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B&EE REE (HBBLL) BAGE
ACE Angiotensin converting enzyme T UFT v SR
ALT Alanine aminotransferase TI=VT I NTURT 2T —8
ARB AngiotensinIl Receptor Blocker T UFT v v MR
AST Aspartate aminotransferase TANRTEXTI ) NG AT72TF7—8
AUC Area under the plasma concentration-time curve | S — BEE dAR T Hifk
BCRP Breast cancer resistance protein -
BUN Blood urea nitrogen RTS8
CK Creatinine phosphokinase JVTF =R ARX S —E
CLr Renal clearance BT TR
Cmax Maximum plasma concentration T A R
CVD Cardiovascular disease o A R
DBP Diastolic blood pressure S 34 1
FF Filtration fraction TR =R
v -GTP Gamma-glutamyl transpeptidase yITNE IV T AT FZ—F
GFR Glomerular filtration rate SR ER AR
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MDR1 Multidrug resistance -
MLA Mouse lymphoma assay 5';77< V27—~ il W B AR T 28R B
MRP2 Multidrug resistance associated protein 2 —
NAG N-acetyl B -D-glucosaminidase N-7tFn--D-ZraI=x—+F
OATP1B1 Organic anion transporting polypeptidase 1B1 —
OATP1B3 Organic anion transporting polypeptidase 1B3 —
OAT3 Organic anion transporter 3 —
PAC Plasma aldosterone concentration MAET NV RRT v R
PAIC Plasma angiotensin I concentration migE7 o oF T 1EE
PALIC Plasma angiotensin I concentration MiET AT MRE
PCA Possive cutaneous anaphylaxis SHEET ST 4% —
PRA Plasma renin activity M L = 5
RBF Renal blood flow B i i
RPF Renal plasma flow R I AR O
RVR Renal vascular registance EJUIRES T
SANA Systemic anaphylaxis EHETFT 4 7 F KIS
SBP Systolic blood pressure S 34 1
SHR Spontaneously hypertensive rat L B ARFEIE 7~ b
Tmax Time of maximum plasma concentration o e AR HP R B R ]
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(¥ 4
AV AT > 7®0D §E 5mg, A/V AT 7 ®0D #E 10mg,
AT 7%0D §E 20mg. 4/ AF v 7%0D i 40mg

2% 4
OLMETEC® OD TABLETS 5mg, OLMETEC® OD TABLETS 10mg,
OLMETEC® OD TABLETS 20mg., OLMETEC® OD TABLETS 40mg
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— R AN AP (Olmesartan) A R I 0D 404 (Olme) | & technology @ 7 > 7 (tec) |
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2. — 4
(M £ (@gEx)
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(2% & (@&
Olmesartan Medoxomil (JAN)
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biphenyl-4-yllmethyl}-1 H-imidazole-5-carboxylate (IUPAC)
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\N _NH
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M L0

(4)HF DY

KR L

(5)% DAt

BN



Iv. AR 5IHHA

2. HEIDOHER
MBS GEMERS) DE=RUHME
HR5E44 BNy I
RELE—Z - uTFX2R
187 KUY, A —R, A7 5u
FNAT 7 | FNAFILE — A TEBALVT 7B T L,
OD #E 5mg ARV I (BR[| ATT I U~/ R0 L, HE
5mg ZUREER, B dla- hE T =
= —)
18 fEmELR—R BT BT HFR
FNVAT T | FIVAYFLE Do, IV Ao—A, A7 T
OD #E 10mg ARFYIL (AR |—A, TBALT 72 H U T4,
10mg AT TV U~ T AT A FE
1 et dlra- bz 7z —u
FTWNAT v FIVAYLE
OD & 20mg A REY I (AR
20mg
18
FNAT 7 | FNNAFIE
OD #& 40mg ARxY I (BHR)
40mg
QREMBEZNERE
Y LR
B =

Y LR

3. ARTABRRODEBRUVEE
34 LR

4. 71
L7

5. iBAT HAIREED H KD
(M.2.2)X G MRERY SR




Iv. RANCEE4 A

6. HADZEFHTICHEITIREL

PRAF4e: PRAFHAM PRAFTERE wmoOR
& OD & 5mg-OD # 10mg-OD $& 20mg-
" OD #E 40mg: PTP, 7 V4% (RZ8AIAD)
= 25°C/60%RH 36 » H b7zl
%ﬁ OD #E 20mg:
F52F o 7RIV (HEAEFIAD)
OD & 5mg-OD %E 10mg+-OD &E 20mg:*
@ OD £ 40mg: PTP. 7 /L34 (W15 AD)
= 40°C/75%RH 6 4 A 7L
% OD & 20mg:
TIAF 7RIV (REEEFIAD)
o jﬁl 25°C/75%RH
" g 3nH HZ AR v —L () AR R
| E 40°C/75%RH
20001x (D65 F>7°) ) e S5
B | o 25°C,/60%RH 120 /7 1x+h T 2B — L (B ZAbiel

7. AEERVARBREOREN
M LR

8. Fl & DESELL (MELFHEIL)

ABRIEE - PRIR. R

RAsENE. VA HIE,

=)

i

5ed
I

3¢

14.BRAEDIE
141 FERFFAEBFOZTE

KAz A SRV I CHEBRERAI I T AL Y b A DOV IAE L — b USRS RS TS TR
FLIZSG . A MRV USRI SUI ' RS v b A VIVEBRIERFRIENEGTH LN H DL DT,
—obITRET D &,

NI.11EREDEE SR

0. RHM

AR —fakiRis EHRBRE OSPuik) ) ks

10555 - 2%

(NEENPRELGES - BF. SENRHRCERS - SEICET H1FER

A% LR



V. ®HNICEET 5IHHE

a8 %
(FILATF % OD §E 5mg)
(PTP : RZMEAIAD ) 100 #E (10 £Ex10)
(FILAT % OD fg 10mg)
(PTP : RZMEAIAD ) 100 $E (10 £Ex10)

500 & (10 $£x50)
(FILATFTv% OD £ 20mg)

(PTP : #HIAY ) 100 #& (10 $£x10)
500 #& (10 $£x50)

(FT7AF v IR KL RT o EEAIAD)
(FILAT % OD fg 40mg)
(PTP : AN ) 100 2 (10 $Ex10)
500 #£ (10 $£x50)
QR)FREE
L7
G)BFEDHME
PTP : RV E=VEET 4 VL, TII=TU A

140 &
700 ¢

140 §2
700 &

500 #E

140 $2

(14 $€x10)
(14 $Ex50)

(14 $£x10)
(14 $Ex50)

(14 $€x10)

TFIGAF IRV RV ZFLUR L, R T’y v

1M A& REINIEME
FZE LR

12. 2 DAt
A% LR



V. IBRICB 5 A

ARICET 4EE

L ESES
= I [ £

. PEERIIHRICEET DFE
REESH TR

FERUVAE
(n FERUVRAEDOMEEHR
WE RN A VAT LZ Y A RFYILELT10~20mg = 1 H 1 [ARO#F ST 5, 728.1 H 5~10mg
MG ZE L, T, FERICK D EEHEBT 52, 1 HERE G ®IL 40mg £TLT 2,
QFZERUVHEDHRTERZRRE - B

BERUVRAZEICEAET HTE
FRIE STV

. ERIRRKHE
(NERERT—R /8y -r—3
A SANA
(2)ERIRFEEEAER
1) B[E%5HER
fAEHER AN B 2T BN AL AL Z o A REFY S04, 8, 16mg XIT 7 T R A2 22 AR 05 L7
fER. BRAEIR, BAMAMEREZE, KR, PEREEDEROWTHOFTRICE LT R ERE L
72 HBAGITER D BT, BAMEICREIT R &Il Sz, (FENEED
fa gk N B 24 Bl AV AP L H 2 A RE Y 215, 10, 20, 40mg % ZefE M EE [l O 5 U 725G R,
LEMEIZB U CHR ERFICRIBEITRRD DT, 2@ TOHECTEARMEITIREFTH S Z LRI Y,
2) BEKREHR (BEOESE)
TEEERR A B 6 BllCA LAY Z 2 A REY )L 8mg Z 22 H 5 WO Tl & 30 /0%, HERRAHKE L
TR, SLH L BAHNR 3RO HNIZANTILLBE T, BAMAMEREZS, KR, EREKROLER
DWTHIOFTRIZE L TH KR EfE & 72 2203580 b LT, DRI EIT 2 &k Sz,
(FENEED
RERERR A B 12 FlicA NV AL H v A RF Y I 20mg & HERR DR G Lo RBFORE FIR1% 30
¥ G) Rt L2, ZefERE, KIEN A (M= %1 X —545keal) ERE KL OEENE (= /L ¥—
1111kecal) #BEEOHRGRAEWT U W T HLEMITE L TR ERICHBEITERD b7,
3) RIEHZREHAR
TERERR A B 10 B2 xR, ANV AT LE L A REY IV 16mg X7 78 AR% 1 H 1[0 7 AR, §i&%
WCRAEROEE LTS, BR B & R 2B (ITFE O 6T, et iE v &l s,
(FENEED



. IBPRICEEd 5 A

fEFERL A B 10 Bl 26010, ANV AP Z L A RFY I 40mg L7 78R4 1 H 1H7 B, K&
OG-SR, R ERE L 2 220350 b g, ZarbicfiET v B Hlran-, GENEERD

) AFOEBENAEL AR, @R, RAKIZA VAT LZ Y A REFYI)1E LT 10~20mg %2 1 H 1[5
OG5, 70k, 1 H 5~10mg b EE- 254 L, Fin ERIC L 0 EEEET 525, 1 BiRKRKE 5 8IT 40mg
FTET%,) THha,

QR)AERGRRAER

1) L4 0y FEER Y
WE - FPEEARENE & MTAE AR R 6 fBillc, A AL Z L A RFY )L 5~20mg &I 3~5
HRICT1 A 1EEIRGROES Lz, dmg Z#EHELE L, BEDRAA 00288 O BRI Bif72
55 1% 10mg IZHE & Ui 20mg £ C, HORBENRPF O D F TH&E L7 R, 5~20mg DORFER
1%83.3% (5/6 B) THV ., 24 FFfIC DTV RE LIZBEIERV RN T 5 2 LRz S v, Ao H&
HPHIZB W CLRAMEICBER 2V 2 & DGR S Tz,

2) /X4 By FERBR 9
BRE « HPAEE AR REME & i TEEAN SR B 43 Bl 2%t BT, AV AL Z v XA RE Y I 5~20mg % 8 #fH.,
1H 1R #SaRfnss Lz,
bmg Z HIEIH &, BERD R0 D BE ORRMEN BAF725E1% 10mg (28 & L, fis 20mg £ T
IR REDI T O D £ T 2~4 MR CH R L7, R 5B REBERIL TO LB L7220
LRMEICH R RN PRSI,

B PREREER (TN 0FIE)
HEARRE S T HERREEE Faw
5mg/ H 32.6% (14/43) 40.0% (14/35)
10mg/ H 58.1% (25/43) 71.4% (25/35)
20mg/ H 72.1% (31/43) 88.6% (31/35)

P ETal0Y CHEY I s
wEE G & LCiE 5~10mg, HEHEE L TL 20mg BIEDOHENLETH D LHETE ST,

) AFIOARENT-MELOHETL, T8, BACIEAALAFALEZ L ARV IELT10~20mg 2 1 H 17
BORET 25, 7238.1 H 5~10mg 6% 528G L, e, RIS L 0@ T 223, 1 Bk 5213 40mg
FTET%,) THha,



V. B#EICEEd 5TEA

(4)FREERIEAER
1) BEREERER
ORMEALIEITRAERIGGER
B « PAEARRMES MEAEAREE 125 Bl R e LTANLAFILZ L A REY I 5, 10, 20 K&
U 40mg % 12~16 M, 1 A 1 FIFIRERZICKRAKRE L TAREOF MR LB SV TREF L. iR
TOEBMABIEZIE LT, REEITX b mg L VB L, 48 B LBICBREDN RN 0 ThHhoBE DR
PEDS BAF 725551 10mg (S & L, +O7RBEERN S OIS FCHEMBZ 4 Bl E LT, BRI
e 40mg FCHEE L7,
Be b BB SRS RIT, bmg, 10mg £ T, 20mg £ T, X '40mg FTTLUTFOEEBY THY, HED
HEIMZEOEWBEE RN G LN D Z L RSN,

e - RAEREIE R
R S T e A | HErEEa T
5mg 30.4% (38/125) 31.7% (38/120)
10mg 53.6% (67/125) 55.8% (67/120)
20mg 74.4% (93/125) 77.5% (93/120)
40mg 85.6% (107/125) 89.2% (107/120)
Ty aNOE IR R,

ZORREY . BRME L LT 10~40mg 7Y Th 5 L HEE Sviz, AREITRE - TEEARRME = i
JEAERBE (AR RBEEETH Y . HOTCHERMHN TORZEMEITIIRBEN RN T LGRS, AR
FRIFEEZ BN,

H) ABNOEBEINT-HELOCRER., @, RAIEA VA LZ Y A REF Y I)LE L T10~20mg 2 1 H 117
BOET 5, 7B, 1 H5~10mg O G2 L., Fi, JERICK VETEET 53, 1 HEKEGEIX
40mg FTE95H,] THD,

QL EREAER ©
BEAE « HPAREAREME & MESESN RS 299 Bl &2 RICA N A L2 o A RXY INVOFHME, Lok
OFRPEIZOWT, ACE FREHRZ IR & L2 EMEA L, WA L2 ZEEMEGEERIZ THRET LT,
AZE (148 f5) > 10~40mg, SIIHRFRZE (151 1) 5~20mg % 12 #HfH, 1 B 1 [EEIRZICREOBE L,
REFERNAL, RPN U CTHIRIE & Lok R, AR IR &tk U CREERICOW RIS B, i
JETREICOWTUIARICENT- R 2R 2 E BRI, EZeMixREEE a5 2 & 23R
NIy TNHDOZ ENLARIBITERIICHARBERTH D Z PR INT,

) AFOERESNFEAELRORAEIL, B, RAIEAVATLE Y A REFY I0E LT 10~20mg % 1 H 1[5
ﬁu&@#éo@%\1a5~mmg#%&5%%%L\E%\E%Libﬁﬂ%ﬁﬁé#\1aﬁk&55
40mg £FTET5,] THbH,

2) REMHAER
Q)= L:E:2
() HBIE - ARREARE M B I EAEAN SRR 104 Bl 2 R GUTA NV AP L H Y A RF Y IV 5~40mg # 1 A 1
[\, 1R (Rl 52 ) sIR%R NG L. RAIREGICET 2BEDRE L EMEEZREFT L 7,
B ERBREMETERIT bmeg, 10mg £ T, 20mg £ T, KU 40mg S TTUTDERBY THY ., BEDE
T6 » AFE 1 ERHCREENTAR <, 5~40mg O AEHPHICEW TERE GBI 2 AEOZE L
TEBEENR R SN T, o, HEOHINZHEVEWEBEEDRPGEON D Z &R SNT,



V.

BB DA

- | PREREE R

55 HERRER B T HERGEE S ER

5mg 26.0% (27/104) 27.3% (27/99)

6 A B 10mg 49.0% (51/104) 51.5% (51/99)

20mg 71.2% (74/104) 74.7% (74/99)

40mg 81.7% (85/104) 85.9% (85/99)

5mg 23.1% (24/104) 27.0% (24/89)

- 10mg 41.3% (43/104) 48.3% (43/89)

20mg 59.6% (62/104) 69.7% (62/89)

40mg 78.8% (82/104) 92.1% (82/89)

A AN O R,

LAMEIZOWTIE, KRR E TE RV AMBAERD 7.7% (8/104 ] : i H < &4, MERZNZ
W2, B, BE, DEV, FRHRTAZN 1LFIT D) THhYH., THITRE, Kl F%E» 5
R EFFICHTEZR WS D L EZ BTz, RRBERAETETE RWVERRAMEE T 28T 27.2% (28/103
Bl 22 LA ERB L7 b0 RIMERED . ~EZmeulid, ~~ b7 Uy MEgdb, A ek,
F i ERE D REE E5A-. K ES. BUN k5 AST(GOT) E5-. ALT(GPT) 5, LDH k5., CK(CPK)
ES. REABMEL) Thot,

BHEZ IOV TCE, MHEREE] 2502 IL 6 » ARFT 76.0% (79/104 ), 1 4FFRET 60.6%
(63/104 #) . NHIEARRE] B E WAL 6 » AFREFT 82.3% (79/96 i) . 1 41T 70.8% (63/89 i)
Tho, BEE (1FEH) 2BV THRETHHRIBHE TH D Z L3RI NI,

(i) B » SR E A BN 5 L ESEAN SR B 36 Bl A KFRICA NV AT L2 A REY 1)L 20mg KT 40mg % 1

H 1\ 14 (PoRfE 51 8 H) . SR n&kE L, AR O Z et 2mRE Lz 9,
HIERR GBI ORBHBEERITILTOLEY ThoT,

- | SRR
B HERREEE T HERAEE B ER
8 I 20mg 77.8% (28/36) 80.0% (28/35)
- 20mg 63.9% (23/36) 69.7% (23/33)
40mg 88.9% (32/36) 97.0% (32/33)
- 20mg 66.7% (24/36) 75.0% (24/32)
40mg 86.1% (31/36) 96.9% (31/32)

A AN O R,

BARMEIZOW T, RRBFRAGE TE RV EMAIER 11.1% (4/36 #i : b A2/ Hbo&
1R, XL 1R Thomi, WFROERS 20mg #5-RICHEI L, W5k L <iThik#ic
HR LTz, RERBIRAEGE CE RV AR A ER T ZE)NL 22.2% (8/36 f5l) THY ., TOWFRIF~ES
7 e 4, RIMEREGEAD . ~~ 2 Uy MEA S 3495, BUN ES. K EF2 2 9>, 1
INERY . R AT, JREE EA. AST(GOT) E&H-. ALT(GPT) L&, LDH L&, CK(CPK) E&H-23
1T OThoTid, ~EZ v eV 1 FRDSMNIERGHIR T b L ISBHEE CIRIERGRMEICE L T
BY., #5ELOBRIIHCGED DR T,
BHERZEEICOVWTIILTO L EBY TH Y, LEMICHHCRE BB, BEN2 B CRELE
R ER R AR S dLTz,



V. B#EICEEd 5TEA

ooty
5] —— —

HEREREE T HIERRREE Few

8 W 88.9% (32/36) 88.9% (32/36)

6 % H I 77.8% (28/36) 80.0% (28/35)

1 AR 66.7% (24/36) 75.0% (24/32)
M4 < fER 220 OFIE TN BEE R T,

Q#tA‘ZE 9
AN T DEEFEES L3 A 7Y A FRFRIE (HCTZ; & RrzuuF7r o) 5 THoyaimE

b u— MG R WA S LESEASR B (v U MEHUEERRE 22 61, HCTZ & 27 #1) % %f
B, PHHBEROME, HiE - HBE2LZFEFICAN A LZ Y A REY I 10~40mg 2 1 H 1
A 1AEMOEHE S @RBRO#%RE) Lzl 20k OLeME2BR Lz,

HIE R G B RS ERIT, 6 v ARG, 14T, Hs v AEHEERE, HCTZ BEE LU TR

LB Tholz, IREIZ OV IR 7RI K E 2B LITRO b o Tz,
I E Ry PRSI R
\ FIVAF A
(S S
BEIE NS R Dhavin | wprieran |MEfra s
Beh &
6o 10mg 28.6% ( 6/21) 31.6%( 6/19)
7‘7 o O,
P 20mg 66.7% (14/21) 73.7% (14/19)
FILTT 40mg 81.0% (17/21) 89.5% (17/19)
PR 10mg 30.0% ( 6/20) 35.3%( 6/17)
1 R 20mg 55.0% (11/20) 64.7% (11/17)
40mg 85.0% (17/20) 100.0% (17/17)
61 10mg 40.9% ( 9/22) 52.9%( 9/17)
7“7 o o)
i 20mg 59.1% (13/22) 76.5% (13/17)
X 40mg 63.6% (14/22) 82.4% (14/17)
HCTZ B
10mg 40.9% ( 9/22) 56.3% ( 9/16)
1 FEHE 20mg 54.5% (12/22) 75.0% (12/16)
40mg 72.7% (16/22) 100.0% (16/16)

B A NOEFI BT,

LARMEIZOWTIL, FERBIRDEE TE RV AMBIERD VL2 T LFEFERET4.5% (/2241 : 325 <
57), HCTZ BETIX 37.0% (10727 f5] : 2 b DITDEN, B BAETTH) Tho7ehy, AFED
MEIEFT Db OTIER o7, WRBERPGE TE RWERRAEMREE LI LT T LEHURREE
2B T4.5% (1/2241) <., [F—EFIZHB L7 AST(GOT), ALT(GPT), v-GTP., LDH. TG L&
D5ETH -7z, HCTZHETIX 25.9% (727 %1) THY, 2055 24U ETRD N7z DL BUN
EH RBEAOF A THST,

MR L REEIZHOWTIEL, 6 4 AfRERE, 1ERFT, B vy AEGUEERE, HCTZHE L L TICRT LB

DThHY,
TR
R I3
B M HERBER G T HEARBEE G ER2

VIIZTNN 6 7 A Rkt g 86.4% (19/22) 95.0% (19/20)
FEHUSERE 1 4 90.9% (20/22) 100.0% (20/20)
X 6 1 H BEa 44.4% (12/27) 63.2% (12/19)

HCTZ B
1 4R 55.6% (15/27) 83.3% (15/18)

A NOEFIIE R,




. IBPRICEEd 5 A

FNAPFNE L A RFE Y I 10~40mg O HEHPAICIB W T, Lo 0 AHEEHEE & OJFHFRIZEWE
PN ENTZA, HCTZ & OPFRARHIIEENRLE TH D Z EVRIB SN, AT, hoREER
OPFH TIZHB W T AREM: & I FAERE Tk L CHRZRIBEETH S 2 LRI T,

) AFOARBESNWIZHELOCHREIZ., @, RAKIZAAL AP LE L A RFYINELT10~20mg 2 1 A 1
RO 2, 728, 1 H5~10mg o4& 5285 L, Fin, JERICK VETEET 53, 1 HRKEGE
1X40mg £ TET5,] Thb,

(B)EBE - IRAERIHER
OFESMELEZEZXIRET HER 10

FAEREESE L L CACE HES L AL A RIS HUELISA O BEESEIC X 0 1B L T 2 EE & L EE B %
RBRIZA N AP ILZ L A RFY 21 10~40mg 2 1 H 1=, 461 (28 #) 12 4~8 @M. ABefl (1 41)
2 2 EEEE (HR%EMRaEE) LT (Rl 8 M) . Aok Ot a et Lz,
BeEsh ek, THUEARRE) 2 & 0& 5 80 BRI E31X 10mg, 20mg £ T, KW 40mg £TT, ZhT
I 87.9% (11/2941), 62.1% (18/29f1) K T* 86.2% (25/29%1) Toh v, NHEERE] & ERWEEIT
ZTNEN 40.7% (11727 6) . 66.7% (18/27 #i) } 11X 92.6% (25/27 #i) TH -7,
SRBNZ I 2 E TR R OWRABOEITLU TO L B0 Th Y | B & ik U CTEEY CHIER)
DMETWT RS AEITMET LT,

TH)E o) j= B Lo i
e T B e
» BIEY 170.9(15.4)
AR L TR 142.8(16.9)
(mmHg)
ME FREEE | —28.0(12.6) [[—33.1, —22.9] P <0.001
e 112.8( 3.3)
BRARAA L FE TR 89.5(11.4)
(mmHg)
M FREEE | —23.3(10.7) |[—27.7, —19.0] P <0.001
; B 132.0( 6.4)
M TR 107.2(12.3)
(mmHg)
ME FREEE | —24.8(10.4) [[—29.0, —20.6] P <0.001
- BlEiy 72.8( 8.9)
Ik SEa
/%) TR 70.8( 6.8)
BgrnxzE| —2.0(07.1) [—4.9, 0.8] P=0.155

TR 2 lFFE T2, 10~40mg OHEFFHIZIB W TH L2 MEOE FERNRO b, LIS 8 i F
TR RE T 23R L7, BRIEIC W CIE, B LR IICA BEAITGED bk o T,
ZAAMEIZOWTIE, KRERBRAEE TE VB MRS 6.9% (2/29 #i : IRZK OHEA % 1 #3°2)
TholD, WTNOHRE bRRE, R, BSRE0 0K ERICHEIIRVW DO EEZx bz, £,
BB G E T & WK IR A A 8L 21.4% (6/28 ) Tho7=i, W OBERE BN
TIRERGHMEICE L TWD Z b, BR ERICRBIZRVWbD LB 2 bivlk,

WS L EFEEC OV T, PHIEREE ) 2 & He 2 23T 72.4% (21/29 ), PHIEARRE | 28 £ 2 WA 75.0%
(21/2861) Td v | AFEITESE & i FEEE S L CHMMOBEERE O T CHERARIBHERETHD Z &
IR STz,

BETEHIEMEEENRET S W

PSR M R L EE SR (B AR O A IR AR A 0 D B R MR B AR S 4, il 7 L7 F = 2 738.0mg/dL
Rl) . SUTEHEREREE 2 1 5 ARtk s i EERE (F 2 L7 F =07 1.5mg/dL UL E 3.0mg/dL Ai)
EXGICAN AT L HE L A RE Y 20 10~20mg % 1 H 18], #hkp] (26 61]) 1 8., ABfl (4 #1)



V. IBRICB 5 A

(2 4 W ERE D REG L TR R EMEIZ OV TREF LT
FBEEMBBEERIZLLTO LB Th o7z,

o AR
W e A | Werma s
10mg 36.0% (9/25) 40.9% (9/22)
20mg 68.0% (17/25) 77.3% (17/22)
oA N OB T T

ARBNC I 2 M FREEE I, DR /AR i O S E € —27.2/—12.9mmHg ThH Y . 15RO

MBIl L CTHEICE T (paired-t B ; Wb P<0.001) L. 55 2 BEFICITA S 207

MEDR TGO B, LA 8 ks TLE LI MEDIR N AR L7z, IRIBEIZITAERZLITFED b

ol

LRMEIZOWTIE, RRBRAEE TERWVEMAEIERD 10.0% [(3/30 ] : giFE (&), RME, %% 1

Bl) TholM, WTHOMRERGEBETRECHY | F A bE, WRPIEEONEZ TS5 Z L7
R LTz, WARBMRNEE TE VR RAME R FZE)T 20.7% (6/29 4] : K B5 - g7 v 7 F =

k& - BUN EH 16], K EH 246, iE27 L7 F=>EF 24, CKICPK) EH 1#1) ThH-o7=23, i
HIEWT I b GHIH T & 5 VILEBFE A I TZE R GAMEICE LT,

BERE 22 2 ClE, DHE ARBE) &2 BT 21T 63.3% (19/30 #))  PEEARRE 25 £ 72 WA 1% 67.9% (19/28

) ThHV ., BHEREFELZLED &MEERFICK L THAKE 10~20mg IFAEHTH D Z LRI N,

(6):a A
1) EARERE (—REARERAE. HEEARERE. FRABBLERE) | HERTEERT -4 ~A—XiH

. HERFGREBRZBRONS

OEARERE 12

FKAORBWER, EHERT CORERRBURI, 2otk - AOMEICHEL 525 L E2 b0 ER,
J O ofth o B A RICiET 2 2 L 2 B e U CRE AR A 2 50 L. 1,348 fiRk 6,477
BIORAEESINE STz, KaMkElixS: 6,327 HII2F 1 HRIVEAFHEIL 3.86% (244 #i)) TH 7=,
TARRWERIE, FBEED £V, MEET, D E 0, IFERERE RS Th oz, HEZBIERIT 11
Bl CH o7, ZL<IXLRIN HREE L T EEO BARKE, FRXITER B 2 i, KA & 0B
PRIV E B2 B, AMEIC OV TIE, #5 2 BRICHEERBEDREEZ R L, ZOMEIT 128ICh
7= THkgE L7= (P<0.0001) .
E BT, RMAERFIZOWT, REIHEMAER], o EROFRRER, AR R 0 X 2808 2 6%
N, B GBRAA RN R D R A MR D 2 & & ARG 21T o 72 19, AAIB LGB bGwT R O
P 5.BA 1 B O MEE2 S S 7 564 IV T, 5B 1 #H% L AERKRIEDNRLHR SN
7= (P<0.0001) . FE7z. AFIHMIEG], fhoREEEOFFEG ., AR RA+2IC X 2908 26T
IR WThH, FARRICEREGRE 1 BE X0 AEBEREEDIRPZO B (P<0.0001) | FHIZEMETRE
ZeRIEITRR O 72 o T2,

QB EFEARERE EHEICNT HHE) v

EERE ISR et ARMEICET AN, oMo S AR RHICIEET S L2 N L
L. 65 %Ll Lo @i x4 2 B OB T 2 AFOM I FERE T COBMEEZFEM L, 65 %l
75 A ORI EEE & 75 L EORMEERE OFT — & & e - it Lo, 2E 102 OEEEEICE
WTBERDMTOAL, 634 6 (R & 326 4, %W E## 308 f5l) ZZafEaiiids s Lz, BEM
DFBFITRMAE LT 5.68% (36 #) THY ., Aillming Tl 5.21%., %H&EE#H Tl 6.17% T, i
FOMICHEREEZRD o0z, FREIWERIL. FEiMEO E v, BFE. P h ) v AR Tthdo



V.

BB DA

720 ARMEREMI RS 629 BRI DAKIR G2 L 2 MEOHRIZ, silimEmins., #l&EmE cznth
160.5/86.8mmHg, 160.6/83.8mmHg 75, #4524 ##(2i1% 138.5/77.6mmHg, 139.9/75.8mmHg ~
EARBIET Lz (P<0.0001) o LAEX Y AANTATH &L . BEEERE OWT U T HIEER
EHOL & TRENOENBREEE THDH LB X b,

QR EMAMMERE (RPERICEY %) v

2 RO EMFHICIIT 2 RAMER OE SO IEEREREZINET 22 2B E U CHAZ FE ML,
176 fitiik 657 Bl DA TN Siviz, etk 621 FliZd T 2 EIE MR EERIL 6.12% (38 1)
Tholo, BWFROZ ITHE 6 » HARMICHE L, RSO EIEH O 58 BUEEE 0 S m <%
EDRWERORBLATBD I o 72, 65 iAlil. 65wkl b 75 mAM. 75 sl EOFMBIOFIVEFHFBLE
WCHEEERORPo T, AIMECONTIE, &5 6 » ARICAEERBEDREZRD. TORIT
24 » HITH= v Fifi L7z (P<0.0001) ., 65 mcAim, 65 mlh b 75 meAdis, 75 A b ORI i EHE
BEBH L CHRBEOMETH -7, ULEX Y AANZ, mifEEEOEMERICBWT, Eling., 55 75
WA Lo miinE T b IR & AR L ANE, BIERAE R T 2 E R S T,

@Y EFEAMEFAE (OMEGA study) 10

EEBE OB RMEE, BB, AZRY v 7y Fr—2a (MetS) OFHE LN - LA REE (CVD)

FIE & OBUREMRATT 5 Z L2 HIVE L, BERHIR 3 ORI & 2R — MIFJEE Fh L7, 2,219 fiak )
5 15,313 BIAVEER S 4L, 14,721 BIDENTRR & 7o o7, BIWEHZSBUEGIRIE 4.41% (649 #1/14,721 $i])

Thole, MIEXE G ERT 157.4/88.8mmHg 7> H# 5% 36 » H 134.0/76.1mmHg ~f EIZIKF L7z (P
<0.0001) , FAEWIMF O CVD 1% 281 #i (7.15/1000 A4E) FEBLL7-, FEMF(E% JSH2009 O HiE
FEX 5y TRERIT 5 & CVD OV A7 I FEEERFICAERIC EF L (P<0.0001) | FRCHAEFOY 27

(2 DORRMRRD DLz, BB EORF CITHEERE WA I E 2R E RS, R ER L bk L
TR BRI TPIIE ) 27 BEEICE > T (O — R 1.897, 95%E#EXH] 1.003—3.590) .

MEE, MetS #5#5 &I MetS BETLE bIZ L ar br— S, WRRICA X MEEICHE R 2%
ROl WSMEOEEE (BEZME) 23 CVD ORMEICEFR L, Bk RmE=ay be—1is O
SRR ZE R FREICEE CTh H Z & DR S 7z,

O EFEAMMEFE (HONEST study) 17

BRI R OFEmE (R, sER) . BEEME L LMERA N hOMEERTT S Z & ER
HEg & U, KRR = BIEEMFIE A FE0E L 7z, MRATRF813 21,591 B CThH v | 2otk 50.6%., FEHIF i 64.9
. BEEATOMEFEE (ESImE (SBP) AREHIME (DBP) | F¥ R E) 1, FFE
ME 151.2+16.3/86.9+-11.7mmHg, #£=1M/E 153.6+19.0/87.1+13.3mmHg Th 7=, F#) 2.02
FEIBBE L 7oA R, BB T o = EME I, RIS ME 135.2410.8/79.08.4mmHg, 2535 MLE
135.2%+11.5/77.4=8.6mmHg T®H ¥ | 280 ANT/LMIAE R A X2 M ABFIE L7z GEIER 6.46/1000 N4F) ,

Cox il — FET AT K 2 MEF O R, RelZEE SBP 1%, 126mmHg KifiOZHX 5y (V7 7 L~
) Zxt LT, 145-155mmHg O X4y (Y — K 1.83, 95% 5 #EX M 1.12—2.99) L 155mmHg
PLEDKSy (% — R 5.03, 95%(EHEX M 3.05—8.31) . #2%i= SBP T, 130mmHg K DS M
X3izxt LT, 150-160mmHg (/~%— KEb 1.69, 95% /38X M 1.10—2.60) 35 XY 160mmHg UL |
DORKGy (NY— K 4.38, 95%EHHXHE 2.84—6.75) DLMERA X2 FOFRIEY A7 BNAEIZE N
ol MEEZERE S LT (A7 7 A CEYR) 1K D8ECiE, BRI o= FEEIC s
HA Ry MNEIEFR LML LG BREIEE SBP 124mmHg OMxtY 2 7 BN bK<, £
144mmHg £ 0 DIERA R REIEDO U 27 EHERRD S, HICRFHZEE SBP & 248% SBP ©
AR L D Cox Il — RET MZ L DMt OfE R, F8lZE SBP 125mmHg Afifi072 422 SBP
130mmHg K x# MKy L35 &, BEI%EEE SBP 145mmHg L E7)» 272425 SBP 130mmHg KD



V. IBRICB 5 A

X5y (ONY— R 247, 95%15HEXH 1.20—5.08) DU A7 BNENZ EvRraSniz, UELy, 8=
MER= > bPr—1EZNTHTH, DIIEA X MY RTEBOTZHDT7 7 —A AT v 7L LTEE
FREIM)E % 145mmHg RICEHET 52 ENEETH D Z LRSI Tz,

2) RREHELTEREFTENNRRIIEREL AL - HBROME

A LR

(7)Z DAt
1) ENEERLER

AEEMEE M FIE B E 2R E LAV AL Z L A REY I L0 “EHEREERRZ &R RRY <
O THEARRE] 23 0BEESR (FREEEC FHIEIE) 1X 79.8% (364/456 f5l) | THIEAREE] 25 £
MeE3R1T 84.7% (364/430 #) TH 7=,

IRE, T ) BEE - PEEOARREME & EE R A R L L T EERERBRIC L o T AFIOF A
PEDHERR ST,

1) KGR E TOMKRRBRE OEE. 146-004 3RBE, 143-024 3Bk, 143-026 3Bk, 146-006 R, 146-007 5.
145-002 7B, 146-010 7Bk, 143-013 7&ABR. 142-022 R & 064

Mers (R Rplsc A G

DEEREE) &L | PHERRR] 2R<

AR = I SE 79.8% (364/456) 84.7% (364/430)

* T B IUGREEINE (—20mmHg Pl E) K OWESEME (—10mmHg
LILE) &7 95E, SFHIME (—13mmHg B E) %79
BE . D WT TR ** Tdh - Th 150/90mmHg Al (7=
72U, AR TIE 140/85mmHg Aii) (ZHEE L7-54

ook FRREM - IKEAIME (—10mmHg PLE) R OYEiE#ImE (—5mmHg
Pl A, H50IESImE (—7/mmHg LLE)
il e

BREZDRIT AN AT HZ v A RE Y I G% 1A CTRIEENZ I L, 2 @M UNICE BERBRE 2R
L7, 4~8 R CRRIFICET D Z L PRI,

B4

ERERKRRER (REAKS)

HRE « PEREARREME S IEE B 2 g, 12 » AMA AV AV Z 2 A REY IVEFEM IV

LEEGAD LIV A 7 WA RRFUREER Z 0BG LIS, B8 LTEBEIERR A G bz, PHEAR

HEl Z BT ESRIT 80.7% (134/166 #4) . MHIEARHE) &5 £V EERIL 93.1% (134/144 f5]) THh -

f:ii)o

1E) AGREF £ TORRRBRARE DL, 143-024 3B, 143-025 7ABR, 143-026 7B, 146-006 B, 146-007 kB %
ey



VI, S HH B4 D IH H

VI. EEE(ICE§I HIEH

1. EEPMICEAEH HILEMXITILEMEE
TUoOFATUVUT (AL SRIEEFE (oA xy Y LxeFo, ab gz hl) oa, NYx
TIPS AN E . T U ILE )

EE  BEEO D DM OMEUTNRE L, RIOEFRLEEZRT L2 L,

2. EBER
(WAERERLL - 1EFRRE

TrFHTY N (A W7 AT o o EREESR (ACE) ICK - TCT U A T o I B AR
o, AMIL =y =T v VATV U ROERAEME THY . MELZIRESE DL, TV RAT RV DOE
R Z R - WEHEST D, TR DAL T BRSO RN IS EL R EDRRERAL TN D,

TaRT v ITTHLANAT AL A REY IV RORGHRIEERBY CH DL AN ATV Z NERE
Do ANAYF N ATMED EFIZEET 5 AT (AL X A 77 1) ZARISERAITHEN LT AT DR S %
BEAWICHE L, mMEMBR L I EB N T AT B K Z 0 Lz AT O i WG SOG & 96 70 IRk P
(insurmountable) (292 Z LI LV REEAZ BT 5,

| Angiotensinogen I
<Genin__]
y e .
All BH 33
| Angiotensin | I All SIS
« ATHEREY
| Chymase > s
[Cmese> < ACE A
FIVAHILEY - i < AlFERMEAR ICs0: 1.3nM
XREVIL Angiotensin IT Ki :0.57nM

FIAHILE

3

AT
00 i AT

_/ /

AN B R REEfER
- ERRE - HAD B - ERDORIE N RR TR
« All #=41{EF  1Cs0 : 0.083nM - BEESER  SHR24BFEMEEETEE
AR (insurmountable) 0.03mg/kg:88%-hr

s RIEHRERICORTE L BEDR
s DEBAOZEDI D E W

F REHBERNOZEI DV

- PASOIEMEDREE R T KU



VI, HE BRI R DI H

(Q)EMEEN T+ SRR
1) ERPRELER
DOBER : 24 BRIME
() BE « PESEARENE S MTRES R BRE 39 Bl AL AL Z 2 X K%Y 3010, 20mg 2 1 A 1 [HE&
% 14 AMERO#FEG L, %5 14 A BICBT D IME R OBk O 24 FiHER 2 B BT T i EH00E
(ABPM) ([ZCRHHi L7219 & 2 A BEOKE S 22 IEF—E ORI ZHERE L2 DHER U, IGHE
JE R OERR =12 B3 2 B (7:00~21:00), &[H (21:00~7:00) KO 24 FEHEPEEIIBIZHIC T
B U CIR T L, ARIEEUCE L TV oB 5B W CHBEHICER L THERZ(LITRO b
otz (RKRBRCTOMPEET VIAQBERRBRTHEESA-NDEE) 2R),

—10mgH¥—

INMEHAMIE (mmHg) - B HAREAME (mmHE) e EEHR
190 S 130 — aEEtl
180 120
170
160 1101
150 100
140
130 90
120 80
i | 70

90 60
80 50 -
ORF 1285 15RF 18RF 2185 ORF 3RF 6RF ORE 120% 1585 18AF 21AF ORF 3RF 6RF
£ =31
60 —— B EA M E
" —— HLeREAMIE
i}
E 20
T T
% .lll|l'.IIl1l!Iir-'=.li||.z!'q!-'-ii-‘lw-:!-zi- .l
(mmHg) Iflillll‘lfl[.!]|llb‘-f AL XA

Tor  13W 178 218 Rin 258 Bem EYE SR

%)

10mg R EHFIZE 115 24 BRREIMER O E TEEDHRE

—20mg&f—

IRFEEAME (mmHg) - sRE IERAME (mmHg) e gz
190 o 130 :
180 120
170
160 110
150 / I | \ ; 1001 '

140 ;

130 LT 90
120 [ 80
110 70
100

90 60

80 - ) 50 . : ;

OR% 12851585 1885 2185 OBF 383 6RF OfF 125 1585 1885 218F OBF 3BF 6OFF
w2l w2
60 —— IRHEHAMNE
© - IRME
m
]% 20
8 o b ey L]
(mmHg)
mml 0 &
-40
B T T T T Ty P e T TS FHE IR ERE

221

20mg I 5BFICH 1T 5 24 B MER T FREEDHERS



VI. SR 2 B4 A IH H

(i) BRIE - HPEEARRENE R MEES SRR 26 Billc, AN AP X A REFY IV 5~40mg % 1 H 1 [a],
AR OEE L, 12~16 #HFF ABPM (2T 24 FFfOIE - JREEROWE 21T 72 19,
FHE R AR C OB L IR & DT, DRI EIE 22 FRELAAA O A RE AT, JRaRMIm T 10 K,
19 BE, 20 B TN 22 BELIAL O KBS THEICE T L T2 (paired-t i€ ; WI L h P<0.05), R
X 19 BRICA BN L, BHOSICHEIZRED L2, fhoWFhoRERIcBWTHA R RZTITR
O LIRS T,
ISUAE E 0 R OMERRAIIE D T/P (k7 7/e—7) b, IHEImE T 0.561~0.78, JEIEMIME T 0.44
~0.83 ThH -T2,

INFERAME (mmHg) . gHERH HOREAMAE (mmHE) . Bl
1% — wmm 120 — AR
160 ] T 110/ _

150 ] ‘- \ | 1001 (| N |
140 | A [ ne ' | l Sk R
130 AT INTR(N | I % [yt ||
120 ‘ | 80 '
110 -
100 0
90 60 :
of% 128 158 181s 210 OFF 385 oF% OR% 1285 150E18HF 2105 OBF 0% 6
=7 ezl FrE B RE
BrigE
Ga/a)
100
90
80
70
60
50

ofF 128% 15B% 18EF 21RF OBF 3iF 6B
w7l THETIRERE

24 BRI E K OARE B D HF



VI, HE BRI R DI H

(i) BESE « PEEARENE B MEREAN KRR 28 fillc, AV AP X A RKF Y )L 10~40mg % 1 H 1 [A]
IR 8~12 HMIRE O G U, e TIRF I M ORI 2 ABPM (2 C 25 B[R L e L CHlE
L7,
ISCA E1 o R ONpERRIAIM R 1 24 FERT, B (7:00~21:59) KOV (22:00~6:59) DOWT TN T
HBLZEH L i U IR TR BT LTz 20,
FTo. RERAEFIN LR 2 B E L7 D O IS & B #ONTE AW CTEY— 7 ¢
7/)%A:&i¢%@;owfﬁﬁbk&_%\W%%mr IRV, BT ki Th -

DIZHE U, TRFE CIX R A o JF R R OFEHE R 2 — o Tdh 2 itk itz R L, ANEB) DL
{ZIK U ZXLDBENPBIHELWELTH D EEX bV, BIEY, 1HREEh o EHERdHR 5k
8D T IS 9 I E M QMR ML E o0 TP Bl I C 0.71, $E3EMIMLE T 0.55 Th o7z,

Pk HSIED - HENEED

180 120

3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
(m%) (RF)

R R ---- BEHEEER — aREHEREHR

sun BEATIOE 400 BRATIE we BERAITIOE 200 BRAITISE

I [ 5 {8 D HE 7% B UFJE) A [0 R #5%

24 B5f - B - REIQMER VIR DOEL

mHoH % 24HFH B %’
IS 40 ks 27 | 154.0(13.2) | 160.0(12.9) | 144.3(17.7)
JiiiNES TR 138.9(18.2) | 144.8(18.4) | 129.4(19.7)
(mmHg) | 2218 0> b 27 P<0.001 P<0.001 P <0.001
AR Bz 27 | 95.6(10.6) | 99.7(10.2) | 88.7(12.6)
BiiiNEE TR 87.2(11.3) | 91.2(12.1) 80.6(11.0)
(mmHe) | 2248 L o> L 27 P <0.001 P=0.001 P <0.001
. gt 27 | 71.7(8.6) 76.9(8.8) 64.0(8.8)
ARiE % TR 72.0(8.5) 77.7(9.2) 63.6(8.3)
(F1/47) 27
B L O P=0.777 P=0.582 P=0.775

a) paired—t # &

A AR R A DR = T/P LE

H A I R R (mmHg) T/Pkt
" peak —18.1
IS $5 1 0.71
trough —12.8
k —11.4
AR L E pes 0.55
trough —6.3




VI, S HH B4 D IH H

QBREHNR : REAKSH
(i) Bds
BRI « P AR SE AN HENE i I ESE AR B E 125 Bl AV AT L2 A K% )L 5~40mg % 12~16 #[H,
10 1EEZICROES L9,
MEE, WHES LT, JEERHIME & HIo S 2 %I TBI N R U CREFEMIICE R T2 /R L
(Dunnett# D % B HHLE ; P<0.001), DARZE L2 B RS RRGE U7z, WRAAER I TEPE O &1 E R A o
WFIUCE O T S BRI AL & bl U CRFFRMNIICA B R ZITRD SNz d o T,
200 | IR HA M E

n=120* oo
180+ n= n=110  n=92 104 n=91 Nn=99 _g{ n=32

1601 I\*i: FRE el okl ek kel g dokk
i} 1171.5+10.2 : l I 1 I

140 1124.9%6.1 **iFi’,]JIﬂ_E 145.91+14.2

E 120 *EE ok S 4
(mmHg)100 - ¢ * «Ir  a— ?107.8+95
801 101.7457
60 RRE el ek delok osokk sk ek skelok
HREREAME 88.718.9
Bk 90

n=118% n=99 nN=106 n=89 n=103 [ _g

1 80 9 n=60
) 70 f—f—%%——H_PH
= 60

(/%)

0 2 4 6 8 10 12 14 16
5 HE GB) P HEHE(RE
DunnettiZ &35 849

sk 1 P<0.001
# 1 RRESR [HIETEE] &Rk 723561

FlEfix, 10462 1 B 1Rl 14AERH (RdefE 52 HRE) ki Lz 7,

MJEE 5~40mg O HEHPHIC B CHREIA 28 U URIE R ICHERF S v, BRI ILUEm 1 & i LT
WA AICAEZIIE T LTz (Dunnett B OZE kA ; P<0.001), HIERREZ B - 45 o1
JE R B B 0 8 o P AR B i O B fE T 6 A IFTIX-28.6/-15.5mmHg . 1 A KF Tl
-31.9/-16.8mmHg TH v | HERFMEIFBEM E LR L T IR AEICKTLTWE (Wl
paired-t i 7E ; P<0.001), ARFAEOIBEIELEN & BRI TR OSUERE R & O CHEZITR

%ﬂfcﬁi))‘/)?‘:o
200
150 O A
D T T T T 11
L K
2 b |
B N L B g
50 - r100
et
01, . ; . . ; . . ; , ; ; F 50
0 16 20 24 28 32 36 40 44 48 52
(i8)
— iEEA M E — —- HREREAINE
S — =2
B RERE



VI, HE BRI R DI H

(i) rAKRE

AN LFEHEES LT A T A FRFURE (HCTZ ; & FrrzeaF7 o R) &5 CHokiiE
2 =L ME B IV WARREYE L EESN R (v o T AEHUERE 22 #i, HCTZ #% 27 #1) 12,
FNWAGIE L A RFY I 10~40mg % 1 B 1[0 14 (52 8RH) ., SRk ns GEMESE) L
7= 9,

IR RaE i R OV 1, TR 2 ARECIT h L A ERTEE, HCTZ OFAREE I8l
S & bl U CRERHEMICAE B 2K T (Dunnett B O L BRI ; P<0.001) AR HIL, 2L
2 LT AR FER A ERSE LT, BRI WD TR ERI e RIEHERS 12 R X 72 2B I3 H v 7e
Mol

(mmHg) (A7)
200 I
150% _
m A

E 1oo‘L:I“*"I--I——I-—I——‘I"P~+--I--I——{-—{--I-—I——-I s
R A T P

507 r 100

N

ot 50
0 2 4 6 8 1012 16 20 24 28 32 36 40 44 48 52
(8)
— IHERRIE — =~ HREAME
______ FHMmE ceemmnee BRIEER
FIELIRERE
<HIVIT) LIEFER >
(mmHg) (Ha/14)
2001 0
i e
L J- 2
E 1007% R oSS A MESTET S

gt o S S S AP P
50 r 100

T e O S e !

0 2 4 6 8 10 12 16 20 24 28 32 36 40 44 48 52
(#)

— YHEHAME =~ HREAME
______ FMmE S 31 =4

FIELIRRE RE
<HCTZ#>



VI, S HH B4 D IH H

QR EtR
() HBAE - HEREA RN & ML EE SRR 26 (i

- MEREE - MiHEeE - BRREE

B% 1EMROEE LT 1922,
MmE L = 95X 6 » A FELIEAEIC EH- LTz (paired-t R7E ; P<0.05), 7o VAT v 1iE
12~16 HE L TN 6 » HEFCEMED EANRD -, 1ERTIZEREICED LTEBY (paired-t
i P=0.001), 7o AT oy TE 1 EBICBWTHEICE T LTV (paired-t #7E ; P<0.001),
MAET IV RAT v ATBEH & il L C 12~16 LI B O T 235380 i, 6 5 ABFCE W TH
BIEF LTV (paired-t i€ ; P=0.014),
MIENEEOBIEZE & 1 FERFOHEETIX, HDL-a L AT o — L0 ER FFA, LDL-aL 275 a—/L10
HERWBD DD BT (paired tiRE ; Wil h P<0.05) 23, ZTHLSOEH TIZW T ORE RS
WZBWTHAEREEIRD bR o7,
MipEREIC B L ik (BS) KU AU » (IRI; SIZEFHNEMEA 2V V) OnWTFilb A EREH)

CANAYFLE L A REFY I 5~40mg & 1 H 1 [A]5]

TR Lo T,
R DIEIEDHER
| 12~163EF 65 7 B 1A IRf
| CEEE )| CEEE || FEE
HHH B mvemze) | B0 Rz | B | YRR
MEL = fEME Blem 22| 1.2(1.7) |21 1.3(1.7) | 23| 1.2(1.6)
TRy 1.9(1.8) 3.0(3.8) 2.9(3.4)
(ng/mL/hr) | BEZH & 0D i P=0.078 P=0.007 P=0.014
TUVFT U] B2 18 [132.2(98.9) | 17 [132.1(98.4) | 19 | 131.6(96.1)
TR 140.7(119.2) 222.4(443.1) 61.5(49.1)
(pg/mL) | B LD L P=0.704 P=0.322 P=0.001
T F TNl BlEis 18| 19.1(14.7) | 17 | 20.0(14.3) | 19| 20.1(13.5)
el 18.1(13.0) 12.7(18.9) 6.8(7.7)
(pg/mL) | BIEH L L P=0.740 P=0.083 P <0.001
MmAETVRATHS Bl 18| 11.6(4.9) | 17| 11.2(4.5) | 19| 10.6(4.6)
TRy 9.8(6.0) 8.2(6.1) 7.9(5.2)
(ng/dL) | B LD i P=0.091 P=0.014 P =0.056
a) paired—t i &
mEREDHR
- 12@65@15%6 6755 Hif 1@%
" EXIE R ) | #ls | EEE (e R ) | Blsdd - EXIE R R ) | #lg
HH B | B0 S0 e | e | 0 | B e | e | S
Barzro—L o 212.5 208.5 pP= 03 211.7 207.3 P= 03 211.7 202.4 P=
(mg/dL) (38.3) | (34.9) | 0.311 (39.9) | (39.7) | 0.464 (39.9) | (29.0) | 0.122
MZUEUR o 122.6 123.2 P= 03 117.4 116.0 P= 03 117.4 135.4 P=
(mg/dL) (62.6) | (63.9) | 0.956 (62.4) | (45.4) | 0.892 (62.4) | (69.8) | 0.119
HDL-aL A7 a—/L o | 511 52.5 pP= 03 51.7 53.4 pP= 03 51.7 54.2 pP=
(mg/dL) (11.0) | (11.0) | 0.274 (10.9) | (12.4) | 0.272 (10.9) | (10.6) | 0.048
LDL-IL AT u—/L oy | 1367 130.6 P= | ,q| 1365 130.7 P= | ,q| 1365 121.1 P=
(mg/dL) (38.3) | (31.7) | 0.089 (39.2) | (38.7) | 0.246 (39.2) | (31.2) | 0.001

a) paired—t #iE




VI, HE BRI R DI H

759 #O T FORARKARNOMBERVA VR VRE~NDEE

5 g Q Bz iyl BEI L L
TR (R ) | % (BRYERZ2) | paired—thiiE
EBS  (mg/dL)| 23| 6525.7(3828.4) | 5994.1(3725.2) P=0.388
SIRI (pU/mL)| 20 | 5561.3(3400.9) | 5064.5(2545.2) P=0.262

(i) #IE - HEEREARRRME & L ESESMR B 2 xR, A AP XA R¥Y 1110, 20, 40mg = 1 H
1[El, #12% 10~16 HERAKE L, BIERSEHRANE (FhiEkE RPF) . AEREEEE (GFR).
iz (FF), BiMmfE RBF), BmEES RVR)]) 2OV THRF L7 29 fER, WP ol b #ls
MO DHEREEZRO D> T, WMFEESRAEME (L =& (PRA). MiE7 /L F27 w R
B (PAC), g7 A7 v TIRE (PAIC), EY A7 o MigE (PALIC)., i/ v
T RUF U MR mEET LU R 12OV TiE, PRA, PAIC, PAIC ICHOWTHEE R BF-
PAC [ZOWTHRERMK T AR, WTHLOME BRI L ORBEREITRO bhieh Tz,

BRIRBEREEOHER

B2 I
PO WM | s o
HH # A A paired—t B &
(FE e {f 72) (FE e A 72)
RPF (mL/min)| 9 | 447.8(318.1) | 343.7(61.2) P=0.274
GFR (ml/min)| 9 | 80.9(25.8) 81.7(14.4) P=0.901
FF @) 9| 22.1010.3) 24.3(5.8) P=0.307
RBF (mL/min)| 9 | 802.5(628.5) | 598.4(140.9) P=0.256
RVR (mmHg/mL/min)| 9 0.19(0.08) 0.17(0.03) P=0.275
N MIEIEREEDOHE
B wEm | .
A O i | s |
(Eelmss) | dmems) | ©
PRA (ng/mL/hr)| 9 1.3(1.4) 4.5(6.2) P=0.091
PAC (ng/mL)| 9 13.6(7.2) 8.8(2.9) P=0.062
PATC (pg/mL)| 9 50.9(55.7) | 537.6(836.6)| P =0.106
PATIC (pg/mL)| 9 5.7(5.2) 20.4(31.4) P=0.132
MBI ATREFVARIE | g 0.28(0.12)|  0.30(0.16)| P =0.685
(ng/mL)
AT RLFVAREE 9 0.03(0.02)|  0.03(0.02)| P=1.000
(ng/mL)

2) JEERPREXER
D7 vCHTF ULV I ZEERERER 20
@) EHERBA N ATV o OT AT (A ZEEBETEREZ, & N AT 2B R E2RBLS
BT v A =— AN LA —IIRHESMRE (CHO M), 5\ idt b ATe ZEREZRH ST M1
BN A Hela MOy B~ 125 AT FEGPEEHE CHREF L7z & 2 A, AT ATy ZFERES IR 5
50%FHFRE (ICsoff) (X 1.3nM TdH o773, AT ZAMAIZEI L TiZ 20,000nM TH Y . AT ZHFAKIC
BRI 2R FEHUER AR &SNPz (in vitro).,
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(%) e AT1REE (%) Eh AT2R A1

120 120

100 - 100 -
8ot # 80
5 80 .
eyl 4
60 =60
< <
AR ;40 —=— AL
P V2 2 = 00 [—— A

—e— PD-123319 —e— PD-123319
0—14 13-12-11-10 -9 8 -7 6 -5 -4 -3(M) Q14 13-12-11-10 -9 -8 -7 6 -5 -4 -3(M)

log (M) log (EARFE)
E kAT RUY AT ZBEAD "B-ATDHEEICTT S
FILAYILE ViRE—HE/R
EHE R UERRZE, n=3. PD-123,319: AT, i@ RAUFE iR

ATl D AT ZRIEFEEITT D 40 AV 2 o OfEFRERII AR, FLEEME (Kifd) 1£0.57nM ThHh
D, FNNAYPILE D AT S BE~DOFEE RO AT 0D OFEEHTE BIZ AT LY BN &5, AT,
SRR L THRA IS L, A ICEBET D2 b0 LB 2 5z (dn vitro),

(%) SH-F L XL & (%) SH-AT
120 120
100 100
5 L 4%
£ 80 £ s0
9 60l 8 60
= 40f = 40
20 UIF 20
0 . ‘ 0 . ‘
0 30 60 20(%) 0 30 60 90(%)
RISRERE RISRERE

SH-F LAY ILZ D E F AT RBEANDFENE S EDRHEH#HEE
S, n=3 B RAE A6 DR eHE (%)

ErATIZRRICRHTEH-AILATILE DRV CPHALI DS REEH

R URRERE E

INTGA—H SH-AT SH-A N AP L2
fEAEEES (M min™) 0.0093+0.0021 0.00460.0003
FRRER B ES (min™) 0.039+0.006 0.0180.001

PEIE EARAERRE n=3
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@) 7P FRHHREIREAR K O VE v MEHRBITRIEARZ W CTA L AL Z2 oo ATTIGHEIHIE- %2
¥iat L7 (in vitro) .
AV AP E ALY R KREIREEA T, A TG 0O F - B B R 2 r i FE () | O S PA TR B X &
PN H KULAE 2 R EEAR AR L Wb 2 eIk (insurmountable) OMIGIEMA 28 L7z, £7-,
10nM A ITIXAEIZ 5T 2 50%PREREE (ICs0 i) 1% 0.083nM T -7z,

(%)
120 1
100 1 FILAHY LR
] —O— BEE (n=12)
80 - —-0.03nM (n=6)
I —— 0.1nM (n=6)
ﬁ 60i —=— 0.3nM (n=6)
401 (pD'2;10.01)
201
0 4-—”“"""—‘/;
0.1 0.3 1 3 10 30 100 (nM)

ALEBE

DY THRENEICHS TS ALRGEORE-RICHRICHNT S
FILAFILE D DEE
R - A
pD’s: B — i G KU 22 50% 335780 | B3 B 3K D 396 o S s

Z O AR HIE BRI O U CREIR IS L A0 A B L & LR 90 73 B\l Rl &2 7 LT,
Fo, ZOMHEWERITIEMRER BRI TH O | AV AV Z VERE 90 535 £ CTH E2RIEIER 23
Wbz,

(%) B DU MR
120 —_—
100 — « T
T
A 80’ k%
]I * 3k
”I 60— *k
B
‘_'Z__i k%
401 .
koK
20
0 . . \ \ \ \
05 0 05 1 15 2 25 3 35 4 (h
B2y EHNIRTE B2y
YT Rk

RS
EILEY MEEOLEIZES T4 AHILE D
AT R #EHNHI4E A
I AR HERR S n=5  BRE I RIZ %% Dunnett 02 B HE R E
*P<0.05, %%P<0.01
ANVAY VA PREE:0.3nM, ATLIRFE : 10nM
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(i) 7 v h~O AMEIRNES (50ng/kg) (XKD FERISICR LT, A/ AFLZ s X REY IO
M5 (0.03, 0.1mg/kg) (TMERMKFANC ALFESUS 2 L, 0.03mg/kg #F Tld#e 5 3 K,
0.1mg/kg #F TI3#5 2.5 KAl (SR ABIH 278 L2tk S BRI E TTORRMFRHE L. 24 K& IZB W T
H A B RIHRTRD b,

-

80 f
70 fl
A 60 L
I
5 50
g 40 FILAPILEL  ARFUIIL
(5;‘) 30 - FBEITR
0 —o—0.03mg/kg
201 - iR e ——0.1mg/kg
sk RE
10 |
T R NPT s
0 1 2 3 4 5 6 7 8 24 (h)

B
Sy RADAILAYILEY A RXYIILEEREAOBREZD
Al BRIEREHEFR

B HE YRR S n=4 GRS IRIZ n=7) AT (50ng/ke) SR 5-
T e Vit BRIZ %975 Dunnett DL E LA E  *P<0.05, #%P<0.01

A RXCBNWTH, ANVAFLEZL XA RFYILOKEAOFKE (0.3, Imgkg) (LD ADBHIRNEE
(200ng/kg) 12 K % FERISHIH S, 5 2 B R RN 2R L7-1%. 0.3mglkg BETI3#54% 8
B £ C. 1mg/kg BETIIR 514 24 FEM £ CTH B M A3 Fife L 72,

FILAHIEL  ARFUIIL
-o- 3488 (n=4)

-o- 0.3mg/kg (n=4)

-#- 1mg/kg (n=4)

24 (h)

B &
AXADAILAYILEY A FXY I ERROKEERED
Al RIERICHEFS

SR AR UERR AT (200ng/kg) &R £ 5
¥ XPHAREIC %95 Dunnett D ELEARE *P<0.05, %£,<0.01



VI, HE BRI R DI H

QBEER (Fv k)

Q) mMmEAREIET » b (SHR) (AL AV AL Z L A %Y 30 0.03, 0.1, 0.3, 1mgkg & HEFO
BT DL, MEFRAICTRL, 5~TRHEZICREKREE (&5R1EE O 0.03mg/kg : —25mmHg,
0.1lmg/kg : —21mmHg, 0.3mg/kg : —30mmHg, 1mg/kg : —36mmHg) & 72 ->7=%%. &2 IZ/EH AN
59 L7z, 24 FFMMEEmAEIEIT 0.03mg/kg T 88%-hr, 0.1mg/kg T 101%-hr. 0.3mg/kg T 145%-hr,
Img/kg T 221% hr TH Y, AERKFOICHEK LZ, PRI TR TOHER THERZLITRED bR
otz
BEESFIXBEEIMEZ » b @IERRFIET v b IEFIET v b ONEIZIROEEEMER 277 L7223,
WS DIBISE B Z 5 2 o T,

J AEELL

—o— JRIEXAR (n=7)

(mmHg) —o— 0.03mg/kg (n=6)

200 - —— 0.1mg/kg (n=6)

-&— 0.3mg/kg (n=5)
—— 1mg/kg (n=6)

180 P<0.0001
el 0.03mg/kg
# 160 0.1mg/kg
mn E 0.3mg/kg
T 1mg/kg

140

120 L 1 1 ]

0 6 12 18 24 (h)

SHRADFIJLASILA Y A FXY I LERROREZOFHMTE
RULEEDOHT
S RS T P R A R R LT RO BIAE Sy By
K ONABES FRBEIZ 595 Dunnett DL B HEHE (P<0.05)
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Q) ANVAY I AKXV L% SHR IZ 24 BRIKER DS (1 & 10mg/kg, n=10) 2 &, it
MEELDZ LR ZELEBEERAZ R L, KEEOHEIRLIBD SNhotc, £, A ALK
VA RXYINE 14 BREIKERDES (0.3 X0 Imgkg, n=6) %, KELTH U T2 NIRD L
Nighotz,

(i) TEPEAEI AL A YL 2 o % SHRICERIRNEX G- (0.01 XU 0.1mglkg) 2 &, MEDEFAGED 5
Ay RIS T O M AR (ZHEN U, M O R RIS AR O B O M O AN A HR BT Ok
DRTBHHNTZZ LG, MECETIFHRARMMAERILOK TIZESC bO LEX O, LHHEDH
MFHRAMOBINCE Db D LEZ BT, £, BT O 22 MU & ORI K O EHR BT O R 25
RO BT Z L b, ORI AEEEUR T ICEIRIC BT 2 EROBEERAREWE B2 bR,

(mL/min/100g tissue)
1500 o
\
4 1000 § O4E5E
m § 20.1mg/kg (n=7)
%sw § §

(%) B L R OBE 8 B KB BB 24

MR SRme g
o

70.01mg/kg (n=10)
S m0.1mg/kg (n=7)

B D R OBE OB B KB BBE 24

SHRIZA LAY ILZ U &2 BEEIFIKNKRE L-&O X ERSE
[CH T HEBNRER HEBLERRELE

I AR R

TR E : B 5-R11% O paired—t fRE  *P2<0.05, #%£<0.01

SHRIZH L AHILE U BERFIRAKRS L=&ROTFHME. B,
DMAHER TR REMEEREL

W 0.01mg/kg (n=10) 0.1mg/kg (n=7)
/\7}#& S Y S Y
B Beh-#% 5 5%
RS0
Pl E 208+4 184 4™ 209+5 170 6™
(mmHg)
LA
3069 301+7 315+14 308=*+11
(1/43)
’L‘*EIIEH.E 214+14 292+34 22318 324 £24*
(mL/min-kg)
(({;\\\ NTd ,A_‘&
n’m}ETﬁ[ﬁlg?ﬁﬁ 1.008%+0.067 | 0.712%+0.084* | 0.975+=0.081 |0.535%0.026™
(mmHg*kg*min/mL)

Ml AR
WE B ERI% O paired—t E *P<0.05, *x<0.01
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(iv) SHRICHAN AV ALK A RFY L4 1 H 1[0 20 HEERO#EE (3, 10mgkg) +5&, #5
B OMEITAEICTREL, RPEAJREL OCmERFEESRE BUN) HTERMERST, BRP7T
NWT U E R OYRF N-7 2T L-B-D-7 b ay I =4 —8 (NAG) JEMHEITEIG R CI B IREEL 0
bAERIEMEA R L, BE5ET%OBIMOME ARG I TR I G- CRERIEE(E K& ORI PR
FEORBHN RO b, BIROBENZ(L L OSRERIE L omEIA RS,
F72, SHRICANV A L Z v A RFY I 0% 1 H 1S EMKEROKS (1. 3mgkeg) T5&. H
BT U CEDS TR L, 28D EBITIAEIICRT L 90% i1, OABRHERIT 80~90%Riit: DA
BRGSO B, DIERZIGIT 2 Z & R Sz,

(A)EFARIERR - 1 HEEFRH
MR L
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VII. ZE¥EREICET HIEHR

1. MPREEDHR
T RT v I THDLANAF LA A RE Y VTR AO#EE%, IBE & OFFRD 2\ IZ Iz 380 Tk o iR
S, EERE AV AP AR END, ANVATILE L A RE Y IV 24mg F ZEERFHEEIRE O E L
T AEEER N BE 2 B2 S8 5 2 BRI IR L - MEIC W TS 5 & REET LAY L Z Y A XY
M 1HIC Ing/mL BRI SN D DB TH o7z, 1o T, & MIROEG LIEARFITIT L A EBIHHERH
FANAPE L LTERNICFEET 200 EE 2015,
(NAaELEMGLPRE
MR L
<BE>
ARANDREENRNTIEPERB P AL A VL& o ERRE DO HNHERIZ X 677 24 R Z2E LT\ %, AUCo24n
(AUC : s — R dhf Fifd) (I GRS CTHML, £72 AUCo2m & IE FREEIZOWTIE
AUCo2an DHEANZAENILE FREE B EINT 2 Z L3RS TN D 19,

HAREAIME AR LA ®: 20mg
20+ O: 10mg
20 AL TTER
w 10 @ 101 °
:?:D 2 . o :?:0 10 g . °
E o 00 42 s . E ola * ¢
£ Sep o E o ee
§ L4 % S

2 -107 00,0 ® o o 2 -107 0®
I -204 © ® R b 8X ce g0 e
E ® o 201 %0 ° .

-30- -301 . .

-40- 40

0 1000 2000 3000 4000 5000 6000 0 1000 2000 3000 4000 5000 6000
AUC (ng-hr/mL) AUC (ng-hr/mL)

METEEE AUCo2n EDEER —RBREITEH—
PO EYFERRIL Linear £7 /L2 L 5

(QFERHBRTHRESIN-IHRE
1) RERA
EYFHIEF R 2
MEEERE A ME 1 B A L AP L Z 2 A REY 20 0D $E 40mg 1 88 (K72 L XIIKTARM) LA L A4
VB A RFY IVEE40mg 18 OKTIRA) %, 7 v 24— S—ECEERHEEIRE O 8G L T, IHMERH
MDA N A5 DFEENRE ST A — 5 % HiE L7z, Cmax & TN AUCast D 80 FIIE D L O W 90%15
FEXMEIE, WL 0.80~1.25 OFIPANTH 0 . WRHAI O£ R FIZPE SRR S vz,
FNAPIHE L A REFY 200D BE 5mg. OD £2 10mg & O OD & 20mg 13 (& &N R 7 2 % 0 [E 7 55
DA FIIREET A KT A ) IS & | BEHERAI A AL AP L2 X R 10 0D §E 40mg & L
Tob & WHEENIFESE & HE S L. EMTFRCRE L R ST,
* 1 AW FIRIEMERBRIE,  THRFEEIRG O FRRSEHRR T A R A LV EO—MBEIC DN T] (R 24 4
2 A 29 HIEAHEAIE 0229 5 10 ) BIHE 4 FIBIA R 2 WFI DB O T2 8D DA FHRIRIFEHERER T A KT A1
I HE T ERE L
%20 [EIERLOEMZNFRGEERRAA BT A L EO—WIEITOWT CFRK 24 4E 2 A 29 A 3EAHEA R 0229
%10 5) B 2 S ESN R L0 ERRA O LY PRSI A KA~
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(ng/mL)
1400
1200 —a—§E40mg (K THRA) (n=51)
—e—OD$E40mg (K THRA) (n=50)
1000 —©—0D$E40mg (k72 LTHIRA)  (n=51)
fit mean*SD
5 800
1
V]
pe 600
400 ]
200
0 : - .
0 12 24 36
BL%EFH (b
MEFRAILAYILE VEEHTE
FTILAYILE DDEMEEENT A —4
. . Cmax Tmax t1/2 AUC 5t
i5iA 1
Al ks (ng/mL) (hr) (hr) (ng'h/mL)
OD #E 40mg
51 978 +331 2.51+0.8 7.5+1.2 6770+2180
(K7L THRA)
OD #E 40mg
50 904 £256 2.6+0.9 7.5+1.2 65701810
OKTARAD)
$ 40mg
51 9831234 2.1+0.8 7.4%+1.0 717022090
UK TR
meantSD
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HEZS5 D

TEFERE A ME 24 ] (20~28 %) ANV APILZ L A REY )L 5mg, 10mg. 20mg. 40mg % 22 fFHFH
FIRR OG- L, LAtk 72 B & CREFFFICER M L TR A v A v 2 o GEMEREHY) REZE LT,
AERE OB %, ISR AL A L2 VR RBL L Z ORREITHE 5% 1.7~2.2 IR &%
R L, DA PR 8.7~11.0 FEH = L 72, Cmax (R MBEFiRA) KON AUCe. 3G &I pl L, #

e R LT,
(ng/mL)
1200
—e—5mg
1000 f —O—10mg
—/A— 20mg
800 —+—40mg  (n=6/E¥)
HitF91E (IRERE)

600 -

400

VR SER SN BB

200 r

0]

FILAGFILE DDEYFHRE/INT A —42

e FANAF NG ARF VPG
INTRA—H
5mg 10mg 20mg 40mg

Crmax (ng/mL) 149.0(0.21) | 273.5(0.17) | 469.7(0.23) | 996.3(0.15)

116.1-197.4 | 214.9-330.5 | 379.5-658.1 | 836.2-1248.0

Tmax (hr) 1.83(0.41) 1.67(0.52) 2.17(0.41) 1.67(0.52)

1-2 1-2 2-3 1-2
AUCq-o 875.2(0.21) | 1561.3(0.15) | 2796.0(0.29) | 5699.5(0.22)

(ng=h/mL)® 675.1-1157.6 | 1301.0-2023.4 | 2226.8-4284.8 | 3862.7-6677.0
() 8.66(1.22) 10.2(1.75) 11.0(3.76) 10.6(4.72)

/ 7.50-10.2 8.22-13.3 7.01-16.0 6.61-20.0
PR 14.63(2.26) | 12.35(2.20) | 11.63(2.47) | 12.15(2.08)
BEMEER 40 (%) | 12.35-17.81 9.39-15.10 8.23-15.11 9.87-14.93
TR -l (RE MR 25) e QN /M — I KA 7R 37, (n=6)

a) BT G R 2 1% DR E(R 22) K& O/ IMiE — S KA 7R,
Tmax: fg e MLAE PR EEBNERAR] €0 TR

AUC R U Cmax O E T FH{E & RERE

roimy | e | B e | e
5mg 6 891.73 190.76
AUCy o 10mg 6 1575.96 244.29
(ng+h/mL) 20mg 6 2903.28 914.65
40mg 6 5806.77 1142.18
5mg 6 151.68 31.45
Cmax 10mg 6 276.85 45.93
(ng/mL) 20mg 6 480.70 116.98
40mg 6 1005.58 152.17
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HEEkE (BEDOEE) 2

AR N B E 10 Bl AL AP L2 A RE Y 2L 20mg ZFIR% 30 47 5V TZEER (& L) HE
BOBE U OREICERIM L, MBER AL AL 2 REZIE L CRFOREBL R LI,

el ARIEM & (ML ¥ —545kcal) #HHZ LK OEIEVE (BT x/L¥ —1111kcal) % DOHE G5
EOIIIZ BN T, EYERIZKIETRFEOREIRVWL O LHEE SN,

800 -

—- REF
—A— SEWE

' 0 < EERR

th

*+

I

X

Vi

L

2

=

P

B

/mL

(ng/m )20 |

BE®EME (h)

THMIFRAILAYILE VEEHRS

FILASFILE DDEYFHRE/INT A —2

IRTA—H BeESME || BN | RS | [95% (B HEHIX ]
ZE R 10 | 3552.9 | 674.17 | [3070.6, 4035.2]
(ﬁ:fﬁﬁgﬁi) RN A& | 10 | 3319.7 | 618.56 | [2877.2, 3762.2]
EAE & 10 | 3163.2 | 463.18 [2831.8, 3494.5]
ZE NG 10 | 3719.4 | 717.05 | [3206.4, 4232.3]
(QEEE?E;:) RIERGE | 10 | 3480.9 | 670.46 | [3001.3, 3960.5]
EER & 10 | 3292.4 | 479.67 [2949.2, 3635.5]
Ze i i 10 4.4 1.13 (3.6, 5.2]
A [t [0 45 | 1w (3.7, 5.3]
e & 10 3.9 0.63 (3.5, 4.4]
Ze g 10 603.9 71.63 [552.7, 655.1]
(HET;XL) whEme | 10 | 624.8 | 112.56 [544.3, 705.3]
AR 10 603.2 | 149.97 [495.9, 710.5]
eyFliny 10 2.3 0.82 [1.7, 2.9]
T(?SX EEE | 10 2.2 0.63 (1.7, 2.7]
EAE & 10 2.5 0.85 [1.9, 3.1]
ZE R I 10 6.0 0.55 (5.6, 6.4]
gﬁﬁ; &R | 10 6.1 0.47 (5.7, 6.4]
EER & 10 5.6 0.52 (5.2, 6.0]
72 i i 10 5.9 0.50 (5.5, 6.2]
hdfgﬁ;“h EARE | 10 6.0 0.56 (5.6, 6.4]
e & 10 6.1 0.80 (5.6, 6.7]

AUCextr: [ (AUCg-co —AUCq~+,) /AUCq-o ]
AUC o, : e R H R 4 T 0D i o 2 B — P R b R T i
MRT : - B IR ]
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RIERE 20

fEEERR A B 27 Bl & R GUCA LAY L Z > A REY 2010, 20 KM 40mg & 1 H 1[E, 7 BERERD
5 (3 1EHKROE 7B HEGIIZ2EMERE, 5§ 2~6 Bl H & SRHIHR 1 RRATNCRYS) L, #IEEE T
FAEHE- 7 B BT EAT R O G- %R, E7o @RS 2, 5, 6 [ HIEHEG-ATNICEM L Tl 41 £
P O PREERIE LT,

MAEFRREETE 10 KO 20mg B CIEE 2 B H B 5-/112, 40mg # TIEEH 5 BIH B 581 F TICEFRBIZE L,
F 72 10~40mg OF 5 EOHIFH T AUCo-24n 2 ¥ Cmax (385 BB U EARAVICHIN L=,

F1EE EH 7 EE OERDENREFLN)/XT A —F DI BW T, FREEED tin (THEIZ (paired-t BE ; P
<0.05) JER L7272, Tmax, RHHPEEE, B VT 7 A ZOWTIFAERETRO LN T,

SAG B G4 TBEE S BRI AT 1.06~1.19 &/h S < FBEEIEG NG TRl S - ERAH L F%ETH
0. KEERGIZLAMEITRN ERHEE SN,

(ng/mL)
1400

HilTF9E RERE)

1200

1000

800 7 —e— 10mg (n=9)

—o—20mg (n=9)

—— 40mg (n=9)

BMELRNSER SN BB

48 60

D1 D2 D5 D6 D7

B [ (h)

BREEH LS JEMBRAILAYILE VEE

T FIWAPFE L ARF VP&
10mg 20mg 40mg
2B1H 5w 9.0(P=0.902) | 15.7(P=0.982) | 26.0(P=0.040)
5EIE #4501 10.4(P=0.775) | 15.7(P=0.987) | 29.4(P=0.664)
6 FIH #5801 9.2(P=0.960) | 15.6(2=0.976) | 28.2(P=0.303)
7TEIE 5T 9.6 16.1 31.4

(n=9) (ng/mL)

fe/N LRI (Dunnett-Hsu B2 E5% 5 7 B B & 5-ANIH T2 ED PE)
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F1RERVE7TERREREDFILAYILE D OENERE/S A —4

INTA—H Eran BRI %7188
10mg 319.2  (78.0) 3472 (64.7)
Cmax (ng/mL) 20mg 468.6  (72.4) 546.4  (108.2)
40mg 1016.7  (247.0) 1117.1  (317.1)
10mg 2.4 (1.0) 2.1 (0.7)
Tmax (hr) 20mg 2.4 (0.9) 2.5 (1.1)
40mg 2.1 (0.4) 2.1 (0.5)
10mg 1794.5 (463.7) 1982.0 (533.5)
?:gi:?:;u 20mg 2896.5 (687.5) | 3346.2 (546.8)
40mg 5908.2 (1431.8) | 6574.9 (1787.3)
10mg 1860.6 (490.2) 2095.6  (622.2)
‘?:g?g’/“’;‘nu 20mg 3010.6 (716.6) 3533.8  (558.1)
40mg 6092.2 (1510.4) | 6928.2 (1962.2)
10mg 4.9 (0.7) 6.4 (0.9)
t1/ (hr) 20mg 5.0 (0.7) 6.7 (1.4)
40mg 4.7 (0.6) 6.4 (1.1)
_ 10mg 15.06 (3.18) 15.47 (2.83)
%E*jkﬁ% o2 20mg 12.13 (2.63) 13.28 (3.58)
40mg 11.86 (2.99) 13.61 (2.28)
- 10mg 11.5 (2.5) 10.8 (2.3)
(L /min) 20mg 11.4 (2.0 10.9 (3.6)
40mg 11.3 (4.2) 11.5 (2.9)
BT T8 il (R YA 72 (n=9)
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2) BYE - PEEAERESMEREERSE 1®

RERE

BIE - AE A REME I ESN SR B 39 Bl A xR IT, AN AL ARFY I 10, 20mg &2 1 H 1
Rl A% 14 HRKERO®ZESG L, &5 14 B BISRERICE M L Tl sEh 41 2 v 2 REZIE Lz,
MAEHF AL A H V2 ARFETR 2 R IR R & 720 LA 0] 6.83~6.5 [ Tl L7, AUCo-24m KT
Cmax (¥ 10, 20mg B CIITH EEEMIZIEM L, Tmax X tig TR EEBICEEDLTIEIE—ETH -7,

(ng/mL)

1000, 1OmeR
HiNFEHE (RERE)
800- n=20
m
% 6004
th
s 400
B
200
0 — ; T ’
0 2 4 8 12 24
5% (h)
(ng/mL)
1000+ 20me#¥
HINFEHE (RERE)
800+ n=19
4% 600
th
i® 400
3
200
0 — ; : >
0 2 4 8 12 24
5 IR (h)
\ " S ER A % —
IH i YRS i 95% 15 HH X
H e B ST fasyom [95% 5 HE X ]
AUCq o 10mg | 20 1981.2 0.234 [1775.8, 2210.4]
(ng+h/mL) | 20mg | 19 3288.9 0.254 [2909.4, 3717.9]
Cmax 10mg | 20 285.1 0.253 [253.3, 321.0]
(ng/mL) 20mg | 19 496.0 0.300 [429.2, 573.2]
. I A 95%1E 18
SR | OB | B | ST | e | R | Rkl [[X/‘F?,ﬁ;”]*ﬁ
Tmax| 10mg 20 2.2 0.8 1.0 4.0 | [1.8, 2.6]
(hr) | 20mg 19 2.5 1.1 1.0 4.0 [1.9, 3.0]
t/s 10mg 20 6.5 0.9 5.3 8.1 (6.0, 6.9]
(hr) | 20mg 19 6.3 0.8 4.6 8.0 (5.8, 6.7]




VIL_ Y @hie 2 B9 5 IH

3) AEEMEIMEAERE 29

REEE

AREMEE MLESE B 10 6] (41~645%) ICA LAY L Z L A RFY I 40mg (20mg $EX248E) 21 H 1
M%7 AMKEROES L, £5 7 B BISRERICERM L Tl 4w 2 v 2 R E 2 R1E Lz,
MAEF AL XYL 2 PRI G 2 RERRIZ IS IRRIZEE Lo th, R 6 REF TR L, 24 BRI 7
Bl B #&5R1D L~ E Tl Lz, ARBRICEH T D Cmax KON AUCo-24n IERERRL A 2 x5 & L7z 40mg, 1 H
1 [\ 7 HERER OGBS S ZEREO T 0 7 7 A VERT LD EE X LI, F72 tue L O Tmax (T8
JiE » PEEARRME R ILEAERE 12310 5 10, 20mg KAEHRGRBROMER & IZIFFRBROFR TH 72,

INTA—H 7HHA [95% =5 #H X [H]
1008.5(0.267)
a)
Cmax (ng/mL) £80— 1440 [833.2, 1220.7]
Tmax (hr) 2.6(1.0) (1.9, 3.3]
2—4
, 7848.0(0.301)
. a)
AUCq-241 (ng=h/mL) A670— 11900 [6329.4, 9731.0]
6.0(1.0)
t1/2 (hr) 4.83—7 54 (5.3, 6.7]
BT R ER72) & O/ M — e KEE R T, (n=10)

a) B I Gl S a2 DIE YR 72) K O/ IME e RIEZ 7”9,

()=
MR L
GBE -tREOEE
VIA.QEGRMEBR THRBIN-OPRE) . I.7HEER K

. EYRERN/ANT A —4
(R A&

MR L
(2) MR UL 32K FEE 7E 3

MR L
Q) HEREREEH

<HBEAT—E>FN AL E

R4 #YS 0 0.0606 (0.0139) hr!

Z2fEIRER - 0 0.0635 (0.0155) hrt [FHTCEAIME (R HER ) ]

(AW AL E 2 AR IVEE 20mg & @R B IEPERE 24 BRI 5)

@HIIVTIUR

<HBEAT—E>ANAYALE 25T VT TR

1.31 (0.25) L/hr [FAFAME (BEER ) ]

(AN AFZ L X RFY I VEE 20mg & FEFE B VSR E 20~23 #ill2f 0% 5.)

B)PTMBIE

<HBEAT—E>ANAYLE

34.92 (20.71) L [HIFVFOME (FEMERZ)

(AN AP H 2 A RE Y IUEE 20mg % fEFE B IERERE 20~23 Bl D 5)

(6)F Dt

Y L7



VI g B HIE H

3. B&EM (REaL—3) B
(DB AE
MR L
QAT A — A EHER
MR L

4. % U
<HNBEAT—E2>
UC-AN AP NAH L A REY IV G TR K0 20mg ZHEEERA 6 FlICRE OG- L72hA . Bl
NI A R OIS T RE S B L, #0544 0.5~2 BERILANIC i TR IS (400.0~733.6ng eq. 24 /L A H/L4
VimL) ZEL=,

FTIASFILA AR NAATRASE ) T«
25.6 (3.86) % [HffF¥IME (R ]
(AN AFE L A RE Y IVEE 20mg & BREFERC N B IERERE 20~23 Bl 0 #5)

<gmT—% (Tvh) >
MR IR ER iz
7 v MEARL T ZRBIE S /NETEIC T TRINESN D D EBE X b,

(7> FoOEEEZE (11), + 46 (47, WG EE (44) - T3 (39) « TH#E (23) @ 5 EALI 3T THHILE

WL —T 2RI £L—7120.25mg D UC-A VAP LH 2 A RFY I a®E (v apNEWRIEE%) ]
U ES
F v MT UC-FANAFIZ 2 A REY b & BERE O K OFRIRN R 55 0 T i U se gt =R oo Ho s & B
L7 AW 53.083% CTh o 7o, IBIFRERARIE STV D,

5 9 #
(1)Mn % — A B8 P9 i 14
<#MT—% (v k) >
Z v b~ UC-F /AP E Y A RFY )L bmglkg HEREO#& G, KOV H 1[5 21 HEKER D BEGICE
WTIA~DOBEFHRED AT & A EFRD Bz,

Ty MMIMUC-AIIASFILAY A RXY I VERROKRSHROMAKRSEERE
B ugeq./g GHFE/IMIEFIEEL)

5 0.5hr #% | %5 lhr £ | #5 2hr 1% | #% 5 4hr £ | $£ 5 8hr 1% | % 5- 24hr 1%

0.029 (0.01) |0.047 (0.01) | 0.030 (0.01) | 0.019 (0.01) | 0.010 (0.04) | 0.001 (0.02)

(£5-Hf 52 n=4)

Sy RMIMC-HILASILEY A RXYIIIRERABREZDOIKNNRESTRERE
B ugeqa./g GRRR/MmAEPEEE L)
BE51RH |&57HH |&5158 8 #5210 A

55 55 B B B B
24hr % | 24hr % | 24hrfk | 24hrfk | T2hr#% | 168hr f%

LG - Bt

K N.D. N.D. N.D. N.D. N.D. N.D.
/N N.D. N.D. N.D. N.D. N.D. N.D.
N.D.: 5 H BRI A (5 f45 n=3)



VIL_ Y @hie 2 B9 5 IH

(2)M % —Fa AR EAFT @@ 4
<g#MT—4% (Tvhk) >
HRZ >~ b (R 13 HE ROV 18 HH) 12 UWC-A N AP Xy A REY ILEEERROKEE (5mgkg) 1
eIt D11, JRSE, R OWRHRIZIZRHMAMAE D 10~20% 1% O BEHRENRTE D Hit, BIRTIX 1%L FTho
7oo BEHR 18 HH D Z v M CIIiEs 1 FERZ RIS BB H I IZ D o 723, dER 18 HH D Z » MBI T
G 24 WEE R LA IS RBIR EE S e & s Ly JEERNIC B W TR i@l s & < . IRIE2N D DR b2
Mmool

FIR1ISBERV18BES Y hAD MC-AILAYILE Y ARFXFYI)L
HEOROKRSZROFERBBRUVBREICE T LBMETEEREE

I J¥  pgeq./gor mL GRECSTBERRIE /&5 8 %)

LR - e R 13 H B v b R 18 H HIvh

5. Thr #% #% 5 24hr 1% & 5- 48hr % | % 5- 1hr 12 &5 24hr % 1% 5- 48hr 1%

Mg | 3.406 0.014 N.D. 4.283 0.029 N.D.

KM | 0.029(0.00) i N.D. (0.00) : N.D. (0.00) | 0.036(0.00) : N.D. (0.00) : N.D. (0.00)
Ol | 0.415(0.02) : N.D. (0.00) : N.D. (0.00) | 0.459(0.02) : 0.005(0.00) : N.D. (0.00)
Jii 0.526(0.04) i 0.015(0.00) ; 0.009(0.00) | 0.715(0.04) ; 0.032(0.00) : 0.012(0.00)
APl | 5.014(3.78)  0.041(0.03) i 0.029(0.02) | 5.985(4.97) : 0.070(0.06) : 0.016(0.01)
g | 2.33000.31) : 0.020(0.00) ; 0.015(0.00) | 3.332(0.39) i 0.053(0.00) i 0.013(0.00)
BIE | 0.471(0.00) : N.D. (0.00) : N.D. (0.00) | 0.420(0.00) : 0.014(0.00) : N.D. (0.00)
= | 0.752(0.08) i 0.014(0.00) : 0.006(0.00) | 0.916(0.18) i 0.046(0.01) i 0.015(0.00)
PHEE | 0.683(0.01) i N.D. (0.00) : N.D. (0.00) | 0.668(0.01) 0.012(0.00) : N.D. (0.00)

FLIR | 0.360 N.D. N.D. 0.381 0.007 N.D.
g | 0.507 0.015 N.D. 0.735 0.084 0.037
B | 0.335 0.020 0.010 0.060 0.095 0.120
K — — — 0.018 0.045 0.171
fa IR 0.008(0.00) i N.D. (0.00) i N.D. (0.00) | 0.008(0.00) : 0.150(0.02)  0.141(0.03)
KN — — — N.D. 0.016 0.012
iLofi — — — N.D. 0.072 0.048
Jil — — — 0.006 0.082 0.063
JE N — — — 0.013 0.094 0.102
5 i — — — 0.011 0.114 0.076
L — — — 0.006 0.141 0.574
YA (B ERE A n=3)
N.D. : 5 HH RS AR5
—  REE

R)EA~DIBITHE
<#gMT—% (Tvhk) >
55864% 10 HRTEOE T T » M UC-ANLAYLHZ L A RFY )L 5mglkg #HEE FHEROKL L, #5
% 24 WM E TR R ONIIK A BRI L TR BEIRIE & SR D 7o fE R, AR~ DO RE D BAT 3788
LA, MR HORREREE L0 BAR< | Behb 24 Refi I 13 BRI AR AR R L7z,
BERTY hADMC-FILASIILEY A RFYILERBROREEDIARY
I 5% Sh #A TS RE R

Cmax AUCp-
i h 0.5 1 2 4 8 24
51 (hr) (ugeq./mL)|(ug eq.-h/mL)

R (1g eq./mL)

it N.D. | 0.071] 0.148] 0.198] 0.104| N.D. 0.198 1.78
I 4.683 | 2.174] 0.749| 0.264| 0.122| 0.038| 4.683 7.83
FLyF/mE | N.C. | 0.03] 0.20] 0.75| 0.85|N.C.| 0.04 0.23
SERE (&P ERF R n=3)

N.D. : K RS R
N.C.: fHRAR T



VI g B HIE H

@R~ DBITH
MR L

(5)ZF D DRI~ DFEITHE
<#gMT—% (Tvhk) >
v MEEREOERE
Ty RO UC-A N AP 2 A RFY IVOHEBRKRAKRL (bmg/kg) Tk, EITATIEA OB & REE
THAR LI, HRIFESLHTH ) EFEEITR2 VWb D L EX BT, I~ EWOAR I EA K D PR
MBI TH D Z ENER LBZ 2 B, BIE~OmWOAMIT AT ZBEIRO D MEE RSN S IZE#ET 5 6 0O

tEZ BN,
Sy RADMUC-FHILASILE Y A RXY I LERROKRSZOMEBDRRSTERE
PP V2 g eq. /g or mL GRERE/ i h B b)) tie AUCp-24n
Pe5.05hr | #5 1 hr % | %5 2hr % | %5 4hrf% | #58hr#% | $5 24 hr #% | (hr) | (ugeq.-h/mL)
iR 1.493 (0.60)| 2.940 (0.62)| 1.334 (0.59)| 0.864 (0.58)| 0.161 (0.61)| 0.037 (0.84)| 6.61 9.46
k53 2.481 (1.00)| 4.721 (1.00)| 2.280 (1.00)| 1.502 (1.00)| 0.264 (1.00)| 0.044 (1.00)| 5.58 15.84
JrFfisk 5.227 (2.11)] 10.305 (2.18)| 11.379 (4.99)| 4.994 (3.32)| 0.783 (2.97)| 0.044 (1.00)| 3.65 48.35
5 Mk 1.384 (0.56)| 2.452 (0.52)| 1.233 (0.54)| 0.621 (0.41)| 0.156 (0.59)| 0.034 (0.77)| 7.35 7.87
Tk 0.257 (0.10)| 0.416 (0.09)| 0.240 (0.11)| 0.154 (0.10)| 0.044 (0.17)| 0.007 (0.16)| 5.59 1.77
Y- 0.335 (0.14)| 0.705 (0.15)| 0.341 (0.15)| 0.223 (0.15)| 0.042 (0.16)| 0.005 (0.11)| 4.79 2.39
fiti 0.373 (0.15)| 0.747 (0.16)| 0.474 (0.21)| 0.343 (0.23)| 0.096 (0.36)| 0.021 (0.48)| 6.72 3.66
Hifa i 0.078 (0.03)| 0.167 (0.04)| 0.114 (0.05)| 0.118 (0.08)| 0.026 (0.10)| 0.005 (0.11)| 6.36 0.97
il 0.029 (0.01)| 0.047 (0.01)| 0.030 (0.01)| 0.019 (0.01)| 0.010 (0.04)| 0.001 (0.02)| 5.17 0.26
H g 0.363 (0.15)| 0.198 (0.04)| 0.126 (0.06)| 0.072 (0.05)| 0.020 (0.08)| 0.004 (0.09)| 6.25 1.03
== 0.064 (0.03)| 0.260 (0.06)| 0.241 (0.11)| 0.228 (0.15)| 0.047 (0.18)| 0.006 (0.14)| 4.82 1.92
BHAS | 0.112 (0.05)] 0.220 (0.05)| 0.150 (0.07)| 0.107 (0.07)| 0.020 (0.08)| 0.006 (0.14)| 7.39 1.06
o ik 0.162 (0.07)| 0.320 (0.07)] 0.171 (0.08)| 0.123 (0.08)| 0.032 (0.12)| 0.009 (0.20)| 7.66 1.37
Il 0.326 (0.13)| 0.542 (0.11)| 0.287 (0.13)| 0.203 (0.14)| 0.062 (0.23)| 0.014 (0.32)| 7.59 2.62
el | 0.228 (0.09)| 0.470 (0.10)| 0.282 (0.12)| 0.215 (0.14)| 0.045 (0.17)| 0.011 (0.25)| 7.13 2.12
e 0.444 (0.18)| 0.913 (0.19)] 0.292 (0.13)| 0.294 (0.20)| 0.067 (0.25)| 0.008 (0.18)| 4.85 2.80
BETFME | 0.371 (0.15)] 0.745 (0.16)| 0.343 (0.15)| 0.219 (0.15)] 0.051 (0.19)| 0.009 (0.20)| 5.95 2.50
FORAR | 0.361 (0.15)] 0.747 (0.16)| 0.394 (0.17)| 0.214 (0.14)| 0.065 (0.25)| 0.006 (0.14)| 4.45 2.80
UL oREi | 0.286 (0.12)] 0.406 (0.09)| 0.281 (0.12)] 0.259 (0.17)| 0.058 (0.22)| 0.016 (0.36)| 7.60 2.34
RER 0.054 (0.02)| 0.144 (0.03)| 0.102 (0.04)| 0.072 (0.05)| 0.029 (0.11)| 0.006 (0.14)| 7.06 0.87

S (£ 5 n=4)



VIL_ Y @hie 2 B9 5 IH

v bREZOKS
Zy hA~DUC-FNAYLE L A RFY I 001 H1E2 HEKEROFKS (bmgkg) TiE, HEERSG L
R ATE OV gl 2 oA s Ly KRG X DRk~ DO FBFE K OV AR 32— 2 OZEAGITRE D DAV h

=77,

TYRADMUC-AIIAYFILE Y A FEXY 3L 21 HEREEORGZOMBBPLRKRSERE

I K pgeq./g or mL GRER/ 8% i 22 LE)
AL - it 51 HH B57HH $5 15 B H #4521 A H
#4524 hr #% #4524 hr # #4524 hr # #4524 hr #% #5572 hr # 5 168hrf%
s 0.037 (1.00) 0.043 (1.00) 0.039 (1.00) 0.042 (1.00) N.D. N.D.
1k 0.022 (0.59) 0.032 (0.74) 0.021 (0.54) 0.029 (0.69) N.D. N.D.
K N.D. N.D. N.D. N.D. N.D. N.D.
/NI N.D. N.D. N.D. N.D. N.D. N.D.
BREIEEN N.D. N.D. N.D. N.D. N.D. N.D.
R 2k N.D. 0.005 (0.12) N.D. 0.006 (0.14) N.D. N.D.
= — 0.009 (0.24) 0.013 (0.30) 0.020 (0.51)* 0.017 (0.40) 0.011 (N.C.) N.D.
SIRNIT N.D. N.D. N.D. N.D. N.D. N.D.
RE N.D. N.D. N.D. N.D. N.D. N.D.
ST R 0.008 (0.22) 0.009 (0.21) 0.009 (0.23) 0.011 (0.26) 0.006 (N.C.) N.D.
Jifa i N.D. N.D. N.D. N.D. N.D. N.D.
N 0.005 (0.14) 0.008 (0.19) 0.010 (0.26) 0.008 (0.19) N.D. N.D.
Jiti 0.023 (0.62) 0.028 (0.65) 0.026 (0.67) 0.026 (0.62) 0.013 (N.C.) 0.005 (N.C.)
JH sk 0.036 (0.97) 0.045 (1.05) 0.048 (1.23) 0.050 (1.19) 0.014 (N.C.) N.D.
Mk 0.025 (0.68) 0.039 (0.91) 0.048 (1.23)* 0.050 (1.19)* 0.022 (N.C.) 0.012 (N.C.)
I N.D. N.D. N.D. N.D. N.D. N.D.
I = 0.006 (0.16) 0.013 (0.30) 0.011 (0.28) 0.010 (0.24) 0.007 (N.C.) N.D.
FAEN N.D. 0.007 (0.16) 0.007 (0.18) 0.009 (0.21) 0.006 (N.C.) N.D.
i3] N.D. 0.006 (0.14) 0.009 (0.23) 0.010 (0.24) 0.014 (N.C.) 0.012 (N.C.)
Bt N.D. 0.013 (0.30) 0.018 (0.46) 0.018 (0.43) 0.016 (N.C.) 0.011 (N.C.)
B N.D. N.D. 0.006 (0.15) 0.006 (0.14) 0.005 (N.C.) N.D.
) 0.009 (0.24) 0.014 (0.33) 0.014 (0.36) 0.016 (0.38) 0.011 (N.C.) 0.007 (N.C.)
B N.D. N.D. N.D. N.D. N.D. N.D.
Bl N.D. N.D. N.D. N.D. N.D. N.D.
BRI 36| 0.010 (0.27) 0.013 (0.30) 0.011 (0.28) 0.012 (0.29) N.D. N.D.
2L 0.005 (0.14) 0.007 (0.16) 0.009 (0.23) 0.008 (0.19) N.D. N.D.
it MRN 0.013 (0.35) 0.018 (0.42) 0.014 (0.36) 0.014 (0.33) 0.007 (N.C.) N.D.
[FIRVA N.D. 0.008 (0.19) 0.007 (0.18) 0.009 (0.21) N.D. N.D.
H 0.125 (3.38) 0.201 (4.67) 0.109 (2.79) 0.089 (2.12) 0.007 (N.C.) N.D.
225 0.009 (0.24) 0.016 (0.37) 0.016 (0.41) 0.024 (0.57) 0.006 (N.C.) N.D.
B} 0.075 (2.03) 0.347 (8.07) 0.238 (6.10) 0.212 (5.05) 0.008 (N.C.) N.D.
B 0.154 (4.16) 0.369 (8.58) 0.383 (9.82) 0.760 (18.10) 0.014 (N.C.) N.D.
HE e 0.175 (4.73) 0.353 (8.21) 0.261 (6.69) 0.151 (3.60) 0.010 (N.C.) 0.006 (N.C.)
i e N.D. 0.025 (0.58) 0.016 (0.41) N.D. N.D. N.D.
I E (4B n=3)

N.D. : 1 H BR S A

N.C.:HEART]

WoE 5 1 H BIZX % Dunnett L EEHBHE % P<0.05




VI g B HIE H

ME~DH

BC-F /WA H L A RXFY I Imgkg RO 5 L7c SHR (FiMJEBKRBIEZ » F) . WKY
(Wistar-Kyoto) 7 v b OBR&L OFHIRIC IS 1T DB BRI E O Kp B GRRRR/MAE IR L) (ARl

ERVERI LD bE < SOIMEBRFMEZ 3 5 TR R S ivlc, £z, SH- AV AP F U EFRIRN

#5-L7- SHR O KER TITEITHAMER OCHE~D A 03580 H v, AT ZBERO ST B L e nfi%x

R~ LT,
SHR, WKY 5 kAD UC-FILAYIILEZ Y A FXY I LERRZROREEZD
EAR. FAk. FERFJ[HERBSERE
I ng eq. /g or mL GRS/ 4% HR R HE LE)
HELRRE - figtem SHR WKY Zk
Beh 1hr % 5. 6hr % B 5 1hr 1% 5. 6hr %
ks 253.42 (1.00) | 29.48 (1.00) | 360.09 (1.00) | 90.78 (1.00)
JiIRT:3 101.15 (0.40) | 11.98 (0.37) | 179.91 (0.50) | 39.14 (0.44)
T M 299.43 (1.19) | 67.23 (2.58) | 483.30 (1.40) | 82.23 (0.89)
FETEREINR | 69.52 (0.30) | 11.16 (0.49) | 82.75 (0.24) | 33.31 (0.37)
NEE R ERR | 168.66 (0.46) | 24.59 (0.71) | 141.50 (0.41) | 41.17 (0.45)
Y- 21.20 (0.10) 4.67 (0.17) | 64.82 (0.18) | 12.25 (0.14)
JF i 1410.07 (8.47) | 311.93 (17.73)|1667.84 (4.58) | 709.63 (8.21)
B 8.55 (0.04) 2.56 (0.13) | 13.43 (0.04) 4.52 (0.05)
S fE (£-IR¢ 5 n=4)
(6)MRELREEE

AV RA PR U MIEE ARG R

In vivo : 99.6%
(R A BPEIC AL AL 2 v A K%Y )L 8mg & ZEfEIRHE 45 L, 2 R O AL A L & o i i
BE R ONEREARIR EE 2 E (n=6) )

in vitro : ¥ 99% ([RAMERE)

bt MILET AT I 8K99% (REAER - 1.6X10™M1)

E R arBEREER K 96% (REGEE : 1.3X105M1)

b MLEICBWTIEE WA RE R LET AT I KIS BREET 2 A AT 7 U oA 1)

LEZIBND,

6. 1t
(OABERGI R U SRR

<#MT—4% (Tvbk) >
HRBHER L
W 7> HAFBRIMAC 2 D VAL . iR (FIARM) K OFFRRIZ 35 TR o0 fif S, IS A L A v 2 v
~EHIND EEZ LT,
7 v MFEOVNMEOREY 32—k 9000Xg EIE (SO i) KN 7 v Y — A4y & iz in vitroidlik, 7
v b IHRNG & W T2 BER BRI B WD TR A v AL 2 U RRBO L, UWC-A VAL H L A R
Y INVEROEE LT v PRI OB I B O THIEERE AR vz, £72, b g
DT NT IV ORT VNVTERT T —BIZL > THIMKDfES T,



VIL_ Y @hie 2 B9 5 IH

HBHRRR

UC-A VAL Z s A REY IVEHERROEYS (1 X bmg/kg) L7=7 v hoifE, R, 3, AHH, I
F ORI RZEMRITIZ E A ERD LT IEEEH K OE D 7 v 7 v VAR (AL AL Z -gla)
ISRy 2 56D T,

Fio, A XICHER DS (bmglkg) SUTFRIRNEE S (Img/kg) L7ZREOImSE, JR & OFEH TIHETERH A
Koy w ol nr v a rBRasEEImb sy, 77 e rBRaEix7 v MOFRRAZ2MERRE Ch
HEEZ BN,

BIEH = AT V3T in vitro R Cld~ 7 A, T v b, & bOFEROVME S9 Hisy TR S vz,

TERERR N B 2 B A L AL v A RV 2 )L 24mg % Z2ERFBA[AIRE O35 U 7= fif (3% 5 2 RER 4 E )
JeOUR (B h-1% 4 REFELC 24 FERETE CTEIR) FUIZREB O DEHERH & LT &4, REEKIE Ing/mL
A, 77 v UEERARIT 10ng/mL Kl Th o 72,

o] O Q
f( o )ko Ho— y—0H
4 OH HO o) O OH
CO, CH, N
N CH, CO; CH,

COz

O Suh, A%, Ek O

O - - X
N ) 0
N Ne =

N,

N-NH

N N\\N/NH N NH
FIxHILES
ARFVIL CO2

OH
</ "OH | G- Diacetyl
o . HyC-C—C—CH
sz( 0=/ o0 cooH 5C~C~C—CHg y

COOH

) g oon
O O H30707?70H3 cetoin

N. = M= ¥
N Fuk N N
N NH N
N OHOH
FILAHIL R -glu FI XI5z H,C-G=C~CHs 2 3-Butanediol
H H

FILAHILAE Y A RFXY I )LOHERBHRER

QRHICES5 T HEK (CYPE) DHFE. FER
R#iEER (P450) FAE
v MNFIZa Y — 2% W TRE LIEEEE A L A v 2 N2 L 54 P450 43 FHREORETEMEIC ) A RE
FRITFH< | P450 53 TREOMRHHEMFLF IS < SEWHAERANE Z 2 /Rt RWE B2 bh b,

ErFIOOV—LIZETHETE PAS0 KBIBERTEHICRIETEE

PR = (%)
AV A
YL P450 53 1 FE
popE TR IRy (SS AT 2| bV TET T T rls e | =T 2
(uM) [/V74v =R —b FHL B
(CYPIAL&2)| (CYP2A6) | (CYP2C19) [(CYP2C8&9)| (CYP2D6) | (CYP2E) | (CYP3A4)
0
1 0.95 7.27 3.78 6.00 | —0.10 9.51 | —6.73
10 0.87 | —1.04 0.00 6.52 | —5.48 | 20.13 | —3.17
25 0.24 | —6.76 8.87 | 16.97 | —4.65 | 18.81 | —5.30
50 0.95 | —2.20 3.78 | 14.62 2.27 1.55 | —6.06
75 6.35 0.65 | 12.66 | 15.92 | —0.72 | 23.30 | —7.17
100 4.93 | —2.63 3.78 4.96 2.07 9.59 |—11.12
250 7.22 | —1.55 | 34.19 | 19.32 0.41 15.19 3.65
500 9.82 3.97 | 30.36 | 41.51 | 10.02 8.41 2.97
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BRFE
<g#MT—4% (Tvhk) >
FNAYFIZ L A RFY IV 50 KT 100mg/kg 27 > M2 7 ARKERAKG LTI 7 2 Y — L1280
T, 7=V VKBBLEERIEIE OGRS Hi/=A3, P450 0 THOFHEITRD by, £iob MEEEAT M
ERWERE (A AV A REY 0100 M, 48 FEJALEE) Tl CYP 1A2, 2E1 & OF 3A4 O
EPETTE N R E A OB EIIRO S ahoTe, L7k » T, AEPHTEY IR 2B e JEd ]
REMEIME VW EE 2 B D,

RWEEBNROEERUVZTDEE
BRI L

GRBVMOFEDOEERVFEMIL., FELE
FNAYPNE o A RXY IVTRAEG%, EINE R, OIS T 27 77—z L 500K
O3fRZ T TEERE A L A2 AR SN D, METIITA NV AT EZ o DRPRD B, £ Ofo
REIIIAFE L 720N,

7.8 Mt
it SR B UR RS
EHRIREE N A LT B BRI T 8 B,
<HEAT—5>
MCANAYAL L A RFY UL GEEEMRATATR) 19 20mg 2 HEHAA B 6 BIIRED BT LIt Huthe
DRI (240 W £ C) LTGRO 99~163% (739 12.6%) T D KEMSILE 544 12 ISP
PRk, Eio, BHAEOMRPRIER (312 R ET) (TGO 64.6~80.6% (T 77.2%) ThY, =
U BRI S U7 BOHREDIE & A BIREHERE A L 2 P2 Tl o Tz,
<g#MT—4% (Tvhk) >
BN =a b= a Vi LT T v M MO-A A AP Z L A RFY L Smglkg %k T HUERE 1 0T HIR
PG L7 REO BRI PRt SRIE, R 5 IR 0% 8 BFR T8 27.9%., 24 BERTE T23 49.9% CTh 1, $HiIR
P CII 512 8 I E T8 83.0%. 24 FBE[EE T3 94.1% T o 7=,
Bttt 32
LD TVIL7 BERERM L R UHRER | S



VIL_ Y @hie 2 B9 5 IH

Bt R E
1) BEERA

HEEE D

ek AN Bk 24 B (20~28 %) (AL AV H L A RE Y I 5mg, 10mg, 20mg., 40mg % 22 HF Hila]
BOBE L, Lk 48 B & CTEIR L TR AL AL v (GEIERE) BREZJIE LT,

B 5% 48 IR R R PR Bl I G- OB & & IS L7223y, JRPPEIEERIT 11.6~14.6% DHEIFHTH VO | &
HE&OBNINIES BT s <IZE—-EThoTz,

2 I s | A I
5mg 6 584.95 90.30

B B 10mg 6 987.48 175.75
(ng) 20mg 6 1860.13 395.19
40mg 6 3884.94 666.13

5mg 6 14.63 2.26

B TR e 10mg 6 12.35 2.20
(%) 20mg 6 11.63 2.47
40mg 6 12.15 2.08

RiEHRS 20

TR A B L 27 Bl & RIS A N APV Z v A RE Y 2110, 20 N 40mg % 1 H 18], 7 BHERKER O
G (55 1B H RO 7 181 B #5132 22 0808, 5 2~6 [B] H & G-R XA R 1 RN E) L, MR G I3 RIE
Beh 7 HBRIC 24 BEE CTEIR L TRPANAL A LZ v (EHEGHY) IR ZJIE LT,

e G-1% 24 R R TP HRE B 3R GBI BN L7223, 25 1 I A &85 7 [ B O TlInh o5&k 0y
THHBEAITIRD LT, RTPPEEEIL 11.9~155% O#HFHTH Y | HHEEOBEIMICEE S XN <1EIE
—EThoT=,

% 1A HTEA [BLEAR]
RNTA—H |G I (ErEAo| P I
(RS | GEEES) 5%

e 10mg | 1204.2(254.5) | 1236.4(226.5) 32.2 P=0.704
)77&'43%3(!5;[’;% 20mg | 1940.0(420.1) [ 2123.0(572.6) 183.0 P =0.409
0~24h

40mg |3792.1(956.5) | 4353.4(727.5) 561.3 £=0.113
_ 10mg 15.06(3.18) 15.47(2.83)
RITBEIEE g | 12.13(2.63) | 13.28(3.58)
0~24h(A))
40mg 11.86(2.99) 13.61(2.28)

2-i) BHEEETESE 2

RERE

EHRRIRT (Mg 27 v F =2 1 1.565~3.64mg/dL) % {9 m il EiEARTEE 8 5] (30~66 %) (Zxt L TA
WA Z L ARFY IV bmg # 1 H 1A 7 HMEIERICMER O &G L, MIREREG03EE 7 B B O&
BE#DS 24 BT VIR L CIRPAIL A L& R ZJIE LT,

WEFE-L 7 B HOA /LAY L2 RS YRR (B EOME (RS ) 13 3.80 (3.27) %K TF 5.15
(2.01) %EMARMTIZE A EETRD SRR T,



VI g B HIE H

2-ii) BHREEERE 2

<HEANT—%>
RERS
T RERT

ZERELL CIRF AL AL & PR A JIE LTz,

B RE R T

R 26 1] (26~T72 %) & EHEREIEFE 8B (41~47 %) (AN AP Z L X REY )L 10mg
1A 1E7 AERERORE L, VEKREG% 24 BRI XOIIERG 7 B H ORKE 5% 96 BEEIC 720 Rk

BEIII VLT F= 27U T A (Cler) WWESWTEMEREDOREZEE [CLcr=40~
59mL/min, 8 5 (M 6 %], zM: 2 4], FEE [CLcr=20~39mL/min, 9 %] (5HM: 2 %], M 7 #1)]

K OEE [CLer<20mL/min, 9] (B4, &k 56)] @ 3 FEHZHEE LT,

WAL O 5D AV A WL 2 o R R R B BE R E O R E N EIE TH DI EE T LT,

3) FriRelEERE 2
<HEAT—%>
HEkE

B REIE S BB CLcg (mL/min) SRR R R A
S RE . _—
atancd <20 jﬁf; 1 :40~59 Eﬁj&%
n=9 =9 n=8 =8
PRAHFEMSR o, 1.93 3.05 6.71 8.56
HiEESE-9 (%) | 0.35-3.23 | 2.07-5.19 | 4.38-10.24 | 4.01 - 13.32
PRAFEMSR oo, 2.96 3.91 7.61 9.63
FEHROREE Y (%) | 0.57-5.78 | 2.36-7.10 | 4.10 - 12.65 | 4.20 - 17.31
PRAHESE o g, 3.96 4.58 9.74 11.03
EFEIREEY (%) | 0.80-8.76 | 2.76-8.52 | 5.28 - 14.59 | 4.89 - 19.30

a) BN PR fiE K% OViDH

IR RERE S (IFREZE) B 12 6] (45~65 5% : {5 1L Child-Pugh A =2 712565 & FFREREREE OFLE 288 E (X
a7 5~6, 46) IIHEE (Ra7 7~9, 84l) (2o KONFHREIER 12 6 (44~657%) (T4 /L2
PAB L ARFY IV 10mg & 228 AR 05 L, 96 Wi & CIRMIAZERIL L TR AL AL 2
JE A JE LTz,
FTRTOBRERICIBNT, SR AL Z o DORE D54 8 Rl & CIZEIN S, F7-4 5.1 96 Ikf
% COR PR IIASRER E R E TR Lz ((VIA.QERRRB TRABSNIMPREE ) 2H),



VIL_ Y @hie 2 B9 5 IH

4) SfnsmELEERE 2
<HEANT—%>
RERS

s (656~73 %) KO min (22~44 %) mILEERE T LN 12 B A VL AP L HZ 2 X Y /0 80mg
Z1H 1[E10 ARRERDEG L WIEE 5% 24 R & QSR P 5-1% 48 Rt & THRIR L TR AL A v

Z PR A RE Lz,

FIIETHR 5.1 00 JR R K OV IR B L CIR AR B A B AER D bR (& BIE ; W Phb
P=0.005). 1245 10 H H OF 56 48 B E TO AL A /L4 o R PRI BB EIL30 DA - 7o,

FE S i i i E R

IRTGA—H Day 1 Day 10 Day 1 Day 10
(n=12) (n=12) (n=12) (n=11)¥

- 5059 4970 3587 4863

IR AR o2, (ug) (1378) (1004) (877.0) (2096)
_— 5403 5348
quﬁﬁﬁii 0-48h (,ug) (957.5) (2175)
PRAFPEMEER o 00 (%) 7.9(2.2) 7.8(1.6) 5.6(1.4) 7.6(3.3)
PR PEMEER o4 (%) 8.5(1.5) 8.4(3.4)

a) AR V-2 (RE YR 22)

b) m A 1 BICBIL TIE R IRRBIC BT D RGO,

8. FTVAR—E—IZEAT B1EHR

A A Z o DRFEY AL OATP1B1 & O OATP1B3 728, EiH-HEIEIZIE MRP2 73, B HEMIZIX OAT3 A3E
GBI EPRENTWD, £, ANVAYILZ L A RFY LI MDR1, MRP2, BCRP ODREE THLH Z &

MR EFTUN D 30,

¥, AHlE OAT3, OATP1B1 OREE L2 58K (7T N2 F ) L ORI X 2 EIRRER THAMEH 3
DN NoT2Z En, OATS, OATP1B1 #fHE LW EE X N5,
F 72, invitroiRBR (calcein uptake assay) TAN AV VL UK OF N AG)LE L A KXY I)0iE, P-gp fHE

RE A /R S 7R 7o T2 3D,

0. BHHIZ& BREE
LR L

(FENEED
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10.BFENDEREHITHEE
(1-) BHRETESE 29

RERE
EHEEEIR T (g2 L7 F = 1565~3.64mg/dL) %O mifEEARLEE 8 #i (30~66 i) (ZX L T,
FNAFNLE L ARFYIVb5mg # 1 H 1R 7 HEFIRZICKERAORE L, FIREG IR 7THHO
Behipi, KOG HICREFIC, S DIC#5 2~6 H B OB GRNCER M U Tl Eh AL A v 2 i & 1 E
L7z,
WEFEE L T HHOA NV A2 & METRSEY BB N T A — & OEMEMICIIHEHER A B 221358
D HAVT, 24 FEH E TORFEHPEERIZE L TH 221 8.80% &1 5.156% &, i HEITIZ & A L AT
Do oT, Flo, BHEREOMIE S V7 F = RENEWVIEE Cmax & T AUCo-24n 23 B & 72 B A8 7]
DB BT,
HAERHUT 1.00~1.11 &/ha <, ERGICEDEREITNENWEBZ bz, 6o T, BH¥GEIKTERE (h
27 V7 F =2 1.5mg/dL LA I 4.0mg/dL i) \CARH 2 KAEH G- LI REOZEMEICMBEIT 2 D LE 2 Hh

77
BE1BERUV7HEREZDAILAYILE DEYBFEE/NS A —4
INTA—=F BE1HH BhE7HH

Cmax (ng/mL) 180.0(82.9) 185.0(82.7)
Tmax (hr) 3.8(0.7) 2.9(1.2)
AUCq 244 (ng=h/mL) 1449.3 (594.6) 1749.8(681.5)
AUCy o (ng-h/mL) 1613.5(691.3) —
t1/5 (hr) 7.0(1.0) 8.2(1.9)
SRR o000 (%) 3.80(3.27) 5.15(2.01)

BT (R R =) (n=8)
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(1-i) BHpeEEEE 29
<HNEAT—52>
RERE
g RElE T B 26 B (26~T725%) & BEHREERE 86 (41~475%) IZA VAP L Z L A R¥ Y IV 10mg
Z18 1087 AFERKERO#EE L, PG E 7 B BICRENIC, S5k 3~6 A B O& 5T
ifit UC iR A u A oL & R e Lz,
BERREREERE L, LT F =027 U T T A (CLer) ICESWCEEEREORE Z#8E [CLr=40~
59mL/min, 8 5l (3B 6 B, 2otk 2 f) ], F%EE [CLer=20~39mL/min, 9 5 (B2 F], Ztk 7 41) ]
JOVEE [CLer<20mL/min, 9 f51 (BPE 4, P56 ] o 3FHZ B LI,
MIEF AN A2 AREITDNTIOBFIZEBNTHEE 6 BIE £ TICEFREBIZEEL TWe B2 b,
WRHE, PR K OVER R RE R E R R I T 2 MR 5% D AUCo2an ITBHEREIE T EREIC IR L T2
1515, 1.6 fiF 00 2.0 f5 & EVMEZ /R L, #5 7 B BEFIRER O AUCst b BHREER AR L ik L <%
NEIK 1.6 5, 1.8 5K 2.8 5L @M CTh o7z, EHFIRAERFD Cosmax (2O T b BHEREREE B CTIIEH
RELEF & & bl L CTHAINAYB® B 7228, Cmax, EFARAERFO Tsmax, Tmax M tye TIEAER I HIVR) -
7
Fio, PIEIROREEGREO A0 A2 RS B E ORENERE CHHIF LM T LI, L
Mo TREREREERE TIXB 2 V7 IV AMEF LR, AUC AEEERLZEEZ biv, mifEdh
T X B RERE E OREIC L » TREBSh AR -T,

BHEEEERER NS TRMBRFILAFILEVIRE

S RERE S BB CLcg (mL/min) S RE
B EE <20 |HPEEE20~39| HREE:40~59 (Crifli?
n=9 n=9 n=8 =8

2|E B5ET| 43.3(30.6) 21.5(8.6) 21.5(10.6) 9.4(1.7)
3EH #&5H7| 56.0(40.3) 23.1(9.0) 23.5(13.8) 10.9(2.5)
401 H $#5-A1| 58.2(42.6) 24.5(8.8) 20.7(11.8) 10.7(1.8)
5EH 5| 62.4(42.2) 24.8(10.0) 21.7(13.2) 11.1(3.1)
6B H $e5-Hi7| 65.3(49.0) 23.4(8.5) 21.3(11.1) 9.5(1.7)
TEIE #EET| 68.2(54.0) 24.0(7.3) 22.3(11.6) 11.3(2.6)
AT (R R ) (ng/mL)
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(ng/mL)
350

BT THME

300 -

—o— BHEEEEE (n=8)

—a— BEBREEEETEE (n=8)
250 - —— hEEEREREEE (n=9)

—— EEBRERERE (n=9)

MAEVRSERENBHE

B (h)

®’E5 7 BRICEITBMBERAILASILE VREHTS

MEFREREVE 7 AERSEREERERICETIFLAFILE DD
EYBE/NS A —4

T H B B3 1 C Loy (mL/min) TR IR T
P CLer=60
7 <20 | PASFE20~39 | RS 40~59 (mL/min)
n=9 n=9 n=8 n=8
Cmax (ng/mL)? 270.0(35.4) | 294.0(28.7) | 260.5(35.0) 228.2(29.7)
axing/mL 145.3—440.9 | 208.3—451.5 | 169.9—430.7 | 158.3—380.6
Comax (ng/mL)® 360.2(32.2) 319.8(30.9) 293.8(40.0) 230.9(28.0)
axine/m. 273.1—662.9 | 208.9—496.8 | 198.1—548.2 | 131.3—321.9
2.0 1.5 1.8 2.0
. b)
Tma (hr) 1.5—6.0 1.0—2.0 1.5—4.0 1.5—4.0
3.0 1.5 2.0 1.8
s b)
P max (hr) 1.5—4.0 1.0—2.0 1.0—2.0 1.5—2.0

AUCq 24, (ng+h/mL)?

2565.8(36.9)
1389.7—4164.3

2064.0(32.5)
1355.0—3325.0

1928.3(32.1)
1231.7—3390.2

1310.7(17.2)
1089.5—1737.3

AUC*T (ng-h/mL)?

3779.0(40.5)
2386.8—7208.7

2468.1(32.9)
1523.1—3798.5

2196.5(37.4)
1402.4—4568.5

1355.0(18.1)
1035.1—1664.5

t () 18.0(30.5) 18.9(42.8) 19.3(47.6) 18.7(37.1)
1z A 13.5—34.2 10.8—44.8 12.1—49.0 13.0—40.9
PREFEEER o Com, 1.93 3.05 6.71 8.56

HEHE 59 (%) 0.35—3.23 2.07—5.19 4.38—10.24 4.01—13.32
SRAPHEMESR oo, 3.96 4.58 9.74 11.03

TEHEIREE 9 (%) 0.80—8.76 2.76—8.52 5.28—14.59 4.89—19.30
BEIUT TR 0oy 0.05(62.92) 0.11(44.96) 0.27(54.66) 0.48(39.50)
B [al#% 5 (L/hr) @ 0.02—0.10 0.07—0.28 0.12—0.58 0.29—0.77
BIVT T A egen, | 0.05(127.99) 0.12(41.62) 0.26(70.74) 0.51(42.63)
TEHIRAE (L/hr) @ 0.01—0.13 0.07—0.26 0.07—0.62 0.31—0.82

a) e V- CRATASBIREL %0) Mo UM/ IMiE — i K E

b) A (fe /il —

AR AE)

o) T EIE K O/ IME — Fe KB

ss:steady state (& &k AE

1=}
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(QFFHREEETESE 2
<HNEAT—E>
BEZS
FFEgRERE S (i 4E) B 12 6] (45~65 5% : {5 1E Child-Pugh A =2 71255 & FFHERERE H OFLE 288 (X
a7 5~6, 46) XIIHEE (Ra7 7~9, 84) (T/¥H) KONFHEREIER#E 12 5l (44~655%) (AL A
Ps s A RRY IV 10mg & ZEMERFHLERE OG- L, BRI M U Tl A0 X v & AREZJIE L
776
JFHERERR E BB BE COMBEP AL A L& PR FE O R ER A CHEREIER R LV bR o703,
Cmax OHINIIZ & A EFEO bR o T, BN O TR IR S BETEC 1T 5 AUCo- [ ZNTHEREIE R
FRACHE L TERTIR L3 LN 1.5 fERE o7, AUCe. DA IR E S L~ v F o 7 LA
HEREIET EREE TIT O & PEEITHEER S EETE & ITHRE EF FHEM O 2130 1.7 Th o 7225, BENT
PERERSE FBE I & AP RE IE & B RER TI30 115 Th o 7o B 5% 96 IR £ T JR Fp R R I AT RS 5 R
HTWRLTEBY, FHEERECI VD L2 V7 70 20K T2 BEARE L TV 5E Z LR S
77
R Jy O PR B TR SE B DM BV T O R G EORBIIVNE RV EE X b,

(ng/mL)
350
—o— FHEEEESE (n=12)
£01 300 —o— EEATHEEREEEE (n=4)
i J— —— hE R EEE (n=8)
+ BT P8 (EHRE)
1; 200
7 150 |
4
=~ 100 |
= C
E 50
00 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
R (h)
g s prm
TR RERE = R _ e
T A= v ke pig R e qﬂ%g}‘i EHE
(n=8) (n=4) (i}ii) (n=12)
Cmax_ (ng/mL)? 270.90 260.35 267.38 256.26
(52.35) (43.79) (47.89) (67.24)
Tmax (hr)? 2.00 2.00 2.00 2.00
AUCq 2525.2 2227.0 2425.8 1708.1
(ng+h/mL)?® (352.9) (1019.55) (619.9) (458.4)
G (hr) 15.62 14.43 15.23 16.27
e (5.80) (1.53) (4.73) (4.36)
PRI o o6, 18.9 15.1 17.6 11.5
(%)° (17.3) (31.3) (22.9) (24.9)
BIVT T A 0.61 0.58 0.60 0.55
(L/hr)? (24.6) (28.7) (24.8) (17.7)
a) WA (FEUE(R 22)
b) H g fE

o) BTV (R E %)
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(3-) EERERE 2
HEREK%E
fefE e minE (65~T78 %) 6 BlL U EEEME (21~31 ) 6 FlicA VAT HF > A K¥x Y I)L 10mg % i
R 30 B HEHR O #G U, RREFAOICER M U CIE R AL A v & R A JlE LT,
AUCo2an X O Cmax 2OV T, mlinE /ARl ORAEAEO R ZNZ 1.03 LT 0.94 TH Y | Fifn
MOZEIT NS o7, Tmax [TEEE CER Lz, 27 V7 7 Z (CLr) (2B L CITM#ERIZZITE O bl
ol milE . EmEEE TR W TEYEIREIC R E REWT R W LR S,

400 -

- ShE
—a— FEEE

300

200

T AN SIS A S R = e

100

(ng/mL)
0
0 2 4 6 8 10 12 14 16 18 20 22 24
BE5&EME (h)
FEHMIFRAILAGILE VREHT
. HARKEE 2 720 (% k)
INTA—H — — —
e e FEmE &8 [95% fE #E X R ]
292.6(0.35) 310.3(0.10)
b)
Cmax (ng/ml)"| o135 5797 | 268.2—3607 | %4 | [068 131
4.50(1.22) 2.83(0.98)
Tmax (hr) 300—6.00 L 00—1.00 1.67 [0.24, 3.10]
AUCq oan 1712.4(0.31) | 1660.5(0.14)
(ng-h/mL)" 1270.0—2957.3| 1410.6—1938.6 1.03 [0.76, 1.41]
6.12(0.49) 5.65(0.57)
tys (hr) 5 637 00 451619 0.47 | [—0.22, 1.16]
JRAERE 0 | 10.54(1.26) | 13.22(2.50) | _ -~
(%) 9.23—12.93 9.85—15.86 2.68 | [—5.23, —0.14]
0.52(0.18) 0.63(0.08)
CLg (L/hr) 097081 0.51—0.75 0.11 | [—0.29, 0.07]
BT (R R =) (n=6)

a) 2=t — HEming
b) Sl B Gef BA ik ORFUENR 72) Mo UM/ M — B KA & 7R 57, S0 35 fiE
DI (Bl /FEming) ZH ML, 95%EHX M ZR0 T,
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(3-i) EEE LA BE 29
<HNEAT—E>
RERE
s (656~73 %) KO min (22~44 %) mIEERE T LN 12 B A /L AP HZ 2 X FEY I/0 80mg
Z 1 H 1810 BERER &S L, PIEERG OIERE 10 B B OB GA1, K OFG% IR M L
TSR AL A v & PR 2 JIE LT,
#alPEH1% O Cmax, AUCo-24n X Tmax (ZIEMFERNICHFHFZICH BRZITRBD b ivie o 7208, JRyPHE
ME, JRPPEIEL T 7 VT 7 A L CEmBEMICE R R EXRO bl tRE; WTThb P=
0.005), #%5 10 HHB ® Cmax, Tmax X tie (2B U COIEMEMICHEFF IS BEREZIIRDLNT, £
B 5% 24 Wl £ TOA L A P& LV pRPEEIERICHER ZITRO b oTz, LLARn b, #510H HIZ
B 5 Sl ERECTOEFIRER D AUCSI R OB 27 U 7 7 o A3IEEImEREOK 1.3 KUY 0.7 5 & Wi
BEENRD LI (paired-t FE : ZHE 4 P=0.006, P=0.0003) ., i fEIZ35 1T 2 B YR 129 i
FREL VBN ERREEINT,
AP 5% T B R CBIER SNSRI 1.10~1.19 Th v | KIE# 5% O OERITERD bRhoT,

(ng/mL)

2000

1800 r
1600 r
1400 r

1200
1000
800
600
400
200

RRFE " EE X EN B EE

—0— F=kmE (n=12)

—— =& (n=11)

HilTTFHE (RERE)

24
RERE (h)

BE5E10BEBICEITAMBRAILASILE VEEHT

30 36

.

42 48

e B = R E
INTRA—=H Day 1 Day 10 Day 1 Day 10
(n=12) (n=12) (n=12) (n=11)9
1310 1313 1288 1436
Cmex (ng/mL)” (21.8) (22.2) (21.1) (29.5)
2.0 1.5 1.5 1.5
Tmax (hr)" (1.0-2.00 | (1.0—-2.0) | (1.5—3.00 | (1.0—3.0)
AUCgas 7161 - 7772 B
(ng+h/mL)? (23.2) (17.5)
AUC®t - 6807 o 9078
(ng+h/mL)¥ (22.6) (22.6)
tiy (hr)® — 10.58(23.6) — 12.85(40.2)
PR AR B o o4 5059 4970 3587 4863
(pg)? (1378) (1004) (877.0) (2096)
PR AR ooy, 7.9 7.8 5.6 7.6
(%) (2.2) (1.6) (1.4) (3.3)
BIVT T A 11.4 11.9 7.5 8.3
(mL/min) ¥ (19.6) (19.4) (27.6) (20.1)

a) e Vi (R ATZBIR K %)
d) i E R 1 ENCBIL TIE RRIBIZI T D5 RMF DT,

—EEY

b) HRAE (B /M — e KAl

ss:steady state (B & IKAE)

o) BTV (BE YR 22)




VI g B HIE H

(3-iii) 75 ML L DB E S MEEEE 29

<HNEAT—52>

RERE

s (75~81 5%, 17 #) KUJER#H (18~45 7%, 16 ) mllFIERFITA L AT /LHZ L XA K¥Y I/ 10mg

Z1H 10614 BRRERARE L, RS UIRERS 14 B B ORGAT, R OFG&IRRIICE M L

TSR AL A T 0 & PR 2 JE LT,

MEEIZ 3T Tmax (ZED SWRITGEEE LI L TRV | WL HRIUIESLNTh o 7o, milnd (75 kLl )

BEDO AUC IZIEE IRt L v K& <, Eilm#E (7550 1) BE L IEmim#EREO AUC tidlE 1 B B &5, X

G 14 H A TENEN 1.47, 1.44 Tho7z (paired-t BE : Wb P<0.001), [FERICHEERE (75 %

PLE) B0 Cmax (3#IEl 1 HH#L, KERS 14 BEWTHIZBOW THLIERMBER LIV ARICKRE -T2
(1 HE : k% 1.29(P=0.003), 14 HH : [k 1.14 (P=0.030)], twe (IFE#E (75 Ll E) BEDIE D 23 EL
(P=0.027) . mfing (75wl b)) BRCBIT 227 V7 7 o AEOIRIEIZIE, e & bEaic g (75 %

DLE) BRCBT DB V7 7 AOKRTREBRLTWS LB 2 bk,

AR 5% mmE (75 5L E) BE ORISR SN - ERIR UL 1.06~1.15 /NS o,

(ng/mL)

400

350 —0— SEE (n=16)
1m —— SirE (n=17)
%-’E 300 - HITEIE GEERE)
+ 250
b
% 200
1%
2 150
-
E 100

50

0 6 12 18 24 30 36 42 48
s (h)

BE5 14 BEICEITAMBRAILASILE VEEH



VIL_ Y @hie 2 B9 5 IH

FEm i E R i (75 B Ll L) BE
INTA—H Day 1 Day 14 Day 1 Day 14
(n=16)? (n=16)? (n=17)? (n=17)¢
216.58 254.53 279.95 289.50
Cmax (ng/mL)” (17.71) (14.38) (29.39) (18.02)
2.0 1.5 2.0 1.5
Tmax (hr)” (15-3.00 | (1.0-3.0) | (1.0-4.0) | (1.5-3.0)
AUCy 21 1218.25 B 1796.82 B
(ng+h/mL)® (26.64) (26.36)
AUC*1 B 1411.1 B 2035.4
(ng-h/mL)? (17.4) (23.2)
. 12.30 16.49
bz ()" B (23.10) B (47.56)
PRABEME goan 0.86 o 0.80 L
(mg) (0.29) (0.19)
PR P > o 1.05 - 0.89
(mg)? (0.27) (0.21)
SRR o o 10.82 13.25 10.07 11.16
(%) (3.66) (3.45) (2.33) (2.58)
BIUT T A 10.96 12.12 7.21 7.09
(mL/min)® (42.41) (27.41) (30.78) (28.44)

a) A CRTAEMRED  b) Pl R/ IME— Rl o) BAEAE EVER )
d) BB E LG LT 18 DD 2 BT M AREL N RA A+ D G4 1Lz,

e) IRREZ G LT 18 D55 | 1 lIXFEEOMIENZ L GA2 R IELT,

—lERET ss : steady state (GEFINEE

11.20ft
DR L
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etk W EoEESs) (BT 5HA

VIIl. 2% (EARALOIESE) (B3 5IER

X IR

2. =

E==4
=
==
JE

RNEEZDER
Y AN GAVAIA

B EZDER

2.

EZZ (ROBHEICIEEESLEWNI L)

2.0 BHN DRSSk LS BOE DREERE D & % B

2.2 MmO FEEYR LTV D FTREVED & 5 i [9.5 B

23 TUAX LT ARG P ORERFEE (L, thoRERKEZTTo ThRBlED=a s bR

—NADRELIAROBEZRES)  [10.1 2]

BN
HF
i

1 A& 5 WIZARFNTIN K D WBUE 2 2 L2 BF ICHER G4 5 & EERMEUE 2 Z 9 wEEr o

60

2.2 JEh SUATHZFLIR (6T 2 AAIB G- ORIV BB (T v b) TEIRTPIHILIEOR G2V TR

23

B OB AR OARIATE, BB EDIRIEDHEGE SIVTWN D, FEIRICHE O S EEDSE . ACE EHT

AT v NMRFEERETHIOEMIC Y FERICER2ZSSEZ L, B TRIEETHBIESND Z
EDRHESNTND Z D, EILEEII T 2 5ME2E EIRROHT A BT A4 B0 ThH, T b EHAID

il ] 208 T, MORER 2N T2 K O ICRM SN TN D, Led> T, i SUTAER LTV 5 ATREMED &

DEMEITHR L TIE A 2 s & LT,

+ 2003 World Health Organization (WHO)/International Society of Hypertension (ISH) statement on
management of hypertension. World Health Organization, International Society of Hypertension Writing
Group :J Hypertens 2003;21(11):1983-1992

+ The seventh report of the Joint National Committee on Prevention, Detection, Evaluation, and Treatment of
High Blood Pressure: The JNC 7 report. :JAMA 2003;289(19):2560-2572

< AREMEFSEMERR A A RT7A ARRERS « BlUEIRRETA RT A4 2019:156-163, 71 791 =2 AR

R E SULERRAER T 2 o 7o 2 BUBEIREH 2 %15 & L7z ALTITUDE R 390 Hilig R H-S 0 TBE
CHEEME SN TWDT U AF Lo 7~ VIRIEO A EORER] & OBEEEK Y BE LT,

MEER I RICEET 5 FE L T DER

RIE ST

RERUVRAEICEET 5TE L ZTNHER

RESN TV
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5. EELGERMEE L TDHEH

8. EELERNMEER

8.4 ARflaFZLeT v AT vy v IR FRREGAIR G FICEERIFEEREND btz L OREND D
DT, PR A L B 573 SBE L2 +71c17) 2 L, [11.1.6 B ]

8.2 FANAT 24 WERIZHREG LAV I ENLE LV, T V4T v v DA REFAR G o B E, i
MOFHRPIZ V=0 =T 2T v R OMBIERNC X 2 @R i FAR T 28 Z 9 RetEnd 5,

8.3 MEMERICE S D EV, 5D 20X NHLbNLZERHLOT, EAMEE, AEHEOERS G
O HER A BB BRI IR S D 2 Ly,

fRER

8.1 EWNODHKHBRIZH W T, AAIRGICI Y RRBEENGE TERVWERRAEFLL LT ASTGOT),
ALT(GPT) & O'LDH @ EH2R 1 HIZRBO b Tn D, DT 4T v v DZFEERIETAICB T HE
ERFERIEE N & b bl L OWMENEFRCPICEEH SN TND Z b AR Z &G T 556 I3
FEREMRAE 2 T 5 72 EBIE 2 0T BEVPRD DN GA IR G52 T IE3 5 7 St e L 21T
ITEDBMELEZOND,

8.2 FHFIITRIMACHRIAIOME HEFIZ LV IMEDIR T ARBD LML, BHEILILV =0 —T VI FT U RD
BRIEAE ST L 0 ARUEIIC LE 23 HER S5, A Z FIRANCE A L7 5612i%, 2 OB EEE T,
MEAR T OB EN R ClE O EA4E Z T reErd 5, £72, ARBIZKY FIY A Ciiitz =
k=L LTV B, TR A ICE S 2 Pk Lo Ll U, BRESE ARFORIE 2 5 Lo v e o
WENH D 39, BFEALFINY B E TIRAT2O0FAITH 525, Tl 24 ReIIAK OG5 21Th7n 2
EREFELWVEEZLNSD,

8.3 AFIDEEH%, BIEERICKES THFEWV) | (550 ERbbbhsZ by [ VI8EER B
BRRMERARGEEERVERRREBRE—E) 20 | &P, BB EOEL T ERIEOBRIES LR
D B A BT DBICITIER DS LETH D,

6. HENERZATHEEICHET HIE
MEHHE - BEEZEDOHLESE

9.1 AHHE - BEEZOHLEE

9.1.1 HAIMBEBREEOHLDEEXEFECEIREEOHLEE
B BT 20 ST S N D G A ZERE . BRI S 2 & B RO RERIE ST DK
TICX Y RERICEHEL B LS BZNRH 5,

912 AUV LMEDESE
B L2 SRV E S5 aaRE R 22 L, @AV U AMEABEIELBEN
Bd 5,
7o, BHEREE, oY b — L REORRFEICI Y MIES U U AMEREL 220 WS T,
WA T AMECEET D &,

9.1.3 RMERENDHDEE
WEEDREENMMEAREZ AL L, WL LS8 2NN H D,

9.14 BMELBEEEITOES
BRHENLEGZHG L, HET25813HR4ITITY 2 &, @O MER T 2 & Z 3820
b5, [11.1.4 28]




VIL.

et (N EoEES) ([CB42EA

fiREn -

9.1.1 MMEREEREZE D H 2 BHE I E CEBRREOH LEBFITH LV =0 =T I T v U REIE
Bz e b5 UT- 860 20E, B & ORDORERR AE O TIC L0 2B Bh s o800
b5, LTemo T, ZHHBFITH L TUIRE L2520 il S 556 2 bR & AAI o 130T
HTENREEL,

912 L=r—T IV T v R ERIT SRER ARG LIS E, TV RAT a o Wit kS U Y
LEFRRERICED, @A) U AEAHESE 282 H 5, Lien- T, @b Y v A e BEF 1Tkt
L CIRR B 2GR WSl SN 258 2 & . AAIOMERITET 2 2 ENEE LV, 51T, Bk
BEREE, 22 b — L RBOFERFBECL Y MED U U MERE L 720 LT WEBE T, &8 Y ¥ AME
PEBATLIBZNNSH D0, MFELT Y U MEOHRBIIZFHCERERLETH 5,

9.1.3 MM EFEHEDH 2 EH T, WEOREEICL V MMEEDIKR FZ25 & #E Z L, 2Pk D IMIEER Rk
(DFEWV, BHERK, BEROKTE) 2BbIE28Tn1HL5 2L L0, MLEREEDOH 2 BHEITIE, K
FlaHEICE T 20BN D,

9.1.4 EERBHEEIETOBE T, BRREORDFICI D L= IEERTTHEL TWD D, L=y =T V%
T UV URBEREANC XD BMARNER TEEZTRBENR B D, 2O LD REFIIARELEET 5551
X, ERHENOBA L, HET 2HAICITBEEORELZ BB L R DIRAIITI RER D H B X
bivd,

Q) BHEEEERE

92 BHREEEE

921 EELBHEEREE (IWEFE/LT7F=E30mg/dL L) OHZEE
INODOBFE LR L LI ANER O R 2 BRI I L Thvwn, BiliE 2 B s
LRENRH D, [16.6.1 3]

9.22 MRBENPDESE
BHEN G2 L, MET 255132 1T) 2 &, —@BEORMZMER T 2E - 3FBEhn
b5, [11.1.4 ZH]

figER -

9.2.1 HIImMEDIAE, HEFFICEBICEIE L Tl v, ARG MEIC & 2 B LAE B FE MR B S &
MEZ & EERESF IS TIBHRERE 205 BE ORGP E . FLEEREOR TIXEHE CTH
%< R bivd, SMETIEN L7 B HERERE B B BB T o\ T MR K OV 45 R R T A
BHICAKN 2 G Lzt &0 AUC 1Z, BHEEEFEICHIZTNENH 1.6 R0 1.8 f5m< . HEBHK
REREEAF BN THLN 28 G TH VD  BEHEREDIK T IZEW AUC 238525 2 & 23R S iz 29
[ TVI10.(1-ii) B#EEREERE) SR . BE - PSEOBEEREE & M5 sl ERE I3, %
EMEICIIRED N2 ERFER SN TWAR, MiFZ LT F =20 3.0mg/dL VA EOBREEGE LA
Wik, ZEMIZ OV TORGHIIT> TV, 20X ) 2R BB BSAERE 241 5 B TIXBHAE ) B
LT 2R H Y | B HEEZMO TR CHEEICE ST ILERD D,

9.2.2 MKFEHTHOEF T, RIKEOBDFIZLY L= EERTTHEL TWD D, L= =T o oF 7y
VRBEEANC LD SMARMERTAEZTRBENDR b D, 2O LD REBEIIARERET 255121, K
MENGEE L, HET 258 ITEFEOREBEFDICBRE L RN LR IATIRERD D LEZBND,



VI Zeett (B EovEES) ([CBd2IEA

(Q)FFHREEE B E

9.3 FFikEfEE RS
R S AP OJFFEREIR E B (Child-Pugh 08 A 27 1 5~9) THNA AV ALK o OMBEFRER |
AT end@EI TS, [16.6.2 2]

ﬁg 5

9.3 ShET M L7 AT R R AR B e R (T ) T R L OV S TR RERE R (Child-Pugh 438
AT 5~9) 28T D AUC IIFHEREE R # & I _ENEA 1.1 KO L7 FHI09 2 Z L AR S h
TV 29 [ [VIL10.2)FFHEEREERE) ) . ITHEEREEE 20 RICH MM, Lotk z et L7 ilER
HAT 2 TRV, ITREREEEBE CIIAEFEFRRUARPE RO L EZEZAOND Z e bIEEICK
B3 H0ERSH 5,

(H)ETEREZEH T HE
94 AJEReEET HF
9.4.1 WEIRYT HFIREMED H D KT
R LTV D Z RSN T AT o VRS L E A LT AT v v TR E RS
Al L, BRIE - HrER~ORE (BARe, 8HE - - BORHRALR, %) 25580 57 fili#
HINTND 3530,
AFNOE G RIEEEOFEE S B E L TARIREG OBV 2 HEITHRT L, iR EoA IR
falgttE% B D LW SN D EEICOREET D2 L, £, HERLERGH TR OFEEFHICHE
52L&, [9.52H]
(1) AFG-BHARTNER L TV W2 L 2892 2 &, ARG S EIRL TV Z & 2RI
MRS 22 &, BEPITIRIHA LT HEa10id, EbikbGaPibd25 2L,
(2 RDOFIHIZHOWT, AAFREGFIARICERICHAT L2 L, £, KEPTOLEIISCBATLZ &,
CAERTICAR ZER LGS BRI - AERICREERE TV AR5 L,
CEIRDVEIA L7 U3 EE L 2 581, TN EICHRT 5 Z &,
c IR ZFHE S AR, HEEICHRT S Z L,

fiRER -

9.4 HIRNSHTR SN T T v VAT v U U EBBERILER LT U AT v v T RIS HUAIE O IR A 235k
Bt S, BRIRA~OEENE O AIERI DN RS S 2 & D 83530 IR A R[REM O & B Lo EIX I E N
BHThbD,

(5)bE 47

9.5 1Fi%
I SO TAEIR U CW D RTREME D & 2 ZeMEICIEI R G- L2 2 &, E IRV L 72858121, BmHIC
e aikd sz L,
PRI R ORI T AT v v MR FREEGR UL T v 4T v v BRI EA 5 Sh
T EBFHETEAEE, B - AR OEL, FAEROKMNLE, BARE, &Y v AME, EEOREAS
FOREAGIAMEIZ & % & HER S 2 WU OHE, SEEEE O, MiOBRA2ERS 6 bl & OWE
Wb, [2.2, 9.4.1 8]




VI Ze5te (BEH EoidEss) B4 AHEE

fEER

9.5 MEmXIZHIR L TWAREEMEDO S D&t 13 1255 & U THERME L T\ D, R L ORI
VUFT Vv MR BFREERAIXT AT v BRI EA A RS SN BT B W THRIE -
EROETENRESN TS Z LD, HOREENRLETH 5,

OIS

WH LW Z ENREFE LV, @%%%(7/%)®&mkyﬁfﬁﬁ¢ﬁ®%ﬁ#mw%n1wé &)
FEEB (T v MEAES KR ORILREO#S) @ 200mg/kg/ H THARICE HLEZ £ 9 38T K O EED
23, 8mglkg/ B CTHIA IR EEININH] 2 A% L OBIENE D LTV D

s
96Kﬂﬁh%ﬂ%$’@ﬁﬁéﬂxﬂixﬁf%éﬁ\@%%ﬁ(?yﬁ)Tﬂ%*A@@ﬁ#mb%ﬂTk
. BEESENORALTOIRA~DOHENGSEIND 20, BT OLM~OFG 28T 5 2 ENEE LU,

(7R
9.7 /hNR
IR G L U T BRI AR 13550 L TV euy,

fiRER -
9.7 EWNTIL., EKEAEER, FAKR., LR, R/ NEEZ SR & LA O 25 E e LR
BRI SN E LT uy,

(BB #E

08 BHE
A B MSF L BT T 5 2 &y —ICBIEOBIEIFE L< 20 & ST 5, RHmIgsai
ZORENDBH D,

ﬁi
B HHETES 72 LSBT B BT MO0 75T L 1 12 A R RIS T 150 =

&, bl RiCmlnE TR EOREIC i@h@*“#%fﬁéT EMENH LN TND Z LD, Hilf
BAICH LTI, BGHEZET L, BEOREBELBR LR OERIIREG T ENUETH D,

7. tRE{ER
(MFRER L TDERA
101 EARZE (BFRALGWLI L)
BEH A & BRAIER - H5E ik B - fERRIK 1
TV RX LT LB FEBSENEMZE R, B REREE, WA Y | L= =T VT v U RIAELE
TV A 7 AMSE & ORI ED U X 7 8055 | H23 MR S D ATRetER & 5,

(BERIEBFIERT 256, 272 | #@EShTnd
L. thoORBEEREE1T> TH 2B ME
Daybue—ARNELIRROBE
<, )
[2.83 &1 ]

SR
10.1 TWI2.ZZABEZTNDER) fiFHR 2.3 2MH,



VI Zeett (B EovEES) ([CBd2IEA

QQFtEEFE L ZFDER
10.2 tREE (BFRICEET 52 )
A4 EEAER - H51E 515 K - SRR T
71U WRRHER R A MyEH Y 7 MMER ERTHZER8HD, | RAOT IV RRAT a oyl fEH
S =l A A NN WIZE VB Y T LIrREIER RS 5
MU T AT L BENWEH D,
VRN it il fERIA 7« BHSRERRE O H 5 BE
wWALk VU L
) R B T A1) —BMEORE AR MER T 2R - TR | FIREER CIEEEZ T WD EE
Z7at3I R, N2, BHENLESZEBL, HE | ITIXL = iEERITTHEL TV D EE
FUZ L RAFT Y R T HGEEITHRAIATH 2 &, ML, REINBRED LT,
[11.1.4 /]
VT AHH VF T LARENEZABENLRH D, PRRE7MEFFII AR CTH A M, TR »
IREEY F U L LAAFTRRITY FU LA A DT

BERETEE VbR TWnAED, A
Kl b U o Lt A RS D Z &
ICEWiEEZrEEZB2LND,

T URF LT AERE HSREREE . BV v AMENOMEL | L= =T P F T v RILEE
ErxEIITBENND D, eGFR 0 | HANEEIND A[REMELRH D,
60mL/min/1.73m?2 AKjifi O BEHEREFEE O &
HEE~DT VAT LU T AMRELED
PFHIZ DWW T, R ERTE2 SRV E
SN LEAEEREBTDZ L,
TVOHT v EARESRILER | BREERE. S Y U A IE & ORI E
FRZITBENWEH D,

FEAT A FYEWRERA] B EER BT 2 B2 R H 5, AT v A FEEMRERANL, ML
RIEHZET DT RE TP
DERREERIC L | KEFIOBENE
2R S B TFHEMENR D B,

B B LS aRENNH B, THRART TGO R EER
&Y B ENMETF T 5720 L%
Zbis,

fiEER -

A LIRFEHERIRE. 5 LG

7V T LRFFERRAI R O U 0 DAHAAFNCB L CTIEARHA & OPFH G- ORBRITR VA BRI E 0 1 ) o Lk
HERBNEER L, MiEH Y U MER ERT 282003 H 0 | BEREEEEE CIIMRCEET 22 ENEE LN E
ZEzbhd,

FI R & EH

FIPRBE LA B-rh 0 B TlX, RIREORBADEIZ LD L= dGERNTTHE L TS, L=y =T U7 vy
VERBEANC LD QMANERTARE TR IR S D, ZO XD RBEICAKEEG T 5E T, KA,
LRIA L, HMETHHEIITREOREL +DITBE LR ORA AT O LER DD LEX HILD,

1) F o LBE

AHNE Y F U LWHNEOHRICLY, ) FULARESEMLIELOWERSHY, VFUvLhELEITEE
NndH 5,

BBUAETER LIZUALT 7 ), Ak fillgal OKBBb7 v =0 L - KiRfb~ 73220 ARG HD |
TINRABF 2 T MVRAREF > TAaVEy, 77/ a—LEOMEERABRFRBERL Y, 25 5HA
EOFFAIC X 2 EWEREDOEIC OV TE, BERNERITNE N EBZ BT,

TYRXLYITILERE

VI2ZSANBLZTDER 5 2.3 21,
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T oA T UL UERBRIBER 37

BEVEZIRO A ZRMTORER. T o AT v MR FERFETR & T DA T v R ELER O 25
L= =T U VFT VRO TEBERIFRIEIC LD | BHEREEEE . &Y U A IER OMRMED Y R 7 38
L@ snTtnsg,

ERTOA RHEH R EERER] 3840

ACE MEAIUTT v AT v v MRZRRIERH L IEAT 04 REEWRERA & OFRIC XY . BEIEMEROR
350, BHEREDBEYL N BT & OAMESTIRS A ST D,

BEl{ER

1.8 A
ROBWERARHEOND Z ENHLDOT, BEE DTV, REDRD ONHEEICITREGZTIET S
I ETEYRALE 2T O 2 &

(MEXREZRIER & AR

1.1 EXLEER

11.1.1 MEMZFE (FEEAH)
B, D, WA, HFOMERENERE L ThOobNs Z b5, iz, M. K. W, TH#
FHEMESEEMERREND S5bND T ERH D,

1112 BXE (HEARH)

11.1.3 BAVUDLME GEERH)

114 2avy (HERP)., Kk (BEAH) ., BEEK (BEERH)
PR, MaM:, BRI RS B DO ITIE, EHITHYZRLEE1TO Z &, [9.1.4, 9.2.2, 10.2 2]

11.1.5 FFHEEREE (WA . &EE (BEAR)
AST, ALT. y-GTP LA%DIFEREREERH b DL Z b5, [8.1 B3]

11.1.6 MU/ (BEEAIA)

11.1.7 {EM¥E (BEARE)
W&, Zefk, mit, FoEx, BHIMRT, K EREEERH O b HE 0352 ik
L. #O7RAE%E1T S Z &, FERFIRET OBE Th bbb T Y,

11.1.8 EMAHRABRGE (FE )
AR, B, CK ES-. MR ORF I A7 a ey B2 E T 2R RAHERN S 5bh b
TERBDHDOT, ZOXIREARITITELICHEGETIEL, @WURLEERITO Z L,

119 7+ 743F%— (BEELRH)
Z ORI, RERAR, MER T, MERREEENERE L THLDbRDZERHY, TF 74 7% —
VavIZERILEEORE LD D,

11.1.10 EEOTH BEEARH)
WG XY, (KEBDZHE BEEO TN LD Z ENH D, ERIC KV IGRESERESENR
Do EDHREND D,

11.1.11 B SRR EEA)
FEEN Wk, PR IREE, B X R EE AL MEMM AR S b ZENHLDT, ZDLXIH 7R
A s TIE U, BB RE R LVE A ORGSO 2B AZITH 2 &,

s
1111 EMREICOWTIE, AV AP LZ L A REY I VORFERDEOFEH EOREL2BEIHRE LT,
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F7-. 202549 A, PMDA 75 WHO O 7 11— 3 L5 — & ~N— 2 & FH T 55412 [E N S O eI 2F
MiZATo 7B, RO L =0 — T AT 3 v R ER TR L& RO BIE RSB A B
2N ERE, REBEBREGETERWVERNNHR SN, Ly —T U7 U REEANC
BT, B MRS Y A7 ThLARMENH D Z &b, IEMEFEOIHENIZ, IBE
A& MR 28R Lz,

11.1.10 EEO FHICHOWTIEL, EIKEICBWT, A AP o EG AL OREBURNGE TERVEE
DFREIERE T D AT N—KIGEREORENRH Y | KRERMCENUGET SN2 72H, BERNICBN TS
FIEEOWMERH D Z LML TE LT,

(2)ZnftDEIER
11.2 Z Dt DEIEH

1~5% A 1% A B ANH
WA ROE F95 P
k73 RIMERBR D, ~FE 7 v ey | AMEREIEM, /g | &l
WA, ~= 7 Uy MED
TP R ODEW, LB HA, S | R, EHEEK, BX
=K
Wb A TR, EA - M, 0¥, ANE,
ERASPRRE, AL, RETE
THER 2R DEME, B, 1I2TY., K
JF ik ALT k5 AST k& v-GTP | ALP L5
5. LDH L&
WAPR 25 BUN 5 g7 v7rF=v bR, REA |HR
Btk PRI RS
Z0fth CK k&, CRP EH., NV 7| 255G, W%k MR, B (R, Ko RE%) |
VEY RES, MY v A B A, PR, M, &Sy
JRIER L5 LU, BRRERE . HE

R
11.2 KGRI E TORBE OERN - WA ORI ERE THRE Sh GO 5 6. 14 BBEER R UM AR
BB S Xl L7,



VIL.

et (N EoEES) ([CB42EA

EHEREEFRAERAERUVEREREERE -8

FNATY Y EOEERERIKE—E

=21 g3

fﬁf? EREE | & 3
TR MR A 93 1,348 1,426
FRATIE iR 569 6,327 6,896
A1 2 O S BUE B 65 244 309
BIVEH % OR B 86 329 415
BIVE S O FEBUIEHHE (%) 11.42 3.86 4.48

B FH 52 00 FeHE 31 28 BREE A1) (1500 36 (%))

RIS o g™ Y FKFBIFZ e A =

ik fif FH AR TR A & Ft

f. ERUVEETBEOHE

%Hﬁ&iﬁrﬁu—i@;g) N 1( 0.18) — 1( 0.01)
B 1( 0.18) — 1( 0.01)
MERVIINRIEE — 6( 0.09) 6 ( 0.09)
2 1fn — 5( 0.08) 5( 0.07)
=gl — 1( 0.02) 1( 0.01)
RERES — 1( 0.02) 1( 0.01)
0 OE — 1( 0.02) 1( 0.01)
RBRUVFEEE — 14 ( 0.22) 14 ( 0.20)
IR — 1( 0.02) 1( 0.01)
AV A E — 6 ( 0.09) 6 ( 0.09)
1 DR P I — 3( 0.05) 3( 0.04)
IRAVD A fIE — 1( 0.02) 1( 0.01)
IRE A iE — 1( 0.02) 1( 0.01)
BAER — 1( 0.02) 1( 0.01)
1 g I E — 2( 0.03) 2 ( 0.03)
AHES — 2( 0.03) 2( 0.03)
RIRAE — 1( 0.02) 1( 0.01)
w A R RAE — 1( 0.02) 1( 0.01)
HERES 36 ( 6.33) 52 ( 0.82) 88 ( 1.28)
RS — 1( 0.02) 1( 0.01)
FEED F 17 ( 2.99) 25 ( 0.40) 42 ( 0.61)
IRAEED FE 12( 2.11) 15 ( 0.24) 27 ( 0.39)
BIEpL 5( 0.88) 14 ( 0.22) 19 ( 0.28)
B — 1( 0.02) 1( 0.01)
JregE 1( 0.18) - 1( 0.0
fEE AR 4( 0.70) 1( 0.02) 5( 0.07)
<HIET H i — 1( 0.02) 1( 0.01)
ENii 1( 0.18) — 1( 0.0
RES 1( 0.18) 2( 0.03) 3( 0.04)
AR D S5 1( 0.18) - 1( 0.01)
i 1, — 1( 0.02) 1( 0.0
JeUE — 1( 0.02) 1( 0.01)
ERUKKES 1( 0.18) — 1( 0.01)
g 1( 0.18) — 1( 0.0
IDMEEE 2( 0.35) 13( 0.21) 15 ( 0.22)
Sk — 1( 0.02) 1( 0.01)
REERR — 1( 0.02) 1( 0.0
LA — 1( 0.02) 1( 0.01)
Y N — 1( 0.02) 1( 0.01)
B 2( 0.35) 3( 0.05) 5( 0.07)
AP AR — 1( 0.02) 1( 0.01)
EEPEHSME — 1( 0.02) 1( 0.01)
BNk — 4( 0.06) 4( 0.06)
D EEPEHASMIGHE — 1( 0.02) 1( 0.01)




VI Zeett (B EovEES) ([CBd2IEA

BiIlVE F 5 O RS B3 BUE 1) (PR30 3 (%)

BIVER S OfEEE? Frisera o A s

0)%0‘1 {ﬁﬁﬁﬁkﬁﬁnﬁﬁ = u+
mEEE 2( 0.35) 20 ( 0.32) 22 (1 0.32)
WAL — 3( 0.05) 3( 0.04)
B 1 £ 1( 0.18) 11( 0.17) 12( 017
AR — 1( 0.02) 1( 0.01)
EH — 1( 0.02) 1( 0.01)
A i 1( 0.18) 1( 0.02) 2( 0.03)
DY R 3 5E — 1( 0.02) 1( 0.01)
1T — 2( 0.03) 2( 0.03)
FEOL 35 MER R U HitfRiES 4( 0.70) 5( 0.08) 9( 0.13)
i A5 — 1( 0.02) 1( 0.01)
AU 3( 0.53) 4 ( 0.06) 7( 0.10)
I K] 1( 0.18) — 1( 0.01)
BiREE 10 ( 1.76) 19 ¢ 0.30) 29 (1 0.42)
PR A PRk — 1( 0.02) 1( 0.01)
Y2/ — 1( 0.02) 1( 0.01)
{EH — 3( 0.05) 3( 0.04)
T 5( 0.88) 5( 0.08) 10 ( 0.15)
HIEAR B — 1( 0.02) 1( 0.0
EES 1( 0.18) - 1( 0.01)
H Al e R — 1( 0.02) 1( 0.01)
IR G iin 1( 0.18) — 1( 0.01)
GV 1( 0.18) 4( 0.06) 5( 0.07)
ArEMESR — 1( 0.02) 1( 0.01)
PN — 1( 0.02) 1( 0.01)
W - 1( 0.18) - 1( 0.01)
SR DOHI — 1( 0.02) 1( 0.01)
BT AR 1( 0.18) — 1( 0.01)
M OJETE SRR — 1( 0.02) 1( 0.01)
1 OFEIRGE 1( 0.18) — 1( 0.01)
FFREE R EE — 20 ( 0.32) 20 ( 0.29)
i nE L — 15 ( 0.24) 15( 0.22)
SERTR — 1( 0.02) 1( 0.0
EEUAY VAR — 1( 0.02) 1( 0.01)
S — 3( 0.05) 3( 0.04)
EERVE THEBIES 6 ( 1.05) 17(C 0.27) 23 ( 0.33)
P2 — 1( 0.02) 1( 0.01)
EOPEIE 2 ( 0.35) 7( 0.11) 9( 0.13)
G 4( 0.70) 7( 0.11) 11( 0.16)
EOFEVE R — 1( 0.02) 1( 0.01)
B — 3( 0.05) 3( 0.04)
Ffge i e PR B 1( 0.18) — 1( 0.01)
ERRRUESHEES 1( 0.18) 2( 0.03) 3( 0.04)
FHR IR — 2( 0.03) 2( 0.03)
A7 T L 1( 0.18) — 1( 0.01)
BERUREES 2 ( 0.35) 17 ( 0.27) 19 ( 0.28)
IR 2 ( 0.35) 2( 0.03) 4 ( 0.06)
HAR — 1( 0.02) 1( 0.01)
BhEE — 1( 0.02) 1( 0.01)
BARA — 1( 0.02) 1( 0.01)
SEERE — 1( 0.02) 1( 0.01)
B RekEE — 11(C 0.17) 11( 0.16)
EERRUVIAEESE 1( 0.18) — 1( 0.01)
AR 1( 0.18) — 1( 0.0




VIL.

et (N EoEES) ([CB42EA

RIVE A 55 OFEEE A FE BUE B (11550 8 (%)

BIVER S OfEEE? FREEZ s =
0)%0‘1 {ﬁﬁﬁﬁkﬁﬁnﬁﬁ = u+
— -2 BEER VRGO IKE 10 ( 1.76) 12 ( 0.19) 22 ( 0.32)
S 5E — 1( 0.02) 1( 0.01)
J R A Rk 2 ( 0.35) 1( 0.02) 3( 0.04)
ENVSRY 1( 0.18) — 1( 0.01)
LR — 5( 0.08) 5( 0.07)
P 6( 1.05) 2( 0.03) 8( 0.12)
AR — 1( 0.02) 1( 0.01)
AW M il 1( 0.18) 1( 0.02) 2( 0.03)
2 1( 0.18) 2( 0.03) 3( 0.04)
HW & 1( 0.18) — 1( 0.01)
ERIRRE 1( 0.18) 81 ( 1.28) 82 ( 1.19)
TS= TN AT 25— BN — 11( 0.17) 11( 0.16)
T ARG URT I NT AT 2T — I — 14 ( 0.22) 14 ( 0.20)
LAY LE S0 — 1( 0.02) 1( 0.01)
=L 27 m— LB — 3( 0.05) 3( 0.04)
MH 7L 7 F o RAREF—B N — 6 ( 0.09) 6 ( 0.09)
A 7L 7F =8 — 10( 0.16) 10 ( 0.15)
I o7 RN — 1( 0.02) 1( 0.01)
1 A LA K SR B R B — 5( 0.08) 5( 0.07)
A BV L — 1( 0.02) 1( 0.0
i H B U BN — 4 (0.06) 4 ( 0.06)
MK — 16 ( 0.25) 16 ( 0.23)
M7 YR — 1( 0.02) 1( 0.01)
1./ PR &N — 7( 0.11) 7( 0.10)
I H R FR B — 11( 0.17) 11( 0.16)
y — I NEIVET AT =5 — PN — 6 ( 0.09) 6 ( 0.09)
TVa~Esae BN — 1( 0.02) 1( 0.01)
~<h Uy N> — 2( 0.03) 2( 0.03)
SR I RS E — 1( 0.02) 1( 0.01)
~FEZ T R — 1( 0.02) 1( 0.01)
A EYRE AR — 1( 0.02) 1( 0.01)
i/ MR — 4 ( 0.06) 4 ( 0.06)
AR M ERER D — 3( 0.05) 3( 0.04)
M i ERHae D — 2( 0.03) 2( 0.03)
H i BRI N — 1( 0.02) 1( 0.01)
M7V HIHRAT 72— N — 2( 0.03) 2( 0.03)
SREEIN 1( 0.18) — 1 ( 0.01)

1) AR E CORRRBRAEDOEET, 146-019 3BR, 146-004 3XBx . 142-013 3B, 146-005 3Bk, 146-009

R, 142-022

AR, 145-002 3XBR, 146-010 3Bk 143-024 3Bk, 143-025 3Bk, 143-026 3XBR, 146-006 35k, 146-007 3ERA S

7£ 2) MedDRA/]J Version 14.1

FRRHZORIERIE A TR - T AT R E R R R A E 01 THERHL TRV BRI B AE O 22 R R8N B 37
EAR AT BT S D22 e VERFAM 6 SR 515k & 7 720D | FRGRIRHZ DO BF R R A S W A B IARITZ D FHIRIER LT,

SOC (& E AR 53 (XFEFIEGIEL, PT GEAFE) 1338 B4 (PT 50 FEBUEFIE) 2 5RFH LT,

* REFZOEIVER TR EHIN X B SRR -l LT R E U TR T A3, MedDRA 0 —R~EH#L 7= 7= O B AR R A TE H 1

G-,
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FWATY I EODRIFZOBKREEEELS

" - v | BRI

H H FEAT 51145 LS BUGIEL A

ERIRRE 563 87 15.45%
TG T IIRNTG AT 25— PR 555 15 2.70%
T ARG URT I NI AT =T —BHIN 555 12 2.16%
A7 VT I 536 1 0.19%
MHEYE BN 526 1 0.19%
M AL my KR 244 1 0.41%
I =L 25 m— LB 554 2 0.36%
ML 7 F o RARFF— B8N 528 9 1.70%
7L 7 F =80 557 3 0.54%
1 AR FLER K SR % S BN 552 6 1.09%
I VT Ak 557 2 0.36%
[ D@ | 557 16 2.87%
M H R Z DU RSN 39 1 2.56%
1. R R SEEE N 554 13 2.35%
1. R B EE 0 553 17 3.07%
C—RUGMEEE B 473 5 1.06%
y — I NEIVRT AT =T — BN 27 1 3.70%
~< Y NED 554 6 1.08%
~EZ T R 554 8 1.44%
I R EREEE N 526 1 0.19%
1/ INR B3> 553 3 0.54%
e | 555 2 0.36%
AR ML BRI 555 7 1.26%
M i ERHa D 555 2 0.36%
i ERE AN 555 3 0.54%
fiiRe DN % 227 1 0.44%
PRULHE G 508 3 0.59%
UFRRER E S SR8 525 1 0.19%
I PR A3 R 526 1 0.19%
V2 /RERE 53 R 526 1 0.19%
SRR A 543 3 0.55%
M7 I HIRRT 72 —FE 545 4 0.73%

1) MedDRA/J Version 14.1
AGRRHZOBIWER 1 B TAER - 3 T AL FE R AL 0 TR L CTRY., BRRAE O ZE 2 VEFEAI T S5 500 B W IE
MR- AT ROR ST R B 5k L B D72 | ARRHZ OB R R AT EFRRO LB BIERIEF L,
SOC (FR'E BIR A HR) 1T BUEFIEL, PT GEAFE) 133 FL 2 (PT O I HUE G5 2 L7 L7z,
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9. BEERERKRICRITIZE
FEESH TR

10.B8EHRE
BRE STV
<£E>
(3 e 5 r D B PR SE AR ]
BRARIICEEE 22 © O %2 PLFIZRE T, FEIIPIE BRI Ze 18 & iR,
ORIZZEAIE GREMRR) AKX 72356, IR (B XUIARPE ; 50500 ; D FEV TR, B9h
et d U TEARBLAIZ S ; 2 7200E57) 234 U5 etk & 2.,
ORI E (3B ;5 8&5EL ; ESZEOD F WV, K TS50 5B BT BH 70 57 XITEDH)
OMEAR GERVN, 3RV, SUTRBAI 22858 - Jken)

(38 &% 5-RE o bk ]
FIVA YNNG AR DOfFEANER O,
WU F— RN 22 RHER S, SFRHRIE T 5.
OWHKZEET 72012
TN AP NG DFHHEIAHATH 5,
BAMEENRE (99%) OTENICL HREFHFETE 0,
OF=xY>7r
MEZBET 5,
O FihtiE
WE T — R 7R HER . FRRIETH D,
SEMENE DR ML E 2 /2 ET 5,
B &R 2B 2 LIZBW O b 5 BEIIRHBIEICRN T & Th 5,
[USP DI 27th ed. Drug Information for the Health Care Professional Volume I 2007:2164-2167, Thomson

Micromedex]

M ERLDEE
14 @A LDEE
141 EXFARFKOIE
AHN % A NARV R R RAI AT AL v b A DOVERE RS & Ak Uil A T IS TR
FLESBA, A FALS CHBERIAI I | A S v b A VBRI SE RN EGT 5 2 RH DD T,
—ebITRET D Z &,
14.2 BRIZAFHEDEE
14.2.1 PTPaEDHEFNIPTP > — b bl L CTIRAT 2 L 518925 2 &, PTP > — FORABKIZ LD |
TR B AN RSB AL A~ U, ST AL 2 B 2 L TR SO REERAIHEZ T Z L2
H %5,
14.2.2 AFNIEFDO LIZOE THERZIRIESE 5 EAET 5720, K2 L TIRHFIRETH 5, 72, KTIRH
TAHZEHLTED,
14.2.3 AANIET-EEORETIEH, KR LTRASERNZ &,
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IX. JERAEEBRICRIT 5 IEH
IX. JEEEREAERICEE9 SIEH

1. FEIBRER
(ZENFE AR
VI.ESFEECET HEE] 21
()& &M AR
— R AR

AT v MEHIEG

v MER = OUGFEREEOEH (10 pg/mL LLE) |
Pt B DWW ON SHBJREAZE A SO O i (SOOmg/kg\ 1d)

ZE1F 5 BaClz g o] (100 ug/mL) SOV ATLGE O] (0.001 pg/mL LI 1) |

B2 MEK T, ﬂ?'ﬂiﬁt@iﬁém&(}“ﬁﬁbﬂﬁ?ﬁﬂ
E/VE Y MR

il (100 ug/mL) . 7 v MBI BIT M BREBEEOKT (100mgkg LA L, i.d.) MOBRSWEDREAD

BT D HE O

(300mg/kg, i.d.), 7 v MIEIT D IRERD K ORTEMREIEM O (% 300mg/kg, p.o.) MDD B
AN S5 [ SO R AHHWEODTID?EIJL/L% TWTNORETH 72, TOMOIEBICHEITIRO b hoT-,
s iy .
RERIE H e e it Beh B
(SR 1) ”’}f; o (me/ke) AR
—EED B O TENC T T2 <A 5 & 30, 100, 300, 1000 |ZE{k7eL
(Irwin OITENMBLEEFR) ddy -
30~34g
Zwvh 5 o 30, 100, 300, 1000 |Z5{k72L
SD-J
204~226g
H ¥ iEE) & <A 8 ®no 30, 100, 300 AL
UINENYE AR 2 ) ddy - #
27~34g
F LB — LRI - 10 &N 30, 100, 300 -2 N
('3';1"\/57’*/1/')‘]\917.& 30mg/kg ddy - Je
v 27~32g
B A <A 10 &N 30, 100, 300 L
H (FEBR R A A ddy - #
X 20mA, 22mA, 25mA, 3.5msec) 27~35g
S F LU T Ty — L ~TA 10 | #A |30, 100, 300 WL
"}2 (ARUFLUThTY = ddy - 7
12 |50, 60, 100mg/kg sc) 27~34g
ﬂ% PN <A 10 o 30, 100, 300 22D
- | (FEf& writhing 1) ddy - 1
;%,B 27~34g
EH AR b 5 g 30, 100, 300 R
(BRI SD - Ik
172~193g
s <A 10 g 30, 100, 300 -2 b
(Rota-rod 1) ddy -7
28~33g
SR b 5 &N 30, 100, 300 AL
Wistar « 74
277~318g




IX. FERRAREABRICBII 5 HH

- ) —
ARBRTH H Iy yisa 5 Beh R - o
(R 715 Do o (me/ke) B
BB — A A Fwh 5 invitro |1, 10, 100ug/mL | #ERL
(Biilbring M J71E) SD - It
179~210g
SR IRRIR R ORI E/LEVH 5 SR 10, 100 ug/mL VEHZL
Hartley - /&
357~414g
i (A 0> B B E) AR 5 invitro |1, 10, 100ug/mL | 5288721
H A ol - 1
3.1~3.5kg
$iii HH (B35
RGO AFE T T =AML DI E/LEVR 5 in vitro
HE S Hartley « /&
¥ 7R F Ll (0.1 ug/mL) IHE 392~419g 1, 10, 100ug/mL | 8L
| BEAZ(0.1pg/mL) IHE g 1, 10, 100ug/mL | §287L
| Eobh=2(0.5 ug/mL) WG 1, 10, 100ug/mL | 2L
% BaCl, (100 ug/mL) I ff 1, 10, 100ug/ml. | 100 ug/mLCULHE%
£ P AN
# | AT (0.1pg/mL) Ui 0001,001,0.1 zg/mL |0.001 xg/mL X ixX
éti S
= | fHSE E/LEYR 5 mvitro |1, 10, 100 ug/mL | 52372
Iz Hartley - /&
f; 364~442g
9 A
A IRAEIRT 5 7 b b | mviro [1,10, 100 ug/ml | REARL
= SD - i
172~194g
W=
IR Fvhk 5 invitro |1, 10, 100 ug/mlL | 10ug/mLIVILHER
SD - g 2 8 P BT )
262~336g
it 7 e
‘ 32/ & 3 E—7 R 4 | +—¥81% |10, 30, 100, 300 300mg/kg THIM
Eﬁ i 2 i W 10, 30, 100, 300 | 300mg/kg C T
| i (SHEIAR) 9~13kg 10, 30, 100, 300 300mg/kg THA
E;.E D 10, 30, 100, 300 RN
8| VBN 10, 30, 100, 300 -2 W
R | MERS 10, 30, 100, 300 | 300mg/kg CEHB R
& PAE FE )
E | LR E/LEVH 5 invitro |1, 10, 100 ug/mL | 100 1 g/mL T 1 &)
2; Hartley « /4t Haw e
- 377~444g
A L5




IX. FERRREBRICEE 4 2 IHE
. By -
AR H ety B B B s
(3B %) e oo s (me/ke) AR
R EaR A Zvhk 5 + 48K |30, 100, 300 100mg/kg LV#H
M SD - [ " IR AR T
1k 156~179g 300mg/kg T &K
? Sy B
| gt ae <A 10 & |30, 100, 300 B
K ddy - 1
gﬁ 23~28g
¥ | BAAHETEE <A 10 o 30, 100, 300 SR
. ddy - H
23~28g
s | RE, IR EMRFE YRR, RIS Zwvh 6 e | 10, 30, 100, 300 300mg/kg TR &
% SD- J b5
& 211~257g 300mg/kg TR H
ﬁé AR BT
ft
i)
g IVTF =2 IUT T A L
E3
v
;%TE
I Fvh 5 & (30, 100, 300 2 e
1. SD -
i 184~215g
2 [iisem e Tl 5 | A |30, 100, 300 HAL
K SD - #t
‘555 173~196g
s | i/ HEESE auae ol IRV 5 mvitro |1, 10, 100ug/mL | 525871
& | (ADP, 27 —4") F A 9 €0 i - 1
3.1~3.5kg

DT R IE T R

FAE y MEHOHTEBEAE
T A RCAN AP L AR Y IVERFRO#EE (10, 30, 100mg/kg) L7z o LEMIC
Liedso T, AVAPLE Y A RFY I
FENbDLEEZLNT,

mu &) %ﬂfo‘?b)/) 710
%?éﬂh’? Z kT D AIREME

(3)% DAth D ZEIHFHER
UERR L

2. EMHER

(WEEREE
ARG TRMEHEDO~ T A, Ty PRUA X & HITFETHIE

PEELER

IR DIEERE A L AL & > (1, 10, 100ug/mL) O FEEITRD 5

El‘/ Y
R

‘L‘Eb/ﬁ@jaﬁ’{l‘ ;(‘j‘ LEL;{EF%&&E‘%?&\ PN

BOLNT | B/NBEEREIINTH B L b

2000mg/kg X W K& W EHBr Sz, FIRNEEG T~ v 228 2000 %O 1850mg/kg ([ZHBWT, 7 v bA

1700mg/kg IZB W TENEIECHINFE S b, e/ NEERIT~ 7 AR MERE L H 12

Z v FOSMERE & $12 1550~1700mg/kg D & HIKF S u7-,

1700~1850mg/kg D fH].,



IX. FERRAREABRICBII 5 HH

ByfE/ | &5 | RS E g DEFE & P
5 | FiE | meke) || (me/ke) AT S EPTR
~UA | %A 500 | M |HERE D LDsofiE : |FECHil7eL
RFVL 1000 | #fE |>2000 R ~Epr L
2000
<A | EARKN | 1700 | M |FR/NEGEE: | ARIRRE MR REE . B RIEEINEH], R TRRE, SO OIMRT, K
CD-1 1850 | Mt |1700~1850
2000
b e 500 | HE |ABERE D LDsofiE : |FECHil7eL
F344 1000 | #fE |>2000 R ~Epr L
2000
Fobh | FEIRP | 1400 | g [RANBOER: | —RREE: PRUOREE . B REIEBLME, MIEN, KR R, SHOEHT
F344 1550 " 1550~1700 Hg: FETHI BN ERNIRE RO, EFITRERL,
1700
A X G gu| 1000 | #E |>2000 FETHFIZL
E— L 2000 | M 1000 fk : — DAY B )
=1000 M : (30 K& O 8 65 s
QREERSHMHRER

7w b 28 HIEEGRBREONC 28 B ME1E MR

(7 > b 100, 300, 1000mg/kg/H 28 Hf# 1 H 1 [BIKAERE NEES)
BHARMFRIC L A TH 161 (B 1000mg/kg, #5517 HH) D L7 LSh, SECHILRD HivieiroT, Bl
SEINTLLTOZE{RIT 28 HMOKRIKIZ & 0 [\ H 5 EEIE G 2 77 L, 1000mg/kg TOZELLSMIW T
LREThH Tz, ZNbOEbIIMhO AN ZFEREHHESC ACE HEE TLR DL TRBY, L=y —T 0
A7y (RA) SRICERT 234N IGE T 2 SEERIC B L7e 2k & B 2, BEERRE b Tidhne
HIWr 7,
AR CIEREICRR L2 BT by, EHEMEEIT 1000mg/kg & flFr S 7z,

100mg/kg LA E 300mg/kg LA _E 1000mg/kg
BlERS | - REBEINE R O RRD | - REAOK TN o R IRk oD 5 55 R (AR 4 A eI i 2k
Ak c RIMERAMAIEE (RBC, Hb, | « BUN, ZL 7 F =0 OFERE | ORI ORI MA)
HCT) DE&AE it (1)
c BT LOEME, TRV LAOKAE | - BlgE R (R EE) O & E
(MR L 2R E)
- DR E RO

7> k6 AR R

(7> b 30, 100, 300, 1000mg/kg/H 6 » HR] 1 H 1 [RIKERDES)
BeHIEaIz L AT 16 (B 1000mg/kg, #5115 H H) 580 L7LIA, SEEHNTRD Hive o7z, LL
TOERD S S, JRME EEOFA (300mg/kg LA E) 13 ERGIaRESE 2 Red 52 Th 0 B3k & s
7o, ENLSMIEEEERICEE L2 b & B 2 bz,
AFRBRIZ BT D MR LAY 100mg/kg, MEAY 1000mg/kg & MW S 7=,



IX. FEERARPABRICEE 5 HH

R 30mg/kg | 100mg/kg | 300mg/kg 1000mg/kg
BREINT | RBRAERAOE T HER
2k -ARIMERRBAE H (RBC, Hb, HCT) D&
- D EE SO E
P i B D 1 i

< RO R BRI EERL FE 2 D BN DV MM A G BEARAR 2RO )

< /NEERAEIRD Sl ABNIRIZ T Cif 4 BE D IR &

-PREH NN, BRI

K E, SREOHING D\ NI

SRHCE BB O T E A & OVE B E T ()

*BUN, AU AOE BN QNS T R AORAE ik L 2k

RN APt o HE A ) ()

« FE R OO AR IR A9 JRAE b R 0B AR (93 BRAL AR
TR, 1)

LT F = DB
B (% B S B9 W
GO

A X 3 » HEHGBR-1

(4 X 125, 250, 500mg/kg/H 3 » HR 1 H 1 BIKERDEL)
500mg/kg FEDHE 1 5123 #5534 H BIZHHIED 7= D H i S 7o, L O JRRIL, iR A b7 r9 84 < BUN,
I LT F= RO Y OB, PR TR MG B OVR FIFEDBIEE S, B R A IR AN
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Benicar is indicated for the treatment of hypertension in adults and children
BENICAR —

olmesartan medoxomil
tablet, film coated,
Cosette
Pharmaceuticals, Inc.)

six years of age and older, to lower blood pressure. Lowering blood pressure
reduces the risk of fatal and nonfatal cardiovascular events, primarily strokes
and myocardial infarctions. These benefits have been seen in controlled trials
of antihypertensive drugs from a wide variety of pharmacologic classes
including the class to which this drug principally belongs. There are no
controlled trials demonstrating risk reduction with Benicar.

Control of high blood pressure should be part of comprehensive cardiovascular
risk management, including, as appropriate, lipid control, diabetes
management, antithrombotic therapy, smoking cessation, exercise, and limited
sodium intake. Many patients will require more than one drug to achieve blood
pressure goals. For specific advice on goals and management, see published
guidelines, such as those of the National High Blood Pressure Education
Program’s Joint National Committee on Prevention, Detection, Evaluation, and
Treatment of High Blood Pressure (JNC).

Numerous antihypertensive drugs, from a variety of pharmacologic classes
and with different mechanisms of action, have been shown in randomized
controlled trials to reduce cardiovascular morbidity and mortality, and it can
be concluded that it is blood pressure reduction, and not some other
pharmacologic property of the drugs, that is largely responsible for those
benefits. The largest and most consistent cardiovascular outcome benefit has
been a reduction in the risk of stroke, but reductions in myocardial infarction
and cardiovascular mortality also have been seen regularly.

Elevated systolic or diastolic pressure causes increased cardiovascular risk,
and the absolute risk increase per mmHg is greater at higher blood pressures,
so that even modest reductions of severe hypertension can provide substantial
benefit. Relative risk reduction from blood pressure reduction is similar across
populations with varying absolute risk, so the absolute benefit is greater in
patients who are at higher risk independent of their hypertension (for example,
patients with diabetes or hyperlipidemia), and such patients would be expected
to benefit from more aggressive treatment to a lower blood pressure goal.

Some antihypertensive drugs have smaller blood pressure effects (as
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monotherapy) in black patients, and many antihypertensive drugs have
additional approved indications and effects (e.g., on angina, heart failure, or
diabetic kidney disease). These considerations may guide selection of therapy.

It may be used alone or in combination with other antihypertensive agents.

2 DOSAGE AND ADMINISTRATION
2.1 Adult Hypertension

Dosage must be individualized. The usual recommended starting dose of
Benicar is 20 mg once daily when used as monotherapy in patients who are
not volume-contracted. For patients requiring further reduction in blood
pressure after 2 weeks of therapy, the dose of Benicar may be increased to 40
mg. Doses above 40 mg do not appear to have greater effect. Twice-daily
dosing offers no advantage over the same total dose given once daily.

For patients with possible depletion of intravascular volume (e.g., patients
treated with diuretics, particularly those with impaired renal function), initiate
Benicar under close medical supervision and give consideration to use of a
lower starting dose /see Warnings and Precautions (5.3)].

2.2 Pediatric Hypertension (6 Years of Age and Older)

Dosage must be individualized. For children who can swallow tablets, the usual
recommended starting dose of Benicar is 10 mg once daily for patients who
weigh 20 to <35 kg (44 to 77 1b), or 20 mg once daily for patients who weigh >35
kg. For patients requiring further reduction in blood pressure after 2 weeks of
therapy, the dose of Benicar may be increased to a maximum of 20 mg once
daily for patients who weigh <35 kg or 40 mg once daily for patients who weigh
>35 kg.

Use of Benicar in children <1 year of age is not recommended /see Warnings
and Precautions (5.2) and Use in Specific Populations (8.4)].

For children who cannot swallow tablets, the same dose can be given using an
extemporaneous suspension as described below /see Clinical Pharmacology

(12.3)].

Follow the suspension preparation instructions below to administer Benicar as
a suspension.

Preparation of Suspension (for 200 mL of a 2 mg/mL suspension)

Add 50 mL of Purified Water to an amber polyethylene terephthalate (PET)
bottle containing twenty Benicar 20 mg tablets and allow to stand for a
minimum of 5 minutes. Shake the container for at least 1 minute and allow
the suspension to stand for at least 1 minute. Repeat 1-minute shaking and
1-minute standing for four additional times. Add 100 mL of ORA-Sweet® and
50 mL of ORA-Plus®! to the suspension and shake well for at least 1 minute.
The suspension should be refrigerated at 2-8°C (36-46°F) and can be stored for
up to 4 weeks. Shake the suspension well before each use and return promptly
to the refrigerator.

1 ORA-Sweet® and ORA-Plus® are registered trademarks of Paddock Laboratories, Inc.
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Treatment of essential hypertension in adults.

Treatment of hypertension in children and adolescents from 6 to less than
18 years of age.

4.2 Posology and method of administration
Posology
Adults

The recommended starting dose of olmesartan medoxomil is 10 mg once
daily. In patients whose blood pressure is not adequately controlled at this
dose, the dose of olmesartan medoxomil may be increased to 20 mg once
daily as the optimal dose. If additional blood pressure reduction is required,
olmesartan medoxomil dose may be increased to a maximum of 40 mg daily
or hydrochlorothiazide therapy may be added.

The antihypertensive effect of olmesartan medoxomil is substantially
present within 2 weeks of initiating therapy and is maximal by about 8
weeks after initiating therapy. This should be borne in mind when
considering changing the dose regimen for any patient.

Elderly (65 years or over)

No adjustment of dosage is generally required in elderly people (see below
for dose recommendations in patients with renal impairment). If
up-titration to the maximum dose of 40 mg daily is required, blood pressure
should be closely monitored.

Renal impairment

The maximum dose in patients with mild to moderate renal impairment
(creatinine clearance of 20 — 60 mL/min) is 20 mg olmesartan medoxomil
once daily, owing to limited experience of higher dosages in this patient
group. The use of olmesartan medoxomil in patients with severe renal
impairment (creatinine clearance < 20 mL/min) is not recommended, since
there is only limited experience in this patient group (see sections 4.4, 5.2).

Hepatic impairment

No adjustment of dosage recommendations is required for patients with
mild hepatic impairment. In patients with moderate hepatic impairment, an
initial dose of 10 mg olmesartan medoxomil once daily is recommended and
the maximum dose should not exceed 20 mg once daily. Close monitoring of
blood pressure and renal function is advised in hepatically-impaired
patients who are already receiving diuretics and/or other antihypertensive
agents. There is no experience of olmesartan medoxomil in patients with
severe hepatic impairment, therefore use is not recommended in this patient
group (see sections 4.4 and 5.2). Olmesartan medoxomil should not be used
in patients with biliary obstruction (see section 4.3).

Paediatric population
Children and adolescents from 6 to less than 18 years of age:

The recommended starting dose of olmesartan medoxomil in children from 6
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to less than 18 years of age is 10 mg olmesartan medoxomil once daily. In
children whose blood pressure is not adequately controlled at this dose, the
dose of olmesartan medoxomil may be increased to 20 mg once daily. If
additional blood pressure reduction is required, in children who weigh > 35
kg, the olmesartan medoxomil dose may be increased to a maximum of 40
mg. In children who weigh < 35 kg, the daily dose should not exceed 20 mg.

Other paediatric population:

The safety and efficacy of olmesartan medoxomil in children aged 1 to 5
years old have not yet been established. Currently available data are
described in sections 4.8 and 5.1 but no recommendation on a posology can
be made.

Olmesartan medoxomil should not be used in children below 1 years of age
because of safety concerns and lack of data in this age group.

Method of administration

In order to assist compliance, it is recommended that Olmetec tablets be
taken at about the same time each day, with or without food, for example at
breakfast time. The tablet should be swallowed with a sufficient amount of
fluid (e.g. one glass of water). The tablet should not be chewed.
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+ When pregnancy is detected, discontinue Benicar as soon as
possible (5.1, 8.1).

+ Drugs that act directly on the renin-angiotensin system can
cause injury and death to the developing fetus (5.1, 8.1).

5 WARNINGS AND PRECAUTIONS
5.1 Fetal Toxicity

Benicar can cause fetal harm when administered to a pregnant woman. Use
of drugs that act on the renin-angiotensin system (RAS) during the second
and third trimesters of pregnancy reduces fetal renal function and increases
fetal and neonatal morbidity and death. Resulting oligohydramnios can be
associated with fetal lung hypoplasia and skeletal deformations. Potential
neonatal adverse effects include skull hypoplasia, anuria, hypotension, renal
failure, and death. When pregnancy is detected, discontinue Benicar as soon
as possible /see Use in Specific Populations (8.1)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary
Benicar can cause fetal harm when administered to a pregnant woman. Use

of drugs that act on the renin-angiotensin system during the second and
third trimesters of pregnancy reduces fetal renal function and increases fetal
and neonatal morbidity and death. Most epidemiologic studies examining
fetal abnormalities after exposure to antihypertensive use in the first
trimester have not distinguished drugs affecting the renin-angiotensin
system from other antihypertensive agents. In animal reproduction studies,
Benicar treatment during organogenesis resulted in increased embryofetal
toxicity in rats at doses lower than maternally toxic doses.

When pregnancy is detected, discontinue Benicar as soon as possible.
Consider alternative antihypertensive therapy during pregnancy.

The estimated background risk of major birth defects and miscarriage for
the indicated population is unknown. All pregnancies have a background
risk of birth defect, loss or other adverse outcomes. In the U.S. general
population, the estimated background risk of major birth defects and
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miscarriage in clinically recognized pregnancies is 2%—4% and 15%—20%,
respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryo/Fetal Risk

Hypertension in pregnancy increases the maternal risk for pre-eclampsia,
gestational diabetes, premature delivery, and delivery complications (e.g.,
need for cesarean section and post-partum hemorrhage). Hypertension
increases the fetal risk for intrauterine growth restriction and intrauterine
death. Pregnant women with hypertension should be carefully monitored
and managed accordingly.

Fetal/Neonatal Adverse Reactions

Oligohydramnios in pregnant women who use drugs affecting the
renin-angiotensin system in the second and third trimesters of pregnancy
can result in the following: reduced fetal renal function leading to anuria
and renal failure, fetal lung hypoplasia, skeletal deformations, including
skull hypoplasia, hypotension and death.

In patients taking Benicar during pregnancy, perform serial ultrasound
examinations to assess the intra-amniotic environment. Fetal testing may be
appropriate, based on the week of gestation. Patients and physicians should
be aware, however, that oligohydramnios may not appear until after the
fetus has sustained irreversible injury.

Closely observe infants with histories of in utero exposure to Benicar for
hypotension, oliguria, and hyperkalemia. In neonates with a history of in
utero exposure to Benicar, if oliguria or hypotension occurs, utilize measures
to maintain adequate blood pressure and renal perfusion. Exchange
transfusions or dialysis may be required as a means of reversing
hypotension and supporting renal function.

Data
Animal Data

No teratogenic effects were observed when olmesartan medoxomil was
administered to pregnant rats at oral doses up to 1000 mg/kg/day (240 times
the maximum recommended human dose (MRHD) on a mg/m? basis) or
pregnant rabbits at oral doses up to 1 mg/kg/day (half the MRHD on a mg/m?
basis; higher doses could not be evaluated for effects on fetal development as
they were lethal to the does). In rats, significant decreases in pup birth
weight and weight gain were observed at doses >1.6 mg/kg/day, and delays
in developmental milestones (delayed separation of ear auricula, eruption of
lower incisors, appearance of abdominal hair, descent of testes, and
separation of eyelids) and dose-dependent increases in the incidence of
dilation of the renal pelvis were observed at doses > 8 mg/kg/day. The no
observed effect dose for developmental toxicity in rats is 0.3 mg/kg/day,
about one-tenth the MRHD of 40 mg/day.

8.2 Lactation

Risk Summary

There is no information regarding the presence of olmesartan in human
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milk, the effects on the breastfed infant, or the effects on milk production.
Olmesartan is secreted at low concentration in the milk of lactating rats (see
Data). Because of the potential for adverse effects on the nursing infant, a
decision should be made whether to discontinue nursing or discontinue the
drug, taking into account the importance of the drug to the mother.

Data

Presence of olmesartan in milk was observed after a single oral
administration of 5 mg/kg [14C] olmesartan medoxomil to lactating rats.
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4. Clinical particulars

4.3 Contraindications
Second and third trimesters of pregnancy (see sections 4.4 and 4.6).

4.4 Special warnings and precautions for use
Pregnancy:

Angiotensin II antagonists should not be initiated during pregnancy.
Unless continued angiotensin II antagonists therapy is considered
essential, patients planning pregnancy should be changed to alternative
anti-hypertensive treatments which have an established safety profile for
use in pregnancy. When pregnancy is diagnosed, treatment with
angiotensin II antagonists should be stopped immediately, and, if
appropriate, alternative therapy should be started (see sections 4.3 and
4.6).

4.6 Fertility, pregnancy and lactation

Pregnancy

The use of angiotensin II antagonists is not recommended during the
first trimester of pregnancy (see section 4.4). The use of angiotensin
IT antagonists is contra-indicated during the 2nd and 3rd trimester of

pregnancy (see sections 4.3 and 4.4).

Epidemiological evidence regarding the risk of teratogenicity following
exposure to ACE inhibitors during the first trimester of pregnancy has
not been conclusive; however a small increase in risk cannot be excluded.
Whilst there 1s no controlled epidemiological data on the risk with
angiotensin Il antagonists, similar risks may exist for this class of drugs.
Unless continued angiotensin receptor blocker therapy is considered
essential, patients planning pregnancy should be changed to alternative
anti-hypertensive treatments which have an established safety profile for
use in pregnancy. When pregnancy is diagnosed, treatment with
angiotensin II antagonists should be stopped immediately, and, if
appropriate, alternative therapy should be started.

Angiotensin IT antagonists therapy exposure during the second and third
trimesters is known to induce human fetotoxicity (decreased renal
function, oligohydramnios, skull ossification retardation) and neonatal
toxicity (renal failure, hypotension, hyperkalaemia). (See also 5.3
“Preclinical Safety Data”.)

Should exposure to angiotensin II antagonists have occurred from the
second trimester of pregnancy, ultrasound check of renal function and
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skull is recommended. Infants whose mothers have taken angiotensin I1
antagonists should be closely observed for hypotension (see also sections
4.3 and 4.4).

Breast-feeding

Olmesartan is excreted in the milk of lactating rats but it is not known
whether olmesartan is excreted in human milk. Because no information
is available regarding the use of Olmetec during breast-feeding, Olmetec
is not recommended and alternative treatments with better established
safety profiles during breast-feeding are preferable, especially while

nursing a newborn or preterm infant.
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(2022 4 2 7 5.2 Morbidity in Infants
BENICAR —

Use of Benicar in children <1 year of age is not recommended. Drugs that act
directly on the renin-angiotensin-aldosterone system (RAAS) can have effects
on the development of immature kidneys /see Use in Specific Populations (8.4)].

8 USE IN SPECIFIC POPULATIONS
8.4 Pediatric Use

The antihypertensive effects of Benicar were evaluated in one randomized,
double-blind clinical study in pediatric patients 1 to 16 years of age/see Clinical
Studies (14.2)]. The pharmacokinetics of Benicar were evaluated in pediatric
patients 1 to 16 years of age/see Clinical Pharmacology (12.3)]. Benicar was
generally well tolerated in pediatric patients, and the adverse experience
profile was similar to that described for adults.

Benicar has not been shown to be effective for hypertension in children <6
years of age.

Use of Benicar in children <1 year of age is not recommended /see Warnings
and Precautions (5.2)]. The renin-angiotensin-aldosterone system (RAAS) plays
a critical role in kidney development. RAAS blockade has been shown to lead to
abnormal kidney development in very young mice. Administering drugs that
act directly on the renin-angiotensin aldosterone system (RAAS) can alter
normal renal development.

#[E D SPC

(2025 4 1 A
OLMETEC
film-coated tablets,
Daiichi Sankyo UK
Limited)

4. Clinical particulars
4.2 Posology and method of administration
Posology
Paediatric population
Children and adolescents from 6 to less than 18 years of age:

The recommended starting dose of olmesartan medoxomil in children from 6
to less than 18 years of age is 10 mg olmesartan medoxomil once daily. In
children whose blood pressure is not adequately controlled at this dose, the
dose of olmesartan medoxomil may be increased to 20 mg once daily. If
additional blood pressure reduction is required, in children who weigh > 35
kg, the olmesartan medoxomil dose may be increased to a maximum of 40
mg. In children who weigh < 35 kg, the daily dose should not exceed 20 mg.

Other paediatric population:

The safety and efficacy of olmesartan medoxomil in children aged 1 to 5
years old have not yet been established. Currently available data are
described in sections 4.8 and 5.1 but no recommendation on a posology can
be made.

Olmesartan medoxomil should not be used in children below 1 years of age
because of safety concerns and lack of data in this age group.
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