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2. 22 (ROEBECIEFERSULEWVWT E)

2.1 BAEIDO RS UIBBORE D BEFERE D » 2 BE

2.2 HELIHEREDH 2 BE M UIFKESERLTWVS
EEZONBDUTOLS 2 BE
SRR, BEFXOSMEEE, FEE. FE. &8
[9.3.1. 9.3.3. 16.6.2 =#]

23 IR EIR L TV B ATREM: D B 5 4otk R O LR
[9.5. 9.6 ]

2.4 > 7a AR VEEZESFOERE [10.1. 16.7.2 ]

3. #BAK - MK

3.1 #8m

H7E 44

O 2—+ v FRASLD [0 2A—+¥ v FeEA§EHD

BRI

I¥FIT/
AAERS TANAYFUHLY YL

Pap=

10mg/2.6mg (1 AN A |10mg/5.2mg (2 AN A
Y F L1 T72.5mg) % F &L T5mg)

NI

AR, ERELao—2x, KRy, YOz
ANVAT—=ZF MY T L, TTYILEREFNY Y
Ly ATFTIV VBT 70, D-v = =),
EBHEL FoF> ol )lu—2Z, & Ro
Fy oo —2R

3.2 RHEIOMRK

%]

OZA—+t v FEAHLD [0 2A—+F v F*EA§EHD
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Rl
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37 850

4. SHREX SR
FIVRFO—-)VIME. RS L A5 0—)VIE

5. PREN IFRRICEDET DF=

5.1 AAlZ&E3 L AT 0 —)VIEE, FEESI VAT a—)VIIE
DBEBEOE—RINE L LTHWEWT &,

52 BHORNCH A AaBmEEERK L. B3IV ATO0—)VIME, R
BEHESEIVATO—VIETH 5 2 & 2R LIz ETAFIO
WHEERBTHI &,

5.3 R EBSFEREES L A5 0 — VILEICOWTIE, LDL
77z L=V AHOEEYBEEORMBIE LT, HH0IEZEN

DIGBEDERARELRIGE AR OBHZEET S &,

6. BiENUHE
BHEH RAICRIAIELIE (Z¥FI7/ 0ANZYF &L
T10mg/2.5mgXix10mg/5mg) #BHIEIRSET 5.

7. BENUHAEICAET FR

7ZAUTROIEFITETUANRAYF VU ANY T LORERTH
BE2lTx. BEBIIAROERZEET A L,
IEF=T
EHE. BRAIIEIEF I 7E LT1EI10mg% 1 H1R&#ZED
#5932, B, Fip, EBRICKVEEBET 5.
OZANRIFVAIYD L
HWH. RACIZOZANZAY F & LTIHIER.5mgk D #%5
2T 5H. BHICLDLI L AT 0 —)UEZETESE 5%
ENH BG5S Mg L DFREERIBLTH LWV, B, F
iy - AERIC K DEEIER L, 5Bk 5V IdEER. 48
DIBEICLDLa L AT 0 — )UEDK AR T3 2 5E 101, W
WIOmgE CHBTE %, 10mgaH5 L THLDLIL AT
O — JUEDRTA 53T, RKEEREI VAT 0 —)VIE
BEZEOEFERZFICRD, SoICHEETEZ LD, 1HERK
20mgETET B,

72HAELT, TEFITI0MEgR VT ANAYF > ELT
25mgEHALTVRAEHE. HDVIZTANRYFELT
2.5mgEEA LHRA+S2HEIC, RFILD (Z¥F3I7/
TANAYF e LT10mg/2.5mg) OHWHEBET 2 &

73FAE LT, TEF I 710mgkUuaANZYF & LT
SmgEMFALTVWAHE. H2VIFTANAYF L ELT
SmgNET¥F I T / UANAYF &L T10mg/2.5mg%
A LHRA T3 2BEIC, AFHD (Z€F3I7 /02N
A& F &L T10mg/5mg) DEHEMETT 2 &

74 2 V7F=r2 U752 AHN30mL/min/1.73m*KiE 0 BE
ICHANAYF VAN T LEEGT HEEITIE. O AN
FFreLT25mglEEzBL. 1HEAKREGEIZD
ANAREF L T5mgEd %, [9.2.1, 9.2.2, 16.6.1 &
M ]

75 RICOANAY F 2 & LT20mgl GREICHE WL TIZEMAEIC
HENPHODNDIZBENND . RENCOUANZAY F %38
MUKBES., O ZANZAY F 2 & LT20mgk S5 ia% 128
FTOBIZER, AiClE, ZhlBEIERK (FEICL1E
%) CERERELZITORE., BIgEz+HICITS &,
[9.2.1. 9.2.2, 16.6.1 &&]

8. EERERNEE

8.1 K#Z. T¥FIT10mgE T ANZAYF > &L T2.5mgdh
HZVIESMgEDEERITH D, TEXFITETANRY F
WADORWERABNREIRT 2BFNAH 570, BUIAF OMFE
HzEBHTHZ &, [11. 3]

825 LOEILVATU— VIEREORKRTH 5 BAHEE
T, BIGEFREC, BINE - BUEZE OB mEERD
VAT T 775 —DBEHEL+ITERT S &,

&3&5¢1m¢%§@%i%m T L. BEICHT B RIGH

EOOSNLEWIEEICIZERS2hIET S &,

&4nxnx&%/$%&5#6$%mmwUﬁiﬁuﬁ%%
BEE2THTE, £y OANRYF U OHEERI2EEZ TOR
GIRAL AIC1EL FNDBEEEHN CEEICIEE) IS
HMEZITY L, [11.1.6 2]

8.5 M/MRIBAAH5bNB I ENHHDT. MBHRELZDBE
ZHAIATH &, [11.1.7 ]

8.6 HURIFFSAEMK NAE. FAEMMHO S HEHREE, BESA2, B
REOBEBOGH. MEREICELEL 52 5EFORHE

_amglk;bm%mr%zbfmé% . FEERO



B, ER OV D BEZFEERELR D Ei L7z ETARFITO
HEEEET AT L,

87 I X¥FITET7 47— FREFOHAICEEL T, HHAR
BAORoNTWD, AT 2551 BHAEZ EDORIEHO
HPICERT L&, 74 75— bREFITIIEITADaL
AT u—)VHtE NS Y. BAERSA6N5Z E5H 5.
IEFITRAXTHOSHITHO IV AT - VEBED L
APFRESNTWVS, [15.1.1. 15.2 BI#]

Q. ENERZRITDEEICHTIER
9.1 BHHE - BEEEDH2EE
9.1.1 BRIREE
IYXF I T TIREERIED LRSHESIN TV S,
TEIEREREN D S HNP TV EDRED BB LUTDEE
EORIR B RE K RE D B
CBEROBEER (BYA MO 7 4 —%) XEZFORKEE
DH5HEE
- EHFHEOHBEOREROD 5 EE
s P a— )L hEEE
O ANAY F 2 TRENFRBEI S S bhedT nED
WEPDH 5,
%9.1.3 EEMHEIEN G ZDEIEREDG 2 ESE
HEMEIE (RHE., 258) »PEAIEHEHKT ST
ENRDH B, [11.1.10 2HR]
9.2 BikseEERE
9.2.1 EENBEZENHDEE
OANAYF U OMPRENEL B2BETNDDH 5,
[7.4. 7.5, 16.6.1 Z:H&]
BEEXIFZDEFEDSHDEE
T ANRY F v ORI O WM EH 0% < PAEHEE
BEZETHIEBETHD. £7/-. BTHBBEICE->T
B BREBILSD SDONDEZ DS, (7.4, 7.5,
16.6.1 2]
BEERBEEEEDH2EE
KEIE T4 75— b REH2HHAT 25121, BEELE
RLEEBLEVEHSNAIEFICOAHATEIIE. &
W BERREEZ S BRHRMBEN L oD T 1,
PUEBTHATLIHEEICIE. THNICERERESS
EiE L. BEER R, K o%#. CKER.
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FREDBHEDELZEBDIBEARES RS 2L
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9.3 FHikaeE=EEE
9.3.1 EERITHAEEEDH S EENUFKENMETLTWVLD
EEZSNBDUTDELSRBRESE
SUERFR. IEMFROSMIEE, FEZE. . &8
BELIZWIZE, INHDOEBRETIE, OANRYF D
MPEES LRI E2BZFZNNH B, £iz. OANZAY F
VIREICHBICAALTERT 50T, FEELZELLS
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WROBWERPH o5 bNBZENHEHDT, BEEZ+D5ITiT0.

BENROONTGEEICEREZHRIET 54 E#@U) 2 0E %17

HZ &, [8.1 2IE]

11.1 EXGEWER

11.1.1 BEE (BHEAHH)
TFI747F > —, MEFE. BZ2E5TRBIERS
S5biizEDWENDH S,

11.1.2 SRAIHE SEERI)

11.1.3 HEUEHRARE (SEERER)
AR, BT, CKER., M RSRPIAF 7oy b
FAERBMET AMBMBELS D 5 bh, AlSRES
DEELREBBENSHSDNEIENHADT, TDLD
G HICIZESICEREERIET S L,

11.1.4 SHINF— (BHERE)
IRE 2 R BE R NIECEHLZCKO LA H 5D
NG EIEBEZFRIET A2 &,

11.1.5 BENTEHEFEMS 4 /VF — GEEARH)
O ANAY F o FRERIGEMHR . CKEfE. RAE%Z 4
b WIHHEDOEIE, FiIHMG-CoAETTHEFE (HMGCR)
PR IG S 2 M e T 5 RBNEEIEH: I A 8F — 2
Hobh, BEFILEZLFRTIF2PRESNTVREOD
T, BEOREZ+ICBRTLHI L, B, LENH
AR EICE D WEDN AN EDREF VD 5,

11.1.6 FFX. FHSEEEE. &E (LWINLHEERH)
P26, AST. ALTD_ER% %05 IFHaERE, ®ED
5bNbTENHS. (8.4 BH]

11.1.7 MU (BEEEANHA)
[8.5 ]



11.1.8 B MR (SHEAH)
REIRESTH->TH. FEB MM, FFIRRE, HoEXHRsR
WENROONBEICEKREG2ZHIEL. BIBRLERL

EVAIOBREGEDHEN R NEZITI &
11.1.9 RitHEEE (SHEAH)

VU Ji o> A HE SRR

LUONBEORERE. K\, H50

BB T EORMRERENHSDNEI LD 5.
*11.1.10 EEFHEIE GHEAH)
HIEMEE (R, 25%8) PREXIIELT 22
ENDH B, [9.1.3 2]

11.2 ZOtOEIER

WHBALZWASBERE2HRTHET 2 X5 10TV
YENRTWZRWD Y, [8.7 BH]

15.1.2 5 CBVWT, G ANZAY F U 2E&THMG-CoARITE:
HIHERFRESETOBRETE., BREBEDY A7V E
Mol DMENH S,

15.2 FEEREREBRICE D < &R
4 XTIE¥FI7 (0.03mg/kg/HLIE) D1 » ARSI &
D, BEOSHEFI L ATFa— VEBEFK2~3EHEMLI-ED
WENDH B Lh L. 300mg/kg/HEA RIC125 ARRS
LTHHEADZWVIIH - HERNOEZEIIA NP7,
v R 2BAMEFSE (Smg/kg/H) LTHHEOSHEHTIL A

1% E | 1%FiE 56 R B TH—IVREANOHBIA SN ED 2729, [8.7 BHE]
YLRE K OV T2, OREAIL R o .
i gl 16. FBE
: = = = = 16.1 MoREE
Tl 'aEﬁ : iﬁgﬁgi“’é“‘ 0 16.1.1 MRS IEER
a [RERABIIC, 2200 (L1761) ® RORE (1200) (<A 15E
TR E BIS (LUn, &S, S (T£F 37/ BANRASF > & LT10mg/5mg) LERAMROT
?%%fm?\ SERKEE . BH ¥F3I7 (10mg 158) ROTANZYF> (5mg 158) DA%
A FEEOFV PRATZ O ZAF —N—EIC K ORORS Lz, D ROARR
DEREE G, BE ARG Lz EEQIYF I 7, T¥F I 7THEHRTE R
= - T . NAGF 2 DEMBIE ST A — 5 ERIOEBYTHY, KAILF
MR R ‘Eggﬁﬁﬁégb; FAROIET I TRUTANRY F > OBAIMAT, LR
% éﬁﬁﬁ(ﬁﬁ; EHATD 5N D,
KN JIL
BB, TR, Bk #1 AHI10mg/Smg % ZHEREE ORI MR 25 L 7 OIS i
2R NI =R 2 NI = 3N INTA=%
LR i EMBE ST A—5] T¥FIT  [TEFITHEHK] maNzsF
JHEE R P REENE, RHZER ZERR G
w0k |7 8 & OV R A 5, K| T LILF RS % ULES 117 117 117
bz O, WS, # PR 473 69.3 6.58
“ RS, SRS ﬁiﬁhﬁ% (4.32,5.18) | (638.753) | (6.09,7.11)
5B e R O rE. (BRI AR FRiro.
ErilpE B | SE T, g, 0 (ng-bomLi x| 764 428 54.8
] ng Eq - hr/mL) | (712 819) (397, 461) (51.1, 58.9)
BERUREREE EkRelEE. |ERY Trmax$ 3.00 1.00 4.50
—f% - 25 RE M. . . (hr) [0.50, 12.0] [0.50, 4.50] [0.50, 5.00]
KO # G E AL O FHE (BE - D) . t12 20.9 19.3 12.1
REE SR (hr) (54) (52) (38)
BE kAR ALTH .|y -GTP#|ASTH# . BUN BERES
JIF # 8 4% 2 I, HbAlc|fl. 7 3 5 — v H#ah. iES 120 120 120
R BN, e | FE R iR e 493 70.1 239
CK . |A, MrhTSHHEA, B/l | (452537 | (645,761) | (2.20,260)
R B |1 o 2 L7 = e
i b L L F Y — (ng - h/mLT X1 86.8 481 28.3
JUIEI, MAF T A b ng Eq + hr/mL*) (81.8,92.2) (448, 517) (26.3,30.4)
AT 0 ED, Trnax 450 2.50 450
EYILE N, (hr) [0.50, 12.0] [0.50, 6.00] [2.00, 12.0]
7R, I t1o 18.3 16.5 15.1
R LN R ESE (hr) (67) (48) (36)
B BIESEETIIE (95%(SEXH)
Z DAt BAEGR . . 13 TIEF ITROTANRY F
. ZHALIE TIYF I THask

) RERAHOELIRP RS 2IBEITIIT AN F 2 2BEd
5% EHEYIRNBEITO L.
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PTPEEDOHEANIPTPY — r 25D LTIRAT A2 LS
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JEARIA L, EICBEA 2B I L THERIAREDEE L &0
FE2HFET B ENDH 2.
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RNOHE) I2BWT, MEN T VA7 IF—YD LR
(R¥EME ERO3ME 282 58k L2 ER) OFRER (8
BHIRTHE) 3, 727475 — FREIEET4.5%,
IV¥FITET) T4 75— MHABT27T%TH o7z,
R, HO S WHAOFRRRKIE, 72/ 7475 —1
I T0.6%,. TX¥FITET ) 7407 5— MR
Tl7%TH->7ze CKER (HREELBOIOEEZBR5)
12OV TIE, KRBOWTNOBTLIRED LN Z» 5T,
T, I¥FITET ) T4 TS5 MHAEICBT B —
B EEBERIEE CH- 7. BB, KRBT, HEE

S RfE [FRIME, Bk fE]
B FIFaME (CV%)

16.1.2 SO E
(1) OANRIFY
R A21HIC T ANZA Y F > 10mgH) %7 0 A4 —N—ETlH
LEI14HM, FHI7TRS 2 VIR FROICEOREG L& 25, MmiE
FOANZY F U REHER TR ESEREACRAKTH D, 0 AN
F U OENFEEBREGREOEELZZT 2V EZEZ5NEY FHEA
T—%),
16.2 MRIX
16.2.1 BEOFE
TR A B ISR 10mg/5mg 2 &% I ZEERHD (R5H1IC
L1OR R BB 5% 4R £ T f) ICHERORS (144])
Lic& &, BERICEKRNTRRRETOIYF I 7 GHaak)
DCrmaxld 16%. AUCo1astiZ15%E R Ly T ANZAY F > D Craxld
62%. AUCo01astld52% TN L7210, R UEHFTOANAY F VB
Al (B SmgzBEFEOHE (146]) L7z& &, Cmaxid
67% (Z2fERE5.36ng/mL. &#1.79ng/mL). AUCo-1astl&56%
(%fgK51.0ng - hr/mL. &%#%22.4ng - hr/mL) K FL, ° N
A5 F L OBRBEICRITTREFOEEIARH EHLIL TVid),



K2 TANRYF U HHISmg & ZERTY KORKRICHEEREORS L BO
EMEREINT A=

EMHRLIST =% RS BRIES
B%L 14 14
Cmax 5.36 1.79
(ng/mL) (3.89, 7.38) (1.29, 2.49)
AUCo-ast 51.0 22.4
(ng - hr/mL) (38.2, 68.0) (16.9, 29.7)

BAEIIHATFIIE (95%FHXH)

16.2.2 £YRHF AR
(1) ORNRIF

B A B OB B 20 RN RS F > 042 HF I
20.1% (Q0%fEHEXM : 17.2%~23.4%) THo7z. T EHRA
BELTHBONEOANRYF OBV TSV ARG II T
TV ARENFNA8IKVN3.6L/hrTH D, TANRAYF VIFEIC
FFIBIC & Bk ER T HEEZ SN (BEAT—%),

16.3 1
16.3.1 IEF=J

b MIEISEML 7z & EOEAKERIE, S H-Z¥F 3 799.5% ~
99.8%. 3H-TXF I 71a&1487.8%~92.0%Td -7z, FFHAERE
EXERAEREIC L S MBEEOBAEAOHEIITD SN THNnIY,

16.3.2 ORNRIFY

b RMIERICBIF AT ANAY FOBEABERIZIEHTH D .
FEREEARTLT IV TH-1 HEAT—%),

16.4 {3
16.4.1 ITEF=T

IEFITE FIDNBICBT 20 EREEZRIC K > TEEESE
R#PTH2ITEFITREGHE (7 /) —VHKBEICETSS
Lo a yEBasE) IcR#Eshs,

A B (8fl) 12UC-T¥F I 75 E)L20mgh) % BiEFE
O#fE L& &, MBEFORBHEREICEDSTEFIT GEfad
) ROTEF I THagEodla (AUCH) 32nehnll%ky
82% (A#93%) TH- 719 WEAT—%),

16.4.2 OZANZRIFY

TR A BHEOHNCC-0 AN A Y F > 20mgh) % BERFO#E L
f2EZ A REUEBICEET 2SO ER D IIREETH
0. REFOELZNRBEWIE. N-EA FVAEKRVSS-5 27 b AT
Holz

b M MEEFITIEN-E X FIUE R O'5S-F 7 b R HRH S L7z d5,
HMG-CoABRTRABEBHAEE I T 2 N2 7 F 2 B & Fkk
OB Z/R L., MFEFIZBITS2HMG-CoAB TR EE I
THRIMOEERZDTATHHEEZLSNES HEAT—%),

16.5 Hittt
16.5.1 TEF=7
(1) BR - Bohiittt

BERA BN (861) 1I2HC-T¥F I 7H LN 20mgh % H[alkEn
B L7z & &, H5%2400 0 F T OB REHRIER T3 H1278%.
RAPIZII%TH 57219 (SHEAT—%).

BERARE (%66l ICT¥F 3710, 208, 40mg® % B[ERE
OS5 L-& &, BEBRT2EMETCOILF I T (JHadk) &L
TORFPHMFIZ0.05%KMTH D . RPBRITEF I T GEasid+
fagk) PRiRIZ8.7%~11%TH > 7219,

(2) REtohtt (BRRTIEER)

IEF I TRAESETRICHESh-05, BAMEEZIC LS5
Aaz50. —RRIX¥FI7 GEHasHk) L LTHERNRSNS
(FBIFIEER) 19,

JBEA=2— VA LLMHES v MCHUC-2X¥F I 72 BEREOR
Ul &, H5%A8KFM & TICHiM S 7z i gl it HIc
40%~63%. FRHICIZ3BETTHY . RO F FHPCHRt s h
TR 21% ~32% Tdh - 7o LS NHIZHIZ Y O+
FEBANRG Lz & & BEMATRED54% ~ 81 %W HIRIND D 5
CHEHICHRES 1717,

16.5.2 ORANRIF

fRFRRABHEOHNIHC-T AN A Y F 2 20mgh) % BERFO#E L
fe& A, ETREIEEICEFICHREE N (K990%) . FRAAETREFE
HWRIIFL0%TH > 720 oy RRCEPADRELAFFRMRI,
INTNEREGEDAIBKVT6.8% Th>7215 BHEAT—%).

16.6 BENESEEIT EE
16.6.1 BigelEEEE
(1) TEF=7

(2

=

I¥FI710mgr EEOBEBHERERE Bl 7L7F=
775> A10~29mL/min) ICBEFREOHRS Lz & &, BERA
9fl, 7V F7F=r2 Y7 F>»A>80mL/min) &L T
I¥F3I7 (GHask) ROTEF I THAKRBEOAUCICZENE
N LOMHBROLSED EAFSED 5N GHEAT—5).
ORNRIFY

HEIEE O R 5 BHREREERFICO AN Y F 2 20mgh 2#5 L
rlE, BEPOHEEOBMERERETIE. OANZAYF YD
MFTEEICNT 2HEZFIEAERD NG >, EEBE
HERERE (VL7 F=22 275> A<30mL/min/1.73m?) T
& BRI AT I EEARBGIC LR L1 BEAT—
%)e (7.4, 7.5, 9.2.1. 9.2.2 ]

16.6.2 FHREREERE

(1)

(2

=

IEF=T
I¥F3I710mgz g, PEEIEEOBEFRERERE (%
461) FH LU GBERA (8fI) ICHERROKE L&, BE, F
HEROBEEOFREREZONENIILYF I T GEadEk) o
Cmaxlds BEEAEHEXRT, 2 ZN1.165. 345 K% 04,245,
AUCIKZIhZNL4ME, 5.8FRU4.9EEL . TX¥F I TlaéaRko
Cmaxld. ZNZN1.465. 1.8 K U195, AUCIKZENZNL. 7S,
3ABRCA0EE P o 1o HEEREOBEEICRCLZEFIT
GEagk) RO YT I THaskomiErhEmsEo LR rR0 5
N7z (SHEAT—%). [9.3.2, 9.3.3 2]

ORNRIFY

Child-Pugh A (237 :5~6) &%\ xChild-Pugh B (227 :
7~9) OfFHREREREZOMHICT ZNZY F 2 10mgE) & 1H1E
14HBIREROHRSG L, Mo 2Ny F VEEZEE Lz, IF
HEBERSE B D Crnax e PAUCo-2anrl JEFERA D F 2N 1.5~ 2.11%
KU1.05~1.25TH Y. #ic. Child-Pughz a7 #8~908¥&
2B B BIMEFEREEIL, fickXTEL>7122) HEAT—%).
[2.2. 9.3.1. 9.3.3 ]

16.6.3 MERUNIEDRHE

(1

(2

=

ICF=D
I¥F3I710mgxERE (1261, &E#H65~75%%) IC1HIE10H
EREOHG L & &, JEmaxtidEE (L1, k20~ 245%) &Mk
LTI ERT T I 7HREAREBEDAUCIIK2.4E50 EANRED 5
Nz, MfEF ¥y 37 (GEadtd) BEOAUCICHS » 2 ZE1L
DN D 51222,

ORANRIFY

BHIERE. BESkE. REERRERORERRE (&80,
Ep IEEIRE 18~33. BIEO65~T73/) ICHANRY F ¥
40mg® ZBEEOHRS LEZ 5, BHEDOCuakUPAUCHIZZR
FNLEHDE2BKUVIL%TH 57z £z, EEEHE DCrnax e O
AUCoZFNZNEHED112% K% T106%TH Y, K ERIEE %
HEEDIMBOEBII L VWEEZZ5NED BHEAT—%).

16.7 ZHEE(ER
16.7.1 IEF=J

(1

(2

-

(3

=

(4)

(5

=

F T OLPASOBERRNDEE

BERA (1261) ZxHE LT, T¥F I 720mg® &&H@EF L
U LPASOBRROEE L 2 REMLHEEREZMHA L L&,
CYP1A2. CYP2C8/9. CYP2D6&U'CYP3A4EM, I IIN-7
TFILET VAT 2T —EEEANOEEIRD NP -57212 (4
EAT—%).

J1/7475—NEDEEER

BRA (8. LDLI L AT H—)L{E=130mg/dL) ZxREL T,
7x)7475—1h200mg (1H1E) &x¥F3710mg (1H1E)
EHALLEE, MEDIEF I THRAEEE DO Cna X CAUCIEZ
NENL7TEROLSE LR LD, BREE®KOD 2D TIER
Polce 72) 7477 = NOEYBEICKITTIEF I TOHER
RBHENEP-122 (HEAT—5).

Y IORRY VHEIEDEEER

VTP FZy )T Iy AA50mL/minz#@i. o, —EHAE
(75~150mg 1H2[E) 0> Z7a xR v 8E2IRAPOEBHEEE
(8f) ez E¥FI710mgEHEHRE LI &&, BRI ¥FIT Gk
TG ER+HaEE) OAUCIHERRA &L TR3.4EE %R L
723, BlORERT, EEOERERED-OEBHELITL., 71
2R VEE R ETEROEAIC X 5B 2Z T TLzBE (14
JULFPF=rZYT I 13.2mL/min) ICTE¥F I 710mgz #
5 L&, BIXFIT (GHadh+Hadalk) OAUCIHIER
BRAEHE L TRI2EEEZR U200, BERA (126]) 205Re
LT, T¥F3I720mg? (IH1ES8HR) n#E7HEICY 70 A
AV VEFN00mgZE BERO#KSG L& &, MkFT7a xR v
HEEOCnaRUAUCIEY 70 2R VBMGS E B L TZ2hEh
10% KU 15% LR L7220 (SHEAT—%).
JVAFSIVICLDHE

BRA (8l LDLaL 25 a—)L{f=130mg/dL) Zx%E LT,
JVAFF3Iv4g (1H2[E) €5 3I710mg (1H1E) %HtH
Lize&, M¥EPIEFI7 GEagHh) ROTLF I TaahE
EDOAUCIKZNZNIL/SKRUL/2ITE TR L28 JEATF—%),
[10.2 Z1H]

ZDthDEYBEFHIEEER

B EERICET 2R T, TEFIT10mgETLT 7 >V,
VXYY, BIOEEE (ZFZLVIATIA—L, LRI LY
Z ML) ZHALEER. Che0EMBRAOZEIRD SN
Bh ot YAFYYEIYF I T10mga M LR, T¥F 3
TONAFTRATEY F 4 T H2HEBEIRO SN o7212,
HIEEAl KBTIV I =T L EKBIL 2o L2ER) &I¥
FIT10mgz ALz EE, MEPIELF I THRAFEE D Cnax
WEHIB0%MET L7225, AUCADEEIIRD SNz -7229 (SHEA
F—%)

16.7.2 ORANZRIFY

(1)

falld]

WA A2 0 ZANRY F 2 ERBHARG LGS, BANAYF
D Cmax& FAUCo- & ZNZN50% K% V46%F TETR L7zA5, g AN
A5 F VG % 2RI HIEER 2% 5 L5 81213. O ANAY F
D Crax AUCold Z N ZNIEPFRRED84% K V78% T & - 7230)
FEAT—%). [10.2 2]



(2) yoOozxRRU>
YIUARY) VEEESNTVWALEBHEEZICOANZY F 2 %
RS Lz &, OANZY F ¥ DCrax e AUCo-24nrlE BEEAR
NCHMTRERSG L & EICHRTENZN0.665 R V7. 115 LR
L7z WHEAT—%)e BANZEF VIZOATPIB1 24 L CATHEIC
HOAEN, PIVORAR) VIEZOMDAAZHET S EICE-
Ty UANRY FUOMEFREEZEMNSE2LEEZZ 6N TS,
[2.4. 10.1 ]
L7409
FLT 470V (KFFRER) Ea2ANAYF 2 2HAKE Lz &
&, OANZAY F 2 DCnax X FAUCoUEFNZN2.2115 K T].881%
WL EAT—%). BANZYF VIZOATPIBLENA LT
FHICEDIAZ N, FLT7 4 70V NVIEZOMYAAZHET S &
ICE> T, UANRY FrOMEEFREZEMSE2EEZ2 6N TV
y%
ZDMDFH
T ZNAE F > DIRPNETREIC }213 9 PASOMHER DB % RiTd 5 7=
Wi, 7NLaF V=33 (CYP2COKUCYP2CIODHEA]) . 4 k
aF =3 4 hF5aFV =B KUY 2avA 30 (PE
CYP3A4KUPHEHOHER]) & oftAREEEKLZ». HS
PEMBAEERERO N EP -7 (HEAT—%),
TL7 7Y 3 (CYP2CORUCYP3A4DEE) H5HVIEYITF
238 OIFNEIREICRIT T B ZMET LAY, Y RREEEIER
ERDHoNLro7e BHEAT—4),
CYP3A4FEMEH OB MA M T 272010, RIEEE S OHHR
BeEELLEN, TFILIA NS VA — I MmEgEREEICED X
ABNT. TANAYF VIZCYP3A4IIH T HFEEAZ RS 20
EEZ NI NEAT—%).
(5) in vitrostE
b MEBEFFAIRE 2 WV Sin vitroilBRIC B W TN-E X F LA A ER
L7z, ZORBMEEIIIEE IR TH o720 oo N-FiAF AL
159 % E4P4509 FHEIZCYP2COK U'CYP2CI9TH > /-0 B
ANAZF > (50uM) I2&BHP450 (CYPIA2. CYP2CO.
CYP2C19, CYP2D6. CYP2E1RU'CYP3A4) EHEDHERIT
10%LLRTd - 7240,

(3)

“

z

) AFOERRSNZHEROCHBIXIALELE (ZT¥F3I7 /022 ¥
F> & LT10mg/2.5mgXix10mg/5mg) % &HICRIRETH 5.

17. ERPRALHE

17.1 BERURLECEY 555

17.1.1 ERE M E_S5REHER
HAAEI VAT 0 — VIMERZE321H 2RI, TE¥FIT
10mg. HANZRYF>2.5mg. HANAYF»5mg, TXFIT
10mg& T ANAY F 2 2.5mghtf#S . XIETEF I 710mge
O ANA% F > 5mghtAE SOV N2 1 H1[E 1 28MES L7z
ERIZLTOEBDTH o7,
R=ZAF54 YHP5DLDLIVATFH—LE{LRICBWVWT, TE¥F
I710mge u ANRY F 2 2.5mgf ARSI TS I 710mgk
VHANAY F 2 2.5mgDERAHS L O, TX¥F I 710mge
U ANAY F 5mght S IETEF I 710mglk ' u AN Y F
> SmgDE ARG L OMIC, ARENRD 5Nz,

£ WIVATU—VIMERFEZNRE LENH_—EEMREEHABROSER
(LDLa LV Ax5ua—))

B EZ10mg|RS2.5mg| RSSmg El%sg?;lngg Elescs)Ei
B 35 72 71 71 72
R=2AFA >~ 162.6 | 1645 | 1633 | 160.6 | 166.6
(mg/dL) +233 | 224 | £23.0 | £22.7 | 223
BARFHAM 1 238 1347 | 101.5 | 882 76.9 69.7
(mg/dL) +21.2 | £22.6 | £19.2 | +21.1 | £25.9
-187 | -39.8 | -47.2 | -546 | -60.5
(-21.9, | (-42.0, | (-49.4, | (-56.9, | (-62.8,
-15.5) | -37.5) | -44.9) | -52.3) | -58.2)
-35.9% | -41.8%
vs.EZ10mg| — - - (-39.9, | (-45.8,
= -32.0) | -37.9)
b | B -14.8%
® | M |vs.RS2.5mg| — - - (-18.0, -
(%) | 2 -11.6)
T -13.3%
vs.RS5mg - - - - (-16.6,
-10.1)

EZ: Z¥FI7. RS: UANRYF

R=AF A ¥ &R 28R DV T PHE HEHRFEZE, B ERi2on
TIEaN A MEFIC X S M-Estimates (95%(E#EXM) xR L7

TREMEZ ZEMTIRICK D@ LBIC, BER, YV AVEHEXS (BIK
BLERE T A T4 V201280 N7 3 —58H) RUOR—ZF
A VRBFAERET HUNA FAREFLICEORD 7=

$p<0.001. Hochbergi®ic & 0 HiE D% E ik % %

IE¥FITI0mgE U ANRAY F 2 2.5mghHAESE 714474
(9.9%). £7zTX¥FI710mgeuANAY F 2 5mghAKS
7261361 (4.2%) CEAREHEOREZ&CRIEA RO 61

7o EREWERIZALTEMT. WTFNOBICHEWTH 26 (2.8%)
ThH o740,

17.1.2 ERE TERARSHER

I¥F I 710mgliAlI%S g a AN A Y F > 2.5mg# L< 135mg
BRI 5ICTLDLI L AT U — LS & &1 B AEED (2L TW»
BRWHAANEI VAT O —)VIMERE 13561 (T afEakERE
HEIVATO— VIDERE36H 2 &) 2RI, KFIZ1H
1ES2 S Lz (TE¥F 3 710mgXida 2N 2% F > 2.5mg
THEEZZITVAEBEICRIEYF I 710mgea AN AY F
2.5mgzPR#E. UANRAY Fr5mgTIREEZZ I TV EE
KR IEFIT71I0mge a ANAY F > 5mgZHFAKE L7z).
R=Z25A4HPE5DLDLIVATFu—VELK (52:;EK) DOy
i+ ¥R 13. EZ10mg+RS2.5mgi% 58 T-33.8+15.9%
(108f)« EZ10mg+RS5mgf% 58 T-23.9+£10.2% (17f1) T
Holzo
EZ10mg+RS2.5mgi 58 T3 114615361 (2.6%) ICRIERA
Roon, FEERERTE200 (1.8%) KM+ CKEM 1
(0.9%) TH>7o £/EZ10mg+RS5Smgik 55T 132 147 14
(4.8%) ICHHHEEEMERE ORIERD RS 5Nl

) BIRE(LHERB T A RS A 220124 ICE < LDLa L
2T 0 —)LOREEH B IEE

18. EREIE

18.1

18.2

ERER

AENG/ MG TOI L ZT 0 — )V R OHEY A T 0 — )L ORI 2 ZE RIS
[HET A IVFITE, ALATU—LOEARAHEET 20 ANA
Y FOEAAITH 5.

IEF=T

18.2.1 {EFRHER

IXFITRAEFEROETEIL 20— LR ZHET %,
IEF I TOERAEMIETNETH D NLARAY —F2HWI-#Y
REEICHWVLT, /NMNETOI L AT 0 — VORI A BIRICFHE L.
FORR, FEoaLATu—LEBR2ETSYE, Pl A5
O—)LZET SR 460, TXF I T NGEEMICIEET 5%
HE (Niemann-Pick Cl Like 1) Zff LTIl AFa— LK
MM AT a— VO ZAET 24 49, 2oZEhs, TEF 3
T OERRF St O SRR MEIREA] (HMG-CoAXRTTEERIEEA
Wt o O RHBIAE. 74 75— FREH, EWATO—L) i
B, 18floma L AT u— I VIERE 2R E L ENOE
REEFHBICBWT, T¥F I 7TE2EMO®BEIC LV /METO T
L 250 — VIR 2 75 & REH H US4%FHE L 7250,
IX¥FITINETOIL AT a—LIRREEIC XD oL
ATU—LEBEZERSEZD,. HFETOILATO—LOER
WARMBHICTET 5, ILATFO—LOEARZMEH TS
HMG-CoABRTEERMAER EOMAICK D, MHFPILATE—IL
PHEMBIIE R T 2 2 &5, A4 XZ2HWZRERS RO oRa
L AT 0 — )VIMEERE 208 & L5 53 ICBVW RSN,
Fhw Ty MFICBWLWT, TEF I T IV AT O LR THEY
27— VORIEFIROICHET 25, BBIE. Bii#g, 7o
FAFAY, TFZINVIANTIA— LTI BEE Y I VAR
UDOWIIIZFE Lo 729,

18.2.2 ML RFO—)UETMEA

18.2.3

18.3

BIRERI AT A X4 ROT AT TN ZHVWT, T¥FIT0a
L2ATa— UK RERZ®RE Lz, T¥F I TIEIREREZSIC
LVIMEERILATO— LD EREME L.

SRIRENIRER LR E BHIHIER

BRFRIER 79 2E5TEEBRBIRELE T L 2BV T,
IXF I TERERERSICED . KREIRSUISEBIRO KRB IR
FELIRZS DML 2 41 L 7z

ORNRIFV

18.3.1 {EFRHER

OANZY F &, FERICEHNICRVIAEN, FiEcoaL
270 — VEARRORBEEES T H HHMG-CoARTTEER 278N
KD OBEIICHEL, 2L AT 0 — VESREZ BT 5.
ZOMRER, FENOIL AT U—LEESERL. ChEHS -
OLDLZ R EOFEASFESNS, ZOLDLEZAMKZANLT, 2
VAT U= VERROE W) REHATH SLDLOFFFEADE D A
AAEEMU, MAILZAFO—LAETRT 5. OANZRY F UIT,
g ClEEE U CREBI#EHIERZ /T LTIV A E NS, FeEBMME
AHEMEW D, REEEERZ R 2 WO REICIZE D A E
Mz < RN ZHMG-CoARTHEMER THHLEEXS
Ns.

(1) HMG-CoAETTEERIEEEF

OANAYFiE, Iy RO NFI 70V —-2HEROHMG-
CoABRTEEH KL UL FHMG-CoARTLEEZEDME K A A I LT
FHEMER 2R L7z (in vitro) 55,

(2) FOLV AT O—ILERBESIER

(3

=

OANZAYF . Ty MFfilao I L 25 a— L& % HEKRE
ICE Lz, 72, ZOREERE. iOHMG-CoARITRERM
FRNC AT RAAR R L7255,

LDLZSAFEE/ER

TANRY F &, b MFEERFEEOLDLZ B EmMRNADFH
ZFHFEL (in vitro) 50, Jv b CHETOLDLZ AMKFEH % 8N
S5,



19. BT (CRET I(EZHIAIR

—f%% : T¥F 37 (Ezetimibe)

{E2% : (3R,4S)-1-(4-Fluorophenyl)-3-[(3S)-3-(4-fluorophenyl)-3-
hydroxypropyl]-4-(4-hydroxyphenyl)azetidin-2-one

PFR : C4H21F2NO3

DFE 4094

H K HEOWMEKRT, AF ) —, ¥ —)L (99.5) XIEN,N-T X
FLT7ERTIFIKBIRTL 7T P MY LVITRRET R
<L KITIBEALEIT L,

B o= f163TC
BaE .

OH
F

—f&% : g ANAY F > AL L (Rosuvastatin Calcium)

{E%%& : Monocalcium bis[(3R,5S,6E)-7-{4-(4-fluorophenyl)-6-(1-
methylethyl)-2-[methyl(methylsulfonyl)amino] pyrimidin-5-
yl}-3,5-dihydroxyhept-6-enoate]

SFR ¢ (C22H27FN306S)2Ca

PFE :1001.14

MR ABOMET, TEFS MY LIRBIRTL, X5 —)LIc®

BT T AKEITY ) =)L (99.5) 1ITBFIC WV, g
HTH %

2+
co, Ca

20. BIRVL EDER
T =Y LSHERIE. BREBTCRET S . T, KRB
B7:®, PTPY— bOE R L. IRABEATCPTPY — b2 5B D
&,

22. S
(OR—Ev ~EE#ELD)
1008 [108% (PTP) X10]
(OZ—€v ~EEERHD)
1008 [108% (PTP) Xx10]

23. FEX R
1) Zurth C, et al. Eur ] Drug Metab Pharmacokinet. 2019 ; 44 : 747-
50.
2) Farnier M, et al. Eur Heart J. 2005 ; 26 : 897-905.
3) McKenney JM, et al. ] Am Coll Cardiol. 2006 ; 47 : 1584-7.
4) HLPNERE  BFEE - it~ ORE (2007F4A18H&RE. ¥ — 708
CTD 2.6.6.8)
5) &R BB (2007F4A 18H&FR. £F—T®5CTD 2.6.6.3)
6) HWNER : Hita L AT u— L A0FE (2007F4A18HARR, £F—
7*5ECTD 2.6.6.8)
7) HNER  EYENRSERE-1 (2019FE3H26H%&E,. o xA—¥ vy
FPEIASECTD 2.7.1.2)
8) HNEH : EMFENFAFERA-2 (2019F3H26H&KR, uA—ty
FPEIASECTD 2.7.1.2)
9) Martin PD, et al. Br J Clin Pharmacol. 2002 ; 54 : 472-7.
10) #HNER : BEOZERE (2019FE3H26H%&R., a2 —F v FEA
$¥CTD 2.7.1.2)
11) Martin PD, et al. Clin Ther. 2003 ; 25 : 2553-63.
12) Kosoglou T, et al. Clin Pharmacokinet. 2005 ; 44 : 467-94.
13) Luvai A, et al. Clin Med Insights Cardiol. 2012 ; 6 : 17-33.
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