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T3, B, UTFTO7L02VEET MUNZAYF > OHE - AR
HOE, BEBIHARZRDDZE,

- 7AAOCEY
(& IMEE)

WH, RAIIZY AO0PE > EL T2 5~mg#lH1EREO% 5T 5,
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W, BIGEBRECEME, BEEORMENEEDOY AT Ty
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- FARIRBE R T E D /B
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[2.2. 16.6. 2%:H]

9.3.2 RFHEsEIEERE
MERICIMEICHRSTSZE, 7LAOPEEMHE (10mg) KBV
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FIS5—¥ LR, RHA

NEE NI Y- N €

S OUEE )N

H%

I

N, ORI L R SR PR
g &%k, S

CKER., mhxx4r/not
> bSL IEIE, REEE,
EGRITIE, Mgk, BHE
A, HERE. B, W

A RE., B, HE,
RIS

SEH
/S\Bj%

i

Fresf, ANHRE

Rk, RS, S0,
AR AR RE R E L SR
MoD, EE, ARSI
HEIR

FRCDR e

FAMATOVETF, O
P S Sl N LR
TSH 5. ACTHER., 7
D1l = i AN 7
Uiz

%

mEa L A7o—)b k&,
HbAlc k5. mEinpE, #E
RIG. R T R BERGE,
(R IBERE, I $RIK T

i

RO, 1E3TH
(B, BHm
WIRLAE) . st
gﬁﬁ\ imJE E

Jt

EXEEETOy 7,
sk, OERE, SR,
R, IMEERT. ph

BUNLH, 7L 7F=>
SN IV R NAS: VIR
i 73 U A A, B
R - ISR, HEIR IR,
PEEE, REKA IR
B R EA BT

Z DAl

MatEZE, Bk, B
HEk, JEF. LU, %
FA.OAREEGN, (RERD,
e, REWEGE. M.
H IR

a) AFIENE KRB BV Tl S N aIER
b) YARDEEAB LWL KDY T MVNAY T U EERTHRE SN AR

0 7AOVE 2 10mg DR

13. BEKXRS
13.1

XU EEEICEY SNz, [17. 1. 350]

FAOPEOBEREGEIIBNT, BEORMMEIIEICLD.
TavlEEDELWIEKT & KFESERZRLE T 05 5,

13.2 LB

RRMMERTRV, TAOPEYBEARERNE VLD,
BT L 2BRERFED TN,

N

T LABTE CRMERICEERZREG LSRG, TADY

E > DAUCIZI% A U, IR 3 TI349% A L7z 2 &in s,
Y LAY E iGN ORI HLE & U TR RS AR
THHEMEETNTNDY,



14. BRELDEE

14.1 ERIRMFEOEE
PTPEE D#ANIZPTPS — F A SO U TIRAT 2 L S 58 %
Z &, PTPY— NOBEMRITE D, BV AR REREEARIA L.,
Egg?ﬁ;‘%% L THERIAA SO EERAMEZHET D &
Nd 5,

15. ZDMDEE

15.1 BRRR(ERAICED < 1]

KEEBRIZFAS N TRV, 7AOPE ITK B BB O
EORENR (LEMFENZED) BHRLNEZEOREND S,

16. FEHBHEE

16.1 MAEE

16.1.1 ZAAZEY - 7 MVNRY F U EREFIDORE

(1) BERALFITOICTLAATPEY « 7 MUNZAYF U ERAEH

(7 LOYE2.5mg/7 MUVNAYF >omgRIiZ7 A0 I E >
5mg/7 RUVNAZF > 10mg ; LR, BEAD #ThehnZEl
FRICHERG LZEED0T7L0PE S, 7 MUNAY TF 2 RE
LR R OEREHTH 27 2 REEMEDO R Y VBRO2MLOK
bk (M-2) OMmEFEDBENT A—FE2RIIR L, 7
LOVE S KROT BIVNZAY F 2 D Cmaxk CAUCIE 5 BITS
CTHEML, W3S OThak Y A0 P E > OTy 203 #5810k
GRETHAKOMEERL 2. BERALGHICEEH (7400
>5mg/7 NVNZAZ F 2 10mg) %2 22N e VB IC B E# 5
LfE, 700D E OEDFREICRFEICI D KRERFEL
HOHNT. TRINZAYF L DCnaxlI BFEICLVETT S D
DDOAUCIIEE ZZ I ismo 7z, 2B, HAAEHEANIZBN
THAEFBESHEDOY AOPE S KT MILNZAY F > O3y H)
REZ bl L -5, WAl oORyEEIcREZIED sk
Mo 7z,

EERE A IC B 2 B AR EIR G0 QR BN 5 A — 4

BAMBR | R0 wonn | O | e | a
FAOVE>| 14640347 |6.3+1.2 55.419.9 |43.5+10.6
ZOmEISME [y }),i257 | 14240708 [1.0+1.4] 9514477 | NC
M-2 | 0.568+0.205 |5.5+3.1] 9.1144.67 | NC
FAOVE>| 3150545 [6.651.0] 1254318 |43.2%6.6
PTE/IONE 7 ins 7y 3614154 [1.040.7) 21.428.73 110436
M-2 | L5740.943 |2.6+2.8| 21.4410.7 | NC

Cunax * Fere MAEFRREE . Tomax © Fereh I3 3 28 1) 322 s ]

AUCo-Trast © M5 - IR AR R A, Tu/e o SErR R R0, NC: Hihgd

BNl + EE R 22, a) N=8
(2) EMFHRERSEHE
EFERAN @BROEE106) 2702 E> - 7 MIULNZAYF >
BAH (FAOPES/7 MIVNAYF > &L T2 5mg/5mg.
2.5mg/10mg. 5mg/5mgXi35mg/10mgZFE ; AT, EAAD 158
& 7LanPEVE EEAEFRBZEOY LOPECEEH) KUY
NIVNZAZF 4 WAEFIERBEDT MIVNAYF > 2E58) %1
ZEMERFICEE G U2 R R, BRARIRS &7 L0 EERTDT
NIVNZE F S ARG AW ENICRE TH > =, BEaHI%
BEQY AOTE S KROTY MUNZAY F 2 OEYEHEEINT A—5 %
RIRLE GMEATF—7 251,09

AW AN R 30T B B A A A G DRSNS A —%

16.1.2 ZAAZSE Y ET MIVNRS F L HBRE TORIE
1) HEEks
fREERA25FIC Y AT P E > 10mg kTN RLINZ S F > 80mg) @
PP &, SEFZBEMTHERG LR 7002080 0EYH),
BICHT 27 MIUVNAY F U HREG OREIRD S5 NRho k.
7 RIVNZEZF > DAUC)-old 7 L0 P E > #% 5 RFIC18% N L
720 CoaxlCHT 2 EEIIRO SNRho - REATF—4),10
2) REERSE
R ALHIC Y A0 2 10mgk 7 RIVNA Y F > 80mgi) d
PEHE. 7 BIVNZRSY F 2 80mgZ B TIH1MES8H M xE &5 L 7=
R, T RIINZAIF 2 DCraxiZW T 257 L0V KRGO
HIZFEDH5NT, AUC)-astt 164 L 7=V B A IR D s N iah o
= GEAF—%), 10
) 7 RVNZAY F > OENRRHARIE. &30 AT 0—)VifiETIE1H20mgE T,
FiEME 3L 27 0—)VIE T 1 H40mgE TTH 5.
16.1.3 ZAODE VBIMEE TORE
ERERA6FIC Y L0 P Y 2. 5mgZ 1 H1EN4HMXER S LI5S
D3 RS 5 A6 B B DRI E FARRRICE U 2. ki 5 H
(14HH) DCmax& FAUC-24nt 3 1E 3. 5ng/mLK% U61. 8ng - h/
mLTH 0. FE#EGH (1. 4ng/mLK% 19, 3ng + h/mL) DOKI3fET
Holz, HHHPILE. MEHRBREFWHL. 5P IESHBIRRIE
0. 24ng/mL& 755 /2,12
16.1.4 7 MIVNRS F U BMIEETORE
TEEERE AN6B1IZ 7 NIVNA Y F > 10mg M F20mg 21 H 1[H 5] &%, 7
HRE®RG UzbR, mEhSEyRE i3 s 5Mm®g4ia B CITE
HIRRBICEE Uz, £/, 1HH E7HB O MY IRE % ik g
L&, 20mgEGHTERAL TWSHO0EEARETIERL., MMt
RO NN W
16. 1.5 E¥FpIRIZEEHER
(FRIVIy hERET2E Th—7D
7NV ITy MNidG§E2® [h—"7) &AhFaTy MEG2EE. U
OZXF—N—jEickvEnTNE (FLO0PE>EL T2 5mghk Tt
7 RIVNAZF > EL TI0mE) f#FEMRABTFICHBRERROKZS L
TR EEZHUEL. HonN-EYEHE/INT A—% (AUC,
Cmax) L:jb)T!‘L§+ﬁg$ﬁé??j fCo %@%ﬁ%\ YAD“/E‘/GZJ"SKA
TIE. AUCK U CmaxlZ DWW THREKAE D Ml D 22 D I0%E HH X FEI A
log (0. 80) ~log (1. 25) DHFEFHINTH o7z, £/ze 7 MIINZAYF >
IZBWT, AUCIZ DWW T Bl O S50l D 7 D 90% (5 FE X [# Alog
(0. 80) ~log (1. 25) DEHFHNTH 0. CrmaxlT DV TIT R EE D -1
DZEDog (0. 90) ~log (1. 11) T, 7D, RHBTHET 29T
DEMTHEHBHNEML Tz, 2L DEH o=y Er R %
MR I N9
) 7AB2EY

(ng/mL)
2.5
o= YY) ITy MEGE2E Th—"T)
) } —— hF Ty MG 2H

TH (N=24, Tl Frafi + (R )

12 2% 36 48 60 72
P EHOIER (h)

HEMBRE/N T A—F

7TLAOYE > VANIZAV.S & 2
AL Al 5 it Conax AUC Cinax AUC,
(ng/mL) (ng + h/mL) (ng/mL) (ng * h/mL)
2. 5mg/bmg
(N=36) 1.26 50. 5 1. 40 11.5
2.5mg/10mg
(N=140) 1.18 50. 4 3.31 24.9
5mg/5mg
(N=39) 3.32 125 1.34 8. 84
5mg/10mg
(N=55) 2. 84 124 3.18 21.3
Crnax © B MUEHRREE, AUC © IS i s - IRp I HB AR T iR
AR AR

HIEINT A—=F BENT A—H
AUCo-72n Crnax Tiax Ti/2
(ng + h/mL) (ng/mL) (h) (h)

7RIVIy Ml E

+ + +
2% [h—17 58.47+14.76 | 1.623+0. 394 7.8+1.7 |41.39+10.15

N7 2Ty MEdEH2% | 61.60£16.12 | 1.682+0.416 | 7.8+1.2 |41.10+8.35

N=24, Gy FEE £ FRiE 2
(M HE RN NCAUC, Cnax™FD/8T A—F1F, #H5RHE ORI, Rk DERIEEL -
RFfHISE DB ST K o TRIR D AIREMEA B 2



@) 7 RIVNREGF

(ng/mL)
8,
—o— 17XV ITy MEAE2H [h—7)
—e— 7oLy MEAHE2 F
6 (N=24, TRl + (R )

EEEERE

0 6 12 18 24 30 36
P E% O (h)

EYBHEIST A—%

2) 7 BMIVNREF >
(ng/mL)
3

—o— 1 YXIVIy MELAHE3E [h—T)
251 —— A FaTy MiHHE3H
i (N=24, SiffFIGME + BEHE(R 2%)

EEEERE

6 12 18 24 30 36
%O (h)

YL T A—%

HIEINT A—F BENTA—H
AUCo-36n Cinax Tinax Tie
(ng + h/mL) (ng/mL) (h) (h)

HIEINT A—F BENTA—H
AUCo-36n Cinax Tnax Tie
(ng + h/mL) (ng/mL) (h) (h)

T7RIVIy NELEEE

2% [R—17) 37.70+13.53 | 5.627%£2.822 | 1.00£1.12 | 9. 79%1.55

T7RIVIy NELEEE

3 [—17 16.37+£4.91 | 1.93240.557 | 1.33%£1.54 | 9.83+2.61

NF 2Ty MEAHE2H| 37.27+11.38 | 4.821+1.997 | 1.38+1.24 [10.05+1. 84

NF 21Ty MEAHESH| 16.27+5.62 | 2.040+0.957 | 0.74+0.37 | 9.72+2, 81

N=24, FfliTHfH -+ EHE(F %
M HEP YRR N AUC, Cna D/ 5 A— & 1d, HBRE OB, (RO -
3145 D BRI & > CRTR B iR D B,
(FIVITy FEEETIE T—TD)
TINWLy NEEE3E Th—"7) & hFaTy MiG§3EzE, 7
OZFA—N—jkizkvzhznlgg (FLO0PEEL Tomghk U7
RIVNZHF > &L Thmg) EEMRABFICHEHEERRO#%E LT
MEEFREZREL. /B5NZEMERE/SNT A—% (AUC. Cma)
IZDWTIOHEHER RIS THEHENT 21T /2. TOMER. 7L40OY
B2 ROY MIVNZAYF > &HIT. AUCK UCmaxt D W T 5l D
S D 2 D 0% FEH X [#1A%1og (0. 80) ~log (1. 25) DEIPHN T H >
Foo TN DWHIO LW ENFE S TR S Nz, W
1) 7AO2EY
(ng/mL)
6 .

- 7RIIVITy M3 E (b=
——  jF 2Ty MELGHE3H
(N=24, TR0 +EEERE)

12 24 36 48 60 72
P E# DR (h)

HIEINT A—F BEINT A—H
AUCo-72n Crnax Tmax Tise
(ng + h/mL) (ng/mL) (h) (h)

7RIy MG

3% [h—17 120.2+33.0 | 3.32440.789 | 7.4+1.4 |43.41+10.84

AT 2Ty MECEHESH| 117.7+30.7 | 3.251+0.738 | 7.4+1.6 |40.33+9.26

N=24, Gy E0E £ ARHE R 2=
IMAEP IR RICAUC, CnaxFD/NT A—F 13, #HBE ORI, (KK DRI EE -
e DB SR IC L o TRIZ S TRt B 5.

N=24, By TRt -+ EHE(F %

M HE YRS N AUC, Cna D/ 5 A— &4, HBRE OB, (RO -

3145 D BB 1T & > TR B iR B B,

(FRIVITy FEEET4AE T—TD)

TINWLy NEEELE Th—"7) & hTFaTy MilGidEzE, 7
OZFA—=N—jkizkvzhznlgg (FLO0PEEL Thmghk U7
RVNZAEZF > E L T10me) f@#EMRABTFICHBEREROES LT
MEEFREZRE L. /B5NZ8EMERE/SNT A—% (AUC. Cmax)
WCOWTHEMHRENT Z21To /2. TOMR., 740V E ITBNWTII,
AUC K U Crmax i D W Tk E A O SE 6 D 72 D 90% 15 $EH X [ Alog
(0. 80) ~log (1. 25) DHIPFANTH o7z, F/z. 7 MIVNZAZF ITH
WT, AUCIZ D W T B0l O S D 22 D 90% 15 #EH X i Atlog
(0. 80) ~log (1. 25) DHIFANTDH 0. CrmaxtZ DV TIZ X EflE D -1l
DM og (0. 90) ~log (1. 11) T, 7D, BFHHBTHET 59X T
DZMTHEHZEFIVELL Tz, TR X O WAIO 40 R % %
IR I N7z, 19

1) 7AOPEY

(ng/mL)
6 1
o= L PVIy MEGEAR [h—7)
—e— I AFaTy NEASEAFE
(N=23, SEfiPA90E + B 22)
4

SR

0
0

EYBHEIST A%

12 24 36 48 60 72
#HHORER (h)

HEINT A—F BENTA—H
AUCo-72n Crnax Tnax Tie2
(ng + h/mL) (ng/mL) (h) (h)

7<IVIy bR A
4% Th—"7)

T 2Ty MECEHE4A%E| 109.9+33.2 | 3.158+0.961 | 7.0+1.0 |40.95+10.93

N=283, G0l + FRrE R
MAEH RN NCAUC, CinaxF DX T A —F 13, #ER#E ORI, KIROERIEEL -
IRe )55 DFBR G I & o TRIR D WM B 5

108.0£37.1 | 3.140%+1.010 | 6.7%£1.4 |40.70£8.59




Q) 7 RIVNREF

(ng/mL)

8 -
—o— 1 YXIVIy MELAFE4AE [h—T)
—e—  hFaTy MilGEE4E

6 (N=23, B + R )

0 6 12 18 24 30 36
FEH O (b

HEERE/NT A —%

HIEINT A—F BENTA—H
AUCo-36h Crax Tinax Tz
(ng + h/mL) (ng/mL) (h) (h)

TIVIy MELEBE

4E TR—1) 29.34+12.09 | 4.126+=1.569 | 1.08+0.61 | 8.67+1.39

N7 2Ty MidG§4% | 31.83+114.87 | 4.622+2.801 | 1.34%1.33 | 8.72%1.54

N=23, Bl FHMH -+ EE(R %

I3 FREIE Y N AUC, CnaxS D /8T A— 513, W OER, (ki ORI EL -

% DRI & o THRIZ D RN B B,

16.3 9%

16.3.1 7AADEVEMIRTSETORE

TLAOPE>OE MIEEHEDOEEHRILIT. 1% Un vitro, FH5E
ik THorz.®

16.3.2 7 MIVNRS F U BEMIETE TORE

t MM E W zin vitro DEEBRT, 7 MIVNAY F 2 O MIEEHE
B E1395. 6~99. 0%LL EZ2RL 72,10

16. 4 a3

@R AGHIIZ Y FLNA S F > 10mg e N40mg 2 HE#H 5 L 7z &
&, MEHICT I RSB ORI B O OKEE LK (M-1)
KO DKEEbA (M-2) O2FEENHERIN TS, M E
EMEAREHMIIM-2TH > 7=, 10

7 MVNZAZF > O EERBES IR TH D, M-1KUM-21%
CYP3A4IC X o THERT D I ENHEMNITENT NG,

16.5 HEt

16.5.1 7 AODE  BIME 5 TORE

7 LAY E 2. 5mg idbmg & @R A6FIC BERE %5 L 255
OF5#%6HH £ TORPREBEPEHRIL. WTHOHARICBNTHH
8% Tholz. X7 LOIVE 2 5mgZlIH1MAI4H M KERS L=
BEORPHM RIS GHBOH B TIRIFEFIREBICEL, 6HHELL
BED1H Y2 0 ORZECARD R AP PEERIZ6. 3~7. 45 TH o 72,12
RN 2BICUC-FEF# 7 L0 P ¥ > 15mgZz HER O 5 L -85 4.
#5120 H £ TR S HEEEDS9. 343 R, 23, 4%i3F iz Pt
N, RIPHEREDIRIARZEAETH O, FDMIZIFEDREH M ATED
5z GHEAF—%),19

2B, ZhosREWTII7T L0 E 2 L0 <SIEEEMIRD 5N
TN

16.5.2 7 MIVNRS F U BEMIEE TORE

fRFERRNIZIUC-T7 BIVNAY F 2 25 L& &, BERED R+ HE
R TR (2%, FEPITRZE(IE, M-1&RUM-223Z2NZ
NEFHHEEDS. 3%, 11. 7% K 8. 2%kt > Nz, B2, UC-7 b
WWNZAH F & RAnize ME e TIE. &5 SN2 iEe
DA3. 7T~T70. 2% HVT I HEME X 31, RERDIENITM-1. M-2K%
UM-20 7 )V 7 0 > B G ARDE & S 417z, 202D, 22)

16.6 HEDEREFTHEE

16.6. 1 BipeclEERE

EHERE IE H 80 S OB RERS B #1161 Y B ILNA S F > 10mg % 1
H1E4HBXERG LZEE, BEEREDZ. 7 NUNZAYF O
S MRNENREIC B2 RIF S e o7z BHEANT—%) .2

16.6.2 FFfREREEEE

(1) Z7AODE EMRE TORE

2 (Childsr48EA, B) 5HIIC7 A0 P E 2 2. 5mg % HE#% 5 L
TohEE, R AICE L, BET2RRS O MR EENEZIC LA L.,
Ti/2. AUCo-wold 0@l 2R LN A B AIIRED s isho 72,29
[9. 3. 2&:1¢]

(2) 7 MIVNREGF B TORE

T FERR A K O A 35851312 7 FLNZA S F > 10mg %1 H1[E]
UAMRERS Lz &, ATREZ B Tl R A X TChild-
Pugh AH# K (*Child-Pugh BEEFICHB W T, Cnax CIZZFNENS. 5
& K T4, 4fZ, AUCo-2an TIEFNZT 4. 4E I 9. 8fZ DM, Tinax
TIRWTN B/ 20EMNED SNNTAIFE A EBL L N>
Jzo Fiz. MEREICHT BEMEEN L2 AEAT—
&), 2 [2.2, 9.3.1. 9.3.3%H]

16.6.3 SthE

M) 7AADPEBEMIEETO/MIE

e e IR AR 6B CEIFAEIRTI. T5%) 17 40P E > 5mg % B,
FU8H MR G LR, SFEBEE (F1922. 35%) kL,
Cmaxe AUCo-asnldH BICHEZ/R LD, TipllBEERRD SN
Mol [9. 8]

(2) 7 BIVNRS T BEMIEE TORIE

RS (66~735%) 66 M UVEFEE (20~225%) 641iC. 7 ML
INA G F 2 10mg 2 ZE MR BRI 5 U 7z /8, Sl 36 R I
RTCCrmaxX CAUCo-col TAI2FEITIIM U 7223, TimaxX U120 13780
5NN [9.8%H]

16.8 ZDfth

(FRIVIy FEREEIB =71

TINVIy FEAEHELE Th—T7)1 & 7YV Iy A SE4E
[h—7) ZfEERAIE L& &, WHEHRERS SN, &
S I G VA= A PR

17. ERERRRIE
17.1 BERVORESME(CET 55
17.1.1 BHVE MARGEER

e IMUEAE & @M IE 2 0F 56 L T 2 RE 166001 2 1R & U e —E G
IZBWT, 7L07E2ETY MIVNZAYTF O S (5mg+10mg.
5mg+20mg. 5mg+40mg, 5mg+80mg. 10mg+10mg, 10mg+20mg.
10mg+40mg. 10mg+80mg) ™ &7 A0 VB S (5mg. 10mg) X
137 RIVNAS F 2 BEMES 10mg. 20mg. 40mg. 80mg) % ikl
Joo 581K DSBPREEMER K UOLDL-CIK FERIZLL T O EBVTH D,
TLAOPE KDY MVNAY F 2 a2HRESG LEHRE TS, 74008
> OSBPREMER K'Y NVNA S F > OLDL-CIK TR M bR ki &
R5EIBD NI o T,

7 NVNZAZF 27 A0 P E > OSBPRIEIERIC F T HE

7 RIVNAZ F >
Omg | 10mg | 20mg | 40mg | 80mg

INT A —5 [fEHT

7 s FgZ bR (mmHg) -12.6 | -13.6 | -15.3 | -12.8 | -12.6
mg

4 yaOvE HEsE0E | - | -L0 | 27 | 0.2 | 0.1

z VL (mmHg) -16.5| -15.9 | -16.0 | -16.5 | -17.5

N 10mg - .

> FLOVEHMEEEDE | - | 0.6 | 0.5 | 0.0 | 1.1

7 AOVE ST MLNAS F > OLDL-CIE I KT T %

7 RIVNAZ F >
10mg | 20mg | 40mg | 80mg

INT A= [fEHT

Omg | THEZEHE @) -33.5 | -39.5 | -43.1 | -47.0
Z s T LR (9 -39.0 | -42.2 | -44.9 | -48.2
mg N
5 7 MVRAYF RS EDE | 5.5 | 2.8 | -L.8 | -1.2
S TR () -36.6 | -38.6 | -43.2 | -49.2
< | 10mg - —
T RIVNAY F 2B H & D% -3.2 | 09 | -0.2 | -2.2

) 7 MUVNZY F 2 OEPNRBHARIZ. &30 A5 0—)VififE TIE1H20mg £ T,

FiethE a1 L 2 7 0—)ViidE T3l H40mgE TTH %,

BIERORBRIZ. 7 MINZAYF 8 (185 KO TIwREE A7) &
LT, 700VE2+7 MUNZAYF UBKROT AOPE > #TI0%E
Emholzit TAQYES+T MUNAYF R Q9% &7L00E>
B QD) ORBRIFABRETHOZ, TLAOAPES+T NVNZYF U #
TROSNIZEREWERL. REMERE G 1%, 5 (3.6%). FEitD
T (2.1%) KO r-GTP#N (1.8%) Th-orz GHEAT—F).2

(S MEAE)

17.1.2 ERNEERER

BRI T DA% (TRKE BAk) 1385.5% (503/588%1) TH -7z,
Kz, BREEZMNED &MEREITE U TIE80. 0% (28/3561), HfE @ MLFIEIC
KU TIE88. 9% B/9f) DERHEERL I, D~

17.1.3 EWE DHEFER

Y LAOPE > E L TomgZ L H1EISEM 5412, I0HE T2 140mmHg
VL EZIRTEREFF 228270 T, 7 A4O0PE > & L T1I0mgXi3smgZ
1A1ESHER G Uz & E OIEEMED =2 T4 > 6 OB{LEDF
fEld, 10mghtT13. 7mmHgDE R, 5mght 7. 0ommHgDX FCTH V. Mgt
MK HBIRZED A S NI,



RRA MR 25 ORERORBRIZ, Smeht TIE3. 9% (6/15461) i,
10mgRETIZ9. 9% (15/15141) IZFED BNz, mAR (10mg) HGEFCIRE
NEVWEETED 5N, 10mghtT3. 3% TH > /=

IHIT, MkFiEr e U TEBL - RGBTy A0 E > & L T10mg
Z1H1ENEE U Co2AME 5 U, IHEHIEDR—Z 1 > h b D%
(LEOFMEIL, 15 6mmHgDIK F 2R L7=.% [11. 28]

(&L AFO—)VIE)

17.1.4 EWEERE T 4855

Tl UE R 24301 2t 51T, 7 RVNA S F > 21 H1ES BR1 208/ 5
L= o MG EESEER O AR KONRE R R Vet 24/ E (2. 5mg,
5mg. 10mgXi320mg) 12K 2 “HEMRBMEIRIC KD FERL 2. 7 M)
INAZ F25~20mgZ1H1[ES B%ICIE G LB O Mg MO 2R K&
a3 L A7 0—)1<220mg/dLE 725 F-EFOEE Il AFo—)b
<220mg/dL#|&). LDL-3 L A5 a—)L<150mg/dL& 755 - 5Efl D E &
(LDL-a L 25 0—)1<150mg/dLEE) X RO D Th 5.

JA R % ¥warzxso—)y | hUZUtU K | HDL-aLZA5Oo—)b
(mg) %) [€5] (Amg/dL)

5 51 -25.0 -19.7 3.2

10 51 -30. 2 -16.7 5.2

20 52 -33.8 -12.0 6.1

a0 #a ()

5 51 -32.0 56. 9 74.5

10 51 -39.6 72.5 86. 3

20 52 -49.5 86.5 90. 4

BIVER R OBEEME SR E S s o RIRME R EH O RHRIITh
FN5. 0~12. 1% 033, 3~46. 65 TH V. R H L EHIHRH20mg
HTOREN SO0, HBKERIIRD s ah -/, ERRIERZ
BEAPEG] (2. 5mg, 10mg& 16, — A2 EiER2H] (2. 5mg, 20mg
£1B) Thorz, 7ad. BERFIERK CHERRAE GRS ZB ORI
W ENIEMD 72,303

(RS 3L A70—)VIEE)

17.1.5 FEMSIVATFO-/)VIEEEATOMNKRER @A)

KR L 27 0—)VIIEN T OEEREBE24FICT MUY F >
10mgZSEKIE L. D%, SEREIMEIC20mg. 40mg &l UMET L7z,
ZOFER, 10mgfk MM0mg TR I L A7 0—)UIZTNZF-31. 8% -41. 1%,
LDL-O L 257 0—)UIZTNZN-37. 7% -48. 3% LK F LBEBIENE SN
7zo EWEFNE16. 7% (4/2401), BEEMEMNEE S 0D - I R A I RE
BENIAL 7% (10/244) 1[ZFBH SNz, FRRFEWERIZ. dREEMEM - #E @
#) Tholz. 2B, EELRINEHKOERREHERELEB ORI
SN T, 39), 40)

17.1.6 FEMSILVRATFO—-/VIEEEREMRZER (ERN)

LDL-7 7 = L —3 2 &7 L T A FEEEFE I L 27 0—)VEREEE
REBEIFIC, 7 FILNAS F > 10mg# SRS L. ZD%20mg (8iF
). 40mg (8~20iH) ~EWiHLE L. TOMRE, 6HITRIL T
O—)L 7531 4~-4, 9%, LDL-J L A5 0—)L7A8-39. 3~-4. 6% K F L 7=,
D3 TIFHR T L AT O — )L 2~15. 2%, IDL-O L A5 0— )13, 1~
11 8k &N L 7z, K FAGRD SNIERID S BABITIEY MIVNZAY F
P SRNC2KILL R 2P U -3k S IFIEREE ORI L 2 70— )L R T
LDL-a L 257 0—)UE R0 6N /z. BHERIZIL 1% 1/961). Bk
MEE S NBD D R E MR EEENI44. 4% @/9F]) IR 5. H
ERZ. BFLON (&) Thorz, b, HEERBIWERN K CHERRERE
REEBHOREIZD s Eho 2,0

18. EESHEIE

18.1 etk

18.1.1 7 A0 P E VI3 OREAAKFIE TV D LT v > FIVIT
BRICHEA L., MiRNANDCa2TDRAZBLEIEELZ EITXD,
T LRI O G H I &2, Lo AEHEROR
HISBHRTHO., N TH D, T2, OIHIEMIZEE<. mE R
WEENED LN TN D, 42.43).49

18.1.2 7 MUNAZF R MEH oL A5 0—) BZ2HfidT 2 EE
i &% T b 2 ik O HMG-CoAig JoBt 3 2 8 IR D & I BHE L.
7 NMVNZEF 2 ERBEOEEEZA T 2@ E LB, HiED
IV ATFO—=)VERENHIT D, TR, 7 NMVINZAY F ZHF
g DLDLZ SR Z M8, NDOUREASWEZNFHITSZ &I
FomblgEEZ KR TSI E S, £/2. 7 MIUNZAYFidmblgE
BREZWE LT, 3L AT 0—)VIMEICLE D BIIREE(L O FEE 2 40
%'JTE)G%)

18.2 7AOCEDOBEER
HHEEMEHREET TV (EMEBRRBET v b, BE&GLES v
b X) IBWTYLABYE VIHLIEERGIZ K O FEE 7 E I
AN 5. 200 M OEFHR 512 & > THItEZ AL Ui o 72,40

18.3 7AOPE OEMEICHS LIMEREENDER
BHEZMEDahlS v MY 40P E > 210N LGRS 35 2
k0. i eES mE LR R OBEEESROAKIEE. 71 T
U D ILESOMERENIIH SNz, METBREGMES v M
7 AOPE >3mg/kg/H 2 BRTGEMERKXEGTZ I &Ik,
JE EF OMH K OIEMNRNDBD 5Nz, £z LHOEHEL, B
OEFEVEBIIRA. REREEBEALE, RMEZEHEOREDHE S
5 I X 17z, 40 48)

18.4 7 AQPE Y DHIKLEEER
T LAOPE T Y OIS BN T, fEi/ R OO RS
ERZRRZRER. 74008 258 Tl BT b T0 I
hoEENEES N, HERNCa2 T & MK S Nz, MW
ATPEKR UG L7 F U Y BEOEE B EES N, O EEERN
RENTZ
F O IMRHEF R DRI B W T, E=Rdp/dtk O EEIGEHERE T
L. DABEEEESHD L 72,50

18.5 7 FMILNR&F DAL RTFA—IILEaEINEIER
b S Sk HepG2MIlRIc B W T, 7V MIUNAYFEdL R
T 00— )L DB R O H RS T & 5 HMG-CoAiZ el 5 2 iR
N DOBAINICHEL., BN S 0L A 70—V &Rz IREKRE
PNCHIHI U7z BIZT BIUNZ Y FRO#K5ICED. v hD
POl 25 0—)L&lREEEE il U TE<MH L 72,552

18.6 SEEMEET INEMICHIFTE7 MIVNNRSYF U DIREETER

18.6.1 AL RXFO—JULETER
JLATFO—)VEMYSFERILATO-)VEMIZTHIZBN
T. 7 RIUNZEZFEgO¥GICE0MERIL 250 —-) ) E%z
BFIE5&EEHIZ, LDL-3 L A7 0—)VE L U 7 RBE 2%
Tz, LDLZRARIEY AR VCWHHLY HFIZBNT, 7 b
JVNAZ F AZMER L A 570 —))VE KR OLDL-a L 2 50— )U{#
2R TS H /2,53~

18.6.2 fUS ULV METER
AL ZAFO0—)VEBMIZTY RO afianmes sy 70y RfE
Ty MIBWT, 7 RINZYF 2 RImh b 70t ) REZET
XH7, 54), 57)

18. 7 BhAREE(LEERHNFIVER
IV AT O0—=)VEARNEGET Y FRUOWHHLY B FIZBNWT, 7
RIVNZE F 3 EIRE R AER R CmMEREIL A 70—V & &
ZEF 87,5959

18.8 EBMDOEEIER
Sy hFIZ7OY—ACBWT, E MBI ERBMTH DT I
REEAMBED XY U BROIMLOKBILK (M-1) KA DKE(L
K (M-2) 3. 7 MIUNZY F 2 EFRFEEDOHMG-CoAiR Tt #H
EEEERL 2.0

18.9 UREARBICHT S1EH
HepG2fiICB W T, 7 RIUNZZF UIdMIENI L ATF0—)L&
BZEERTIE2EEHIC. IFLDLZAAmRNAFH & & CHFLDLZ
FREEE NS, 7RBRWEKRO N 71Ut RpikEE(R
Tz, EEBILEY MIZBWT, 7 MUVNZAYF IEIHFLDLE
BAKIEEZBEMEE 2 & & 52, VLDL-7 RBOWEEZEK TS &
oo AVATO=)VAMIZTHZIZBWVWT, 7 MINZFYF X
VLDL-7 RBREAHE 2K FE&/2, LDLZAFRRETTZAICBN
T, ZRIUVNZAZF RV ATO0—=)V 3 lEEZK TSI 7z,
akiAamm s Uty RIES v MZBWT, 7 MIUNZAYF
ERUZ R RPUWGEREE &K T X/, 559,57, 59, 60),60)

19. HIMESICHT SELFHMEA
19.1 7A02E
B

o] O<__CH: ’
e s U SOsH
0 H o .
e
©/ QON AL LIUTIN

—f4 7 AP E S NYILEEN (Amlodipine Besilate)

{b%%44 : 3-Ethyl 5-methyl (4RS) -2~ [ (2-aminoethoxy) methyl] -4~
(2-chlorophenyl) -6-methyl-1, 4-dihydropyridine-3, 5-
dicarboxylate monobenzenesulfonate

737X CooHasCIN20s + CeHgO3S

4y T8 1 567.05

PR A~ AORKEEOM KR TH D, AY /) —IVITET
RT<, IF =)L (99.5) IZRREFIic< <., KITET
IZ< W, A% ) —)LEIR (1—-100) 1 IFEetEz RS mu,

Al R H198°C (4 R)

o ~_-NH2



19.2 7 MIVLINREF >
Mt 1 .
HsC CHs
0 H OHH OH
N N > > CO2

— Wt T NIVNAE F IV LoKFI

Ca®t - 3H20

H —
F

(Atorvastatin Calcium Hydrate)

{24 : Monocalcium bis{ (3R, 5R)-7-[2- (4-fluorophenyl) -5- (1-
methylethyl) -3-phenyl-4- (phenylcarbamoyl) -1 H -pyrrol-
1-yl] -3, 5-dihydroxyheptanoate} trihydrate

5 F3L ¢ CesHesCaF2N4O1o - 3H20

s F& 0 1209. 39

R A~ RO RIEOM R TH D, AY / —)VITHD

22.

THETFRT <, PAFIVZIHRF L RIET T, KX
3Ty /=)l (99.5) IZHD TEFIZ< W, HITXoT
WAICEAA LD, HBRZEIRD SN D,

AR

(FRITy bEETERIE Th—7D

100%E [10$£X10 : PTP,

FCIRPRREAT S R RFIA D]

(FRIVIy hEEETR2E Th—71)

1008 [10$£X10 : PTP,

FLIRR AR AT E R FHIA D]

(FRIITy bEETRIE Th—7D

1008 [104#X10 : PTP,
5008 [108EX50 : PTP,
1408 [14&X10 : PTP,

FCIRRRE AT S AR FEFIA D]
FUIRR R AT S R FHIA D]
FCIRPRRERT E R RAIA D ]

(TRIVIy bEEETR4E Th—71)

100%¢ [10$g%10 : PTP,
5008¢ [104EX50 : PTP,
140%¢ [148£X10 : PTP,
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