 : PTP, #1&HIA D]
(TIFT7EREHRBP Th—=71)
1008 [10%£X10 : PTP, @ KIA D]
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