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EBRLNBLUTO &S B
SRR B RO R,
[9.3.1, 9.3.3, 16.6.2 Bf]

2.3 IR AEIR L T WL B ATRENE D & 5 LM T U R 7R
[9.5. 9.6 2]

JFREZE. AT, #E

24 a2z XR) yeHEhofE [10.1. 16.7.2 B3]

3. #8AL - MR
3.1 #m
fis | A—t v FeRAHLD [0 2—+ v FEA§HD
. I¥FI7/
A HASRES TANRYF L HLTY A
P 10mg/2.6mg (T ZA/NA|10mg/5.2mg (12 AN R
% F > &L T2.5mg) % F > & LT5mg)
LKA, EtLlu—2, KE Ry, Zux
HANAA—AF R U TL, TTYLEEBEFNY D
WA | AFTY VBRI A D-v = b=,
EE#ELr FoFsFobilt)lo—2Z, B Ro
Fr7uiLtila—2
3.2 RAIDMIR
s |nA—+t vy FEASLD [0 A—t v FEA§HD
AIE - 53R MJE - &/éE - g
#ifi &)
B 7.1lmm
oM | BE ()
R T
E& :3.2mm EE 0 3.2mm
Fala—1F 37 850

4. FEEX [FTIR
EIUVRATFO-—-/VIME. KREES3I VX5 0—)VIMEE

5. PREN IFXRICEET DF=

5.1 KElZEI L ATFa—)VIMEE. FEEEI L AT 9 —)VIE
DIBBOE—BINFE L LTHW AW &,

52 @HORNCH A AMEEZERK L. &SI VAT O—IVIIE, R
BEBSIVATO—VIETH S I & 2R L ETERBO
TWHEERTHT &,

5.3 A EEEAMEREEE I L AT 0 — ) LIEICOWTIE. LDL
77 L=V AHOEEYREOHME LT, HHVIEZN
5 DRBENEHAERGAICAROERZ2EZEBT S L.

6. BiENUEE
BE. BAICIKIELIEISE (ZT¥FI T/ aANRYFEL
T10mg/2.5mgXix10mg/5mg) % BHIEOKRSET 5.

7. BERUHEICEEYT 3,32
7ALUTROIEXFITEUARNAYF VALY AOREROH
BERE 2. BEBICAAIOBAZERT 22 L.

IEF=T
EE. RAICIETEYF I 7 & LT1H10mg% 1 H 1 EA&%EO
B59 5, B, Fi. ERICEVEHERET 5.
ORNRIFVAILYD L
BWE. BAICIZEZANZSF > & LTIHIER.Smgk V%5
ZHET 52, BHICLDLa L A5 a0 — U EZE R S50
ENHHHEEIES Mgl D REEMB LT LW, BB, F
iy - ERICK D EEHERE L. BE5RHEERD SV ITERER, 48
DIF#ICLDLa L 25 0 — MEDE R A+ 54121, i
W10mgF CHETE 5, 10mgZHES5LTHLDLIL AT
U= UEOE T +5Th\, REESI L AT 0 —IUIE
BELZEOBEBRERFICRY, SHICHEBTESY, 1HEK
20mgETET B,
72FAELT, TEF I TI0MgRUVHEANAY F L ELT
25mgEMHALTVWAHE. HHVWIETANZRYF L ELT
2.5mgzfEH LIIRA 525 E1C. AFHLD (€537
TANAYF e LTI0mg/2.5mg) OWERAERET 2 &
73FAELT, TEFITI0MEgR VB ANZAYF > ELT
SmgEMALTVAEHEE. HE2VWIETUANZRYF L ELT
SmgXIETEF I7 /T ANAYF &L TI0mg/2.5mg%
A LRA T3 25BEIC, AFAHD (TE¥F3I7 /02N
A& F &L T10mg/5mg) DA EKE TSI &

7.4 7 V7 F=2 )75 Y AH30mL/min/1.73m* RO BE
ICHANAY F U AN T LE2EETHEEICIE. T ANR
FFreLT2omgk G5 EMAL. 1HEAKSRIZD
ANAZF > E LT MEgET 5, [9.2.1. 9.2.2, 16.6.1 &
i1

75 B 2N A F F & LT 20mgfR ST B LTI EHREIC
HENPHODNEIBENFDH D, RANTTANRY F > %iE
MUZBAS, 0ANZRYF 2 & LT20megk5Mth%12:8
FTOMZFERAL Bic1m, ZhDBEEERN CRFICLE
%) CBHEREZITOARE., BIEE2+HIITYIZ L,
[9.2.1. 9.2.2. 16.6.1 &H&]

8. EERERWER

8.1 KA, TX¥FITI0mMgE T ANAY F > &L T2.5mgdh
2VESmgEDERARITHY . TEFITETANRY F
WA OBWERABRIRT 2B ZNAH 570, BHIAH OFE
AEBHT A&, [11. 2]

82 H52ALOEILATU— VIEREOEKRTH 2 EHEE
2TV, BIOEHEES, BE - BEZO R M MERO
VAT T 775 —DBBEL+HERTH &,

8.3 BEHIIIMPAREMEZ EHIICHRE L. BEICHT 2 KIEH
BOOLNEWEAICIKRS2hIET 52 &,

8.4 T ANAY F » BEIHRS » 6 AKIADY O & 2 B I FFHEERR
BEITOZE, £y UANRYF U OHEERI2EE TOM
EAL BiclE. ZADEREEHN CREICIES) (%
HEMEZITO &, [11.1.6 3]

8.5 /MR H 5bN BT ENHBHD T, MFMEZEDBE
2HSIF5 2, [11.1.7 28]

8.6 HURIFFSAEMK NAE. FAZEMMHO S HEZRE, BESELr 2, B
REOBEBOGH. IVEREICELEL 52 5EFORHEE
OZRMBERICK D ERMEZE L TWAEEIE. BRED
B, BRI OV B2 ELZA LR EHE L7z ETARAITO
HWEEERTH L,

87 IX¥FITET 4 75— bREHOMAICEAL T, AR
BAaRoNTWS, MTHT 285813 BAELRZEOBIEHD
RBPICERTAIE, 74757 — P REFICIIET~ADIL
ATu— LRt EEMS &, BAEKRSAOND I ENDH 5,
IV¥FITRAXTHOSEITHFO IV AT - LVBED I
AEPHESN TS, [15.1.1. 15.2 2]
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BELEWIE, CRODEBETIX, OANZATF O
MHEENS LRI E2BENMNH S, £/2. OANZAY F
VIREICHBICAOALTERT 20T, FEELZELS
BEBENNDH 5. [2.2. 16.6.2 ]
9.3.2 hEEDIFHEEEREEDH D EE
BELEWIEPEEZ LWL, T¥F I TOMEFTEED
LRI BBENDDH 5. [16.6.2 BIR]
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14.1 BERIZMFOER
PTPEEDOIEANIPTPY — 2SO HE L TIRAT A L5
HF5HT&, PTPY— bOEMICKD ., WAL EIERS
JEARIA L, BICIZEA2BI L THBIRAASORE &6
TEEHETHENDH 5,

15. ZDMDFER
15.1 BRIRERICE D I1BR
15.1.1 HARMBRMERE 2/RRICLIBNAOZHHR _—EGH
TS RAxtiERE (62561251 2R LI, 5766145 1L
AOEE) I2BWT. MEFNF VAT IF—¥YD LR
(FEEME LRO3E B2 2865 L7z LA) ORBER (I
BRI CHE) X, 7/ T4 75— NEMBT4.5%.
IV¥FITETL) T4 75— MR T27T%TH > 72,
FREIC, HO S FHEMORBERE, 72/ 71751
MM T0.6%. TX¥FITET ) T 40T T — MEARE
Tl7%TH->7zo CKER (HREELBOIOZEZBR5)
IZoWnTIE, AHBOWTNORTHLRDLNED -T2,
T, IXFITET )T 4TS HAICB TS —
MO EEBERIEE CH- 7. B, KRBT, HE
WHBELZWAERER2HHETHET 2 K510 TV A
YERTWZEWD Y, [8.7 ]
15.1.2 BAHCB VT, BANRY F ¥ 2 & LHMG-CoABR TR
HHEFAHRETOBRETIE. BRREEDY A7V E
Mol EDREN D S,
15.2 FEBRIREAERICE D < fBEHR
A XTIE¥F 37 (0.03mg/kg/HBIE) D1 x ARSI X
D, HOSETI VAT O — )LEEASRK2~3MEHML - &0
WENDH2Y L L. 300mg/kg/HZ A X212 AREKS
LTHHEADZWVIIH - BERANOEZBIA NP5 725,
77 AIC2EMESE (5mg/kg/H) LTHHEDOSHEITFIL R
TFU—IVBEANDOREIIALNGEN 729, [8.7 BR]

16. EYpEhRE

16.1 MOEE

16.1.1 EYFHEF MR
TEEERABEIC, Z2fgRe (11761) ® RORHE (1206) ICARA 15
(T¥F3I7/0ANZSF> & LT10mg/5mg) LEFEAROT
¥F3I7 (10mg 188) KOO ANAYF > (5mg 15E) DA%
T aAF —N—EIC L OROHKE Uiz, ZERD RUER
WKARRIZHEEG L EZOIEF I T, TEF I THRAKRKROT R
INAZF Y DOEYFENNT A —FZIRIDEBYTHY . AAIE[H
HAEOIXYF ITRETANZAYF 2 OHFMHT. EWZNE
EHrRD S5SNI 8),

#1 FAHI10mg/5Smgz I K ORRICHERORS L BoENEE

85 A —%
EMBE ST X—y] TEFIT  [TEFITHRAENK] oanzyF
ZERR S
[ 117 117 117
Cmax
473 69.3 6.58
(ng/mL1TXi%
nsthnLi) (4.32,5.18) | (638,753) | (6.09, 7.11)
AUCo-72nr
76.4 428 54.8
(ng - hr/mL1 X
nqu-ruAnLi) (71.2,81.9) | (397,461) | (51.1,589)
Trna? 3.00 1.00 450
(hr) [0.50,12.0] | [0.50,4.50] | [0.50, 5.00]
t12ll 20.9 19.3 12.1
(hr) (54) (52) (38)
BRRE
e 120 120 120
Cmax
493 70.1 2.39
(ng/mLT X%
nquAnLi) (452,537) | (645,76.1) | (220, 2.60)
AUCo-72nr
86.8 481 283
(ng + hr/mL7T X
H;Eq-}HAnL*) (81.8,92.2) (448, 517) (26.3, 30.4)
Trna? 450 2.50 4550
(hr) [050,12.0] | [0.50,6.00] | [2.00, 12.0]
tr2l 18.3 165 15.1
(hr) (67) (48) (36)
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TIZEFITROTANZAY F
LTI ¥FITaeHk

SRl [F/ME, f&AME]
[|F 4 E (CV%)

16.1.2 BSERBORE
(1) OZRNRIF
fEFRRA21HIcT AN 25 F > 10mgh) 270 A% —N—%ET1H
IE14HME, FRI7H S 2 VIR FROICROKEG Lz 25, M
PO F O RERER TR ERECRMETHD, BANRY
F U OENBRRIZRSREOZE2Z T anEEZ 5N GLEA
T—=%)0
16.2 ORUY
16.2.1 REDOXE
R A BHEICAH10mg/5mg 2 B T ZEEHE (H5H11C
LOBFBIDL BB 5% 4R M £ THiR) ICHERO#RS (14641)
L& &, ZERICKRTERBRETOIEF I T (FRadik)
@Cmaxti16%\ AUCO—lastLiIS%'fE—F l/\ UZNZ??"‘/@CMXH
62%. AUC01astld52% K R L7210, R UEMETE ANRY F B
Al (FREA]) SmgzBEREOHRS (1461) L& &, Cmadd
67% (Z2fER5.36ng/mL. &#1.79ng/mL). AUCo-1a5tl56%
(%2fER51.0ng - hr/mL. &%22.4ng - hr/mL) fKFL, AN
A5 F v OBBRICKITTEBOLEIIAF EHLL TV,

K2 TANRYF U HFISmg R EEREY RURRICHEEROKRS LB
HEMHRIST X =5

HEMEREINT X —F RS BRIRS
Bl 14 14
Cnax 5.36 1.79
(ng/mL) (3.89, 7.38) (1.29, 2.49)
AUCoHast 51.0 22.4
(ng - hr/mL) (38.2, 68.0) (16.9, 29.7)

FEIZRATTIIE (95% FHXMH)

16.2.2 Y2 HFIRER
(1) ORNRIFY
B NERERABELOFIC BT 20 AN Y F > OEWZAFI R
20.1% (90% EHEXR : 17.2%~23.4%) TH-o7zo iz BIRA
BELTERONIZOANRYF VORIV T IV AKRVOEZ YT
T AR ENTNA8 9K TVN3.6L/hrThH D, B ANZY F VIFEIC
FFIIC L 2K ER T2 LB 6N GHEAT—%).
16.3 5%
16.3.1 IE€F=7
b MMEICHRML 72 & EOEAMBERIZ, SH-T¥F 3799.5%~
99.8%. *H-TXF I 7Ha&{£87.8%~92.0% Td o7z, JiFHRE
HELERAERE IC L H MR RANOHEIIZD 5N T I,
16.3.2 OZANZRIFY
b MIERICB T 20 ANAY F Y OEAKBERIIZEBTHD .\
FHEEEARTLT IV TH- 723 GHEAT—%),
16.4 {3
16.4.1 IEF=T
IEFIT7E EIMBICB T 2R EREERIC K > TEEENE
R#corsrItF I 7HAGHK (72 —WVHKBEICETS S
v a rEaGE) TREshs,
REFERABE (86]) 1CUC-TE¥F I 7H 7N 20mgh % Bi[EE
OfE Lc e &, mEEhORKHEICLHDZTEFIT GHah



%) RUOLEF I THRAHEOESG (AUCK) BthZhll%kd
82% (&Ft93%) Th -7 GHEAT—%).

16.4.2 ORNZRIFY

R ABEOHIZAC-u AN RS F > 20mgh) 2 BEFEO#KS L
& A RRUERICHEET 2METRED ERT I RELATH
0. REROELZRHEWIE, N-HAFIVEKRDSS-F 7 b kT
Holze

b b HEFITIEN-E A FIOUE R O5S-T 7 b RS S L7z A5,
HMG-CoABRTREHAEEEARE IO AN Y F VIRE & [Fkk
OB ZR L, MEFEFIZH T 2HMG-CoARITEEREEE M I3
FTHREMOFEIDOTIATHELEEZL6NZL HEAT—%),

16.5 HEitt
16.5.1 IEF=J

(1)

*k (2)

R - EohHEtt

R ABME (8f) I2HUC-TX¥F I 7H 7 E)L20mgh) % B[EE
B Lz e &, B5%2400 0 F TOMEHREFEIRIZ P I1278%.
RAEICII%TH - 7219 HEAT—%).

EFRRABE (Z6fl) IcT¥F 3710, 20%, 40mg?) % Bi[EF
OG5 LzE &, BREBRT2EMETOIYF I 7 GEaGE) &L
TORPHEIRIZ0.05%ATHTH D . JRPRIYF I 7 GEfagik+
feEk) PRIRIZ8.7%~11%Td > 7210,

BB gt (BRATEER)

IXF I 7TREEEETFICHEtshz0b, BRREHEIC XS5
fagx5>0,. —HETELF I 7 GEladk) L LTHBRNSAS
(BBAFIEER) 19,
BEH=—a2—L2iELMES Y MIUC-T¥F I 7 2 BERRO#%
U, BE5%48M % CICHE S Nz igiagix. B
40%~63%. FRHPIZIZ3LITTH D RIBRNO F F#pIcHRtsh
T AT REE21% ~32% T o 7co IS NI ZFIT v o+
BBAAEE Lz &, BE5REHED54% ~ 81 % HERINO D 5 H
ORI Rt s 17,

16.5.2 ORNRIF Y

TR A BIEOHNC4C-a AN R Y F > 20mg® % HERO%SE L
eEZ A, EtRRECEPICHRES L (]990%) . FRAPIERESE
MWRIZFI0% TH > 7o o RERUOERADRELAGEIRIL,
ZNENRERBDAI%KVT76.8%TdH > 7215 HEAT—%),

16.6 KEDERZHI EHE

16.6.1 B

(1

(2)

16.6.2 FFHAEERS

(1

(2)

e

IPF=T

I¥FI710mgr BEEOBEEREREERSE 8. 7L7F=r
79752 A10~29mL/min) ICHEERROHRS L& &, BERA
O, Zvr7rF=r27I7 I A>80mL/min) & HB L Ttk
I¥F3I7 GEas) RUOTEF I TRaFREDAUCIIZENZ
NL6ERULSED LR 51 HEAT—%),
ORNRIFY

BERERE D R 5 B AR E B E IC 0 AN A Y 5 2 20mg) 25 L
elE, BEISHEREOBRERMERE TR, aANRYF D
MAEFREICNT 2HEB T EALRDONGE D S 72h, EEBH
HEEEREE (VL 7F=> 275> Z2<30mL/min/1.73m2) T
W BRI AT AR EE AR5 I ER L7219 (SAE AT —
%)e [7.4. 7.5, 9.2.1. 9.2.2 £H&]

BH

IPF=T

IE¥FI710mgz\E, PEEXIEEOBEFEERERE (&
AB1) #H U< TBERFERA (8B1) ICHEREO#KE Lz & &, BE, F
EERVEEOFEEREZOMEHI YT I 7 (JEHaaE) 0
Cmaxld. BERAEHANRT, ZhZN1. 165, 3485 /7T4.26.,
AUCKZNZN1.465, 5.8/ KX V4.9ER <. T¥F I Tiasko
Cmaxldy TRZENLARE, 1.8EKR V1.5, AUCKRZEIRZENL.7ME,
B ERVA.0EE P 5 7z, HHEREOREIELIXYFIT
GEfafE) ROTYF I T EoMEREmRED LR SRS 5
n7z20 HEAT—%). [9.3.2, 9.3.3 BH]

ORNRIFY

Child-Pugh A (227 :5~6) %4\ EChild-Pugh B (237 :
7~9) DFFHREEEREROFICT ZANZ Y F > 10mg® 2 1H1[E
I4HMRERORS L, miEha 2328 F g2 RE L. IF
HERERE E BB D Cinax 2 AU Co2and SIEBERRA D E N 2N 1.5~ 2. 1%
KU1.05~1.2(5TH V. FiZ. Child-PughZ2a7»8~9n #&
2B BT B MBEFIEE L, ISR TEP 27220 GHEAT—5).
[2.2, 9.3.1. 9.3.3 &#]

16.6.3 HEEMUNIEOE

(1

(2)

IEF=T
I¥FI710mgx&EmE (1261, F#65~758%) IC1HLEL0H
BRROEG Lo & &, JEmtecti8aE (116, fFE#20~245%) &g
LCIER T ¥ F I 78 FBEDAUCICHN2.450 LA DD &
i, MR TY¥F I 7 (JEaad) BEOAUCIKHS » 1L
3RO 6Nz ir o722,

ORNRIFY

B EmRE. BEERE. SRS RO aEERE (586,
i FEREHF 18 ~33/K. FWMEOS~73K) IKCHANZRY F >
40mg® &2 HOEO#E L& 25, BEHEOCnak AUCoHIEZh
ENLHED82%BKRUVINI%TH 57z £z FEEEHHE D Crnax i
AUColZZNZNEIRED112% K TV106%TH D\ HEK LRIEE &
LHEECIMBEOFE I ZVWEEZO6ND (NEAT—%).

16.7 Z4HEE(ER
16.7.1 T€F=T

)

()

(3)

(4)

(5)

F I OLPASOBRRNDFE

R A (126) Zx%RE LT, T¥F I 720mgh) E&EF b
U LAPASOBRROREE L 22 REN LIBERL2HHLZE &,
CYP1A2, CYP2C8/9. CYP2D6KU'CYP3A4IEM:. HIIN-7
TFNET VAT 2T —EEEANOEEEIRD 5NED - 7212 (4
EATF—%),

J1/7475—EDEEER

A (8fl. LDLaI L A7 10— L{fE2130mg/dL) ZxRELT,
7x)7475—1t200mg (1H1E) &T¥F3710mg (1H1[E)
EHALLZEE, MR YT I TR AEE O Crak UAUCIE Z
NP7 ROLSEER LD, EEREEEKOD 2L DO TIER
Polze 72/ 7475 — bOEYFHBIIRIZTIEF I TORER
RBOSNLDP-722 HEAT—Y),

7O RY VEE & OBEEIER

JVFPF=ZU YT T AMN50mL/minz#BA. O, —EHE
(75~150mg 1H2ME) 07 axHY > 8H %2 RO EBHEES
(8f) Iz E¥FI710mgZHEHEE L&, Bx¥FIT Gk
B ER+HEEE) OAUCIHERRA & B L TH3.45EEER L
722, BlOHRET, BEEOBERERED-OEBELITV., /0
2R EH 2 S TEROERIC L DR BEEZTITCVRERE (16
JLVTF=r7VT7 T YA 13.2mL/min) ICTEF I 710mg%E H
E#ELEE, BIXFIT (FHasAk+Hadis) oAUCIHER
RRA & HBE U TR 215 2R L7220, (R (1261) Zxige
LT, TX¥F3I720mg® (1H1E8HM) 0#LE7HHEICY 71 R
ARY VBHF00mg R BERE#HEG Lz & &, MEH7a 2R >~
M D Crmax X FAUCIR Y 70 AR Y VBUMIR S & i LT EhEh
10% &K% T 15% EF L7220 (SHEAT—%4),
AVRAFIZVICLDEE

A (8fl. LDLI VAT 0 —)LfE=130mg/dL) ZxHE LT,
aVAFFIv4g (1H2E) Ex¥F3I710mg (1H1E) 2ZHH
Lice &, MR E¥F I7 FEaan) ROTEF I TRaHE
EDOAUCIRZENZNIL/SKTL/2IE T L7228 SHEAT—%).
[10.2 28]

ZOMOFEYENEZHIEEER

Y EERICET 2 BERBR T, TE¥FI710mge TV 7 7 ) >,
VIaAFTY, BIODEEE (TFVIARNTIF—I, LRILY
ARLL) ZHALEHER. INS0OEYBEAOELBIZDON
BRI YAFVLEIYF IT10mg i LR, T¥F 3
TONAFTTRATEY T 41T 2HEEBEIRDON L7212,
HEH OKBIET VI = L EKBIbw 7Ry L 2E8E) L€
FIT710mgEHALLELE, MFFTEF I TIERRE O Cnax
EHIB0%E TR L7zAs, AUCADEEIZRD 5Nz >7:2 (SHEA
T—=%)0

16.7.2 OZANZRIFY

)

(2)

(3)

(4)

i[5

IR 2 0 ANy F v EEREFAREG LIZBE, OANAY F
DCmax X TFAUCold ZNZN50% K 46% F TR L7zA, g AN
Y F R EE2BEEICHIBA 2 %5 L GEICE, aANZRY F
D Cmax FAUCo-tlE Z N ZNIEPHRBED 84% K% V' 78% T & - 7230
HEAT=%). [10.2 2]

YIOARYY

I7URAR) VEBREESNTVWADEBEBREICOANZY F V2%
PHR#KE L&, O ANZYF 2 DChnax X TAUCo-2anrld s FREERL
NICHMTRERS Lz & EITHRNTERENRI0.65 K O7. 115 R
L7z BMEAT—%)o B ANZEF 2 IZOATPIB1 24 L CATREIC
HOAEN, Y70 RY VIEZOMDAAZHET S EITL-
T UANRY F Y OMFERBREZEMESE2EE2 6N TV53D,
[2.4, 10.1 ]

L7470V

FhT 470V (KIPRED) L0 2N25F 2 2HAKE L&
&, OANZAY F 2 DCrnax X UPAUCoIEZF N2 N2.215 K% '1.881%
ML BEAT—%). OANZAYF VIZOATPIB1Z A LT
FIEICEN D IAE N, L7 4 7aVVIEZOMDAAZHET S &
ICE>T, UANRY F Ly OMBEFREZEMSESEEZ6NTH
2%32),

ZDMDFH

0 2N AY F > DR EIREIC 2|3 9 PASOFHER D H B % it T 5 7=
®OIZ, 7NaFV—)33) (CYP2COKU'CYP2CI9DHEA]) . 7 b
7YV =3 4 bFTAF V)3 FUTY 2uvA 230 (DlE
CYP3A4RUPHEHDIHER) LOMHRREZEE L2, HS
PERMABERERD NG > 72 BHEAT—%),

TIT 723 (CYP2COKRUCYP3A4DOEE) H50IEYITFY
>3 OENBIREIC KT BB LS, EYERENHEEER
RO ro7z HEAT—4),
CYP3A4FHEMER OB BAMET T 572010, FRIOEESE & DR
BRZEH LN, TFZIITA NS VI — Lo MmEEhEEICED
HENT, BANAY F U IZCYP3A4IIN T BFEEAZRS 20
EEZBNIY HEAT—%),



(5) in vitrost&

b MEBEFFIRE 2 Vv Sin vitroilBRIC B W TN-E X F LA A ER
L7z, ZORBMEEIIIEEITBRTH o720 oo N-FiAF AL
159 % E4P4505 FHEIZCYP2COK U'CYP2CI9TH > 70 1
ANAYF > (50uM) I2&%P450 (CYPIA2. CYP2CO.
CYP2C19, CYP2D6. CYP2E1RU'CYP3A4) EHHEDHERIE
10% LR TdH - 7290,

) AHlOARRESN-HEROCHBIRIHLEIE (Z¥F3I7 /2213 2%

F> & LT10mg/2.5mgXix10mg/5mg) % &HICRIRETH 5.

17. BRERAHR
17.1 BMHERURSMICHT DR
17.1.1 BN IE_SERERHR

HAAEI VAT 00— VIMERE321H 2RI, TE¥FIT
10mg. HANZRYF2.5mg. HANRYF»5mg, TEXFIT
10mg&a ANAY F 2 2.5mghtA#S. XIETE¥F I 710mge
0 2ANAY F 5mght G0 WS %1 H 1E 28-S Lk
ERIZLTOEBDTH 7.

R=ZA54 YHPS5DLDLIVATFH—LVE{LRICBWVWT, TE¥F
I710mge u ANRAY F 2 2.5mgt A EIE TS I 710mgk
VHANAY F 2 2.5mgDERAHS L O, TXF I 710mgE
O ZNAY F 2 5SmgHREGIE T F 2 710mgk ' a AN AT F
> SmgDEHAFSG L OBIC, ARENRD 5N,

F HEILVAFu—- VIEREENRE L EIH-EEREERBROFR
(LDLaLVZ25u—))
R EZ10mg |RS2.5mg| RS5mg El%SIZ(,);lni Eﬁégﬁi
[ 35 72 71 71 72
R—AFA v 162.6 | 1645 | 1633 | 160.6 | 166.6
(mg/dL) +233 | 224 | £23.0 | £22.7 | 223
A EHM 1 23 B 1347 | 1015 88.2 76.9 69.7
(mg/dL) +21.2 | £22.6 | £19.2 | £21.1 | +259
-18.7 | -39.8 | -472 | -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,
7 -32.0) | -37.9)
| B -14.8%
xR | M |vs.RS2.5mg| — - - (-18.0, -
(%) | -11.6)
t -13.3%
vs.RS5mg - - - - (-16.6,
-10.1)
EZ:ZT¥FI7. RS: aANRYF
NR—=2F A > &Gl 1 288 12D WL TIEEISE HEHERZE, ZERi2on
TIEaN A MEFIC K B M-Estimates (95%(E#EXM) ZnR L7
TRENEZ ZEMTEIC K DM LRI, BEE. UV AZEHRXS (#k
BELEREB TP AA RT4 V201280 H T3V —5H) RUOR—RF
A UERALKETHUNZ FMAREFLICE DR 72

$p<0.001. Hochbergi®ic & 0 #iE D% E k% %

I¥FI710mgea AN F > 2.5meg AR S71HH7H
(9.9%). £72IT¥F3I710mgea AN F > 5mghtfks
72617361 (4.2%) CEKRBEEORE2ECEIERASRD 61
72o EREWERIZALTHEMT. WTFNOBICBWLTH 26 (2.8%)
TH-71=4,

17.1.2 ERE MERBRSHER

I¥F I 710mgiAli%5 i3 a AN A ¥ F > 2.5mg#i L < 135mg
BAHE5ICCLDLI L AT 0 — L IEE & EAZES 1ELTW
ZOHAABI VAT 0 —)VIERH 13561 (T oA EERE
HEIVATO— VIEERE36H 2 &) 2RI, KFlZ1H
1EI525E/#EEG Lz (TEF I 710mgXid a0 ANAY F 2 2.5mg
THBEZZT TV BECRIIEF I 710mgE T ANRY F
2.5mgZ PHR#ES . O ANRY F5mg TIHEZZIT Tz
ICIRIX¥FITI0mgea AN AY F o 5meg 2 HAKRE L),
NR—=2FA4 vir5OLDLI L AT 0 —)VELR (52E8) OFY
i+ fE#fF21E, EZ10mg+RS2.5mgHk 58 T-33.8+15.9%
(108fl)« EZ10mg+RS5mgf% 58 T-23.9+10.2% (17f1) T
Holz
EZ10mg+RS2.5mgi 58 T2 1146150361 (2.6%) ICEITERA
Roon, FHEERERTE20] (1.8%) KO+ CKELH
(0.9%) TH»>7zo £/EZ10mg+RSSmgik 55 TI32 15 14
(4.8%) ICHFEEEMERE ORIERP RS 5z,

¥) BIREE(LHRE TR A RS54 > 20124EIcE < LDLa L
AT 0 —)LOREEMBIEE

18. FFE
18.1 {ERIERE

AEN/MNETOI L AT T — LR OHEY 2 5 1 — L DRI 2 IR A1
[AETAIXFITE, aLATU—LVOEARZHEET 20 ANR
5 F > OREARITH %,

—6—

182 I€F=T

18.2.1 {ERRE

IX¥FITREEEROBETEIL AT —LORRZEET .
IEF I TOEREBMITNMETH D NARY —F2HWI-#H
HEICBWT, /MNBETOIL 2T 00— VORI ZBIRICIHE L.
ZORER, FEOIL AT u— LEBEZ KRS, MPaL 27
O—)LEEFSED 40, TX¥F I 713/ NEEEHMIICFEEST 2%
HE (Niemann-Pick C1 Like 1) #/ LTI VAT a—=LEDV
AT — LD EHET 29 49, coZEhrsb, TEFI
T OEFABF o R AR IMAEAREA] (HMG-CoARTTEERFAE A
B & O REHIRE. 71 75— N REA EHATO—L) &I
B b, 18HlOEI L AT 00— VIEES & NRE Lo
RERRBICBVWT, TE¥F I TR2GABOBSICE D/ NNETHa
L A5 0 — LRI % 75t REHTH US4%MHE L 7250,
IX¥FITRWNMETOI VAT O - VIRNEEIC KD FiEoa L
ATU—LVERBEETSES2D, FERTOILVATO—LOESE
BARERICTET 5. IV ATa—ILOEARZ I T 3
HMG-CoABRTtERMEEAIE OHfHICK D, MFILZXTFa—)L
PHEMIIETT 22 A 4 XZ2RAVEREBEY ROEtoEa
L A5 0 — VIFERH 205 & LRES) 59 IBW RSN,
2. IV FHRICBLWT, TEFI TRV AT —ILEOHED
AT U= VORI ZZROICHET 24, BRI, Bit#, Fo
FATAY, TFZNVIA T IF—LACICRBERELE Y I VAR
UDOIRIUIZEE L h 5729,

18.2.2 ML R O— UK T™ER

BIEFERIAT A X4 BT AT PN Z2HVWT, T¥FIT0a
L2Fa—VETRER 2B Lz, T¥F I TRREREHRSIC
LRI L Z2Fa—Lo LR 2IHE Lk,

18.2.3 IIREREE LR E R E R

IR 7 5 F9 2 5T HEBPRBIREELE 7L 2BV T,
IEF ITRRERERGICED . KREBIRUIEHEIRO KRB IR
WLRZE DHER 2 I L 720

18.3 OANRIFV

19.

18.3.1 {EFARE

T ANAY F &, FFENICREBINICEDAE N, FigcoaL
25 0= )VEERRDEHERER TH HHMG-CoARTEER % BiR
BIDOBERICHE L, IV AT I —)VAESRERICHIE T 5,
ZOMRR, FEHROIL AT a—LEBMETRL, hEH> 7
DLDLEZAKORENSFEEIND, COLDLEAKZNLT, 2
VATH—LVEREROEWVY) REHTH SLDLOFFEADED A
HOEEIL, MFAILVATFO—LAETRT S, OANZAYFUIL,
FiETIIEE UCREBEERZ N L THDIAE NS, IR HMAME
PHEAEWZZD, BEEEXRZ /L2 VMORES ICIZIRDAE
Iz <, FFREMZHMG-CoABRTTERIHER THEHEEZH
N5,

(1) HMG-CoAE TR SRBEZEEMH
TOANAZF 2. 5y FROE MFI 70V —AHROHMG-
CoABTLEER K Ut FHMG-CoAMITRER DA ¥ A 1 218t LT
FREER 2R L (in vitro) 55,

(2) FOUZFO—)L&RBEE/ER
O ANAYF &, Ty MiFfifeo I L 250 — L&k % HEBKE
BICHHE Ure /2. 2 OMHEER I, thdOHMG-CoAMTREE
EHNC AT RIS L7255,

(3) LDLSSAFEEER
OANZYF VI3, & FEESEA O LDLZ A AmRNADFEH
ZFEL (in vitro) 59, Jv b CHETOLDLZ AT % 80
SE75,

B (CEET DEBERNAR
—fg% : T¥F 37 (Ezetimibe)
{E%42 : (3R,45)-1-(4-Fluorophenyl)-3-[(3S)-3-(4-fluorophenyl)-3-

hydroxypropyl]-4-(4-hydroxyphenyl)azetidin-2-one

DFH : CaH21F2NO3
2 :409.4
% R ABOWET, A¥ =), =)L (99.5) XIEN,N-Y X

FLT7ERTIFIKEBEIRPTL. TE P MY LICRRET P
T, KIZIBEAETB T 20,

= #9163C

OH

RS

F

—MEZ : g ANAYF AT LA (Rosuvastatin Calcium)

#x{E%4 : Monocalcium bis[(3R,55,6F)-7-{4-(4-fluorophenyl)-6-(1-

methylethyl)-2-[methyl(methylsulfonyl)amino]pyrimidin-5-
yl}-3,5-dihydroxyhept-6-enoate]

SFI : (C22H27FN306S)2Ca
SFE :1001.14

skt R EEOMET. TERZ P LITEBEIRTL. ¥ =Lt

RWETR T, KIFT Y =)L (99.5) IKBEFIC< L, RIE
HTH%.
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20. BRWL EDFE
T = LSRRI, BREBITRET AL, £z, XH2#Y
%7:9, PTPY—bOFEHREL. RABERICPTPY — M2 S5HD HT
Z&,

21. EEREM
RS 2 2 EEAE A HEO b EYICEET 5 L,

22. 9
(OZ2—tv hEE§LD)
1008 [108E (PTP) Xx10]
(OZ2—tv hEE§HD)
1008 [108E (PTP) x10]

23. EFEEk
1) Zurth C, et al. Eur ] Drug Metab Pharmacokinet. 2019 ; 44 : 747~
59.
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) HNER I - Bt Ao E (2007F4H18H&KRE. €5 — 7%
CTD 2.6.6.8)
5) ttNEFR : BERB (2007F4H18H&RR. ¥F—7®8ECTD 2.6.6.3)
6) HNER Bt 2L 2T 0 —LADOEE (2007447 18HER. ¥F—
7®ECTD 2.6.6.8)
7) HNER AR ERE-1 (2019FE3H26H&RE., a2 —¥ Y
MELASECTD 2.7.1.2)
8) HNEHR : AWEHESEERER-2 (2019F3H26H%RE. uxA—¥y
MELASECTD 2.7.1.2)
9) Martin PD, et al. Br J Clin Pharmacol. 2002 ; 54 : 472-7.
10) #NER : BEOFERE (2019F3A26HKR. T A—¥ v A
$ECTD 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.
14) Patrick JE, et al. Drug Metab Dispos. 2002 ; 30 : 430-7.
15) Martin PD, et al. Clin Ther. 2003 ; 25 : 2822-35.
16) VRUAILSE, fih. HEPRESEE. 2007 ; 23 : 397-406.
17) #ENER : T Bk (20074E4H 18H&R. €F —7®8&CTD
2.6.4.6)
18) HNER | BHEREREICE T 2EMERE (2007F£4A18HEKR. ¥
F—T7ECTD 2.7.2.2)
19) Birmingham BK, et al. Clin Drug Investig. 2013 ; 33 : 233-41.
20) HNER} : A RERERZFICB U 2R EE (2007F4A18HAR. ¥
F—7®ECTD 2.7.2.2)
21) Simonson SG, et al. Eur J Clin Pharmacol. 2003 ; 58 : 669-75.
22) = k¥ fih. BEREEZE. 2007 5 23 1 427-35.
23) Martin PD, et al. J Clin Pharmacol. 2002 ; 42 : 1116-21.
24) #HENER: 72 ) 7«4 75— b EOMHEER (2007FE4A18H&RE. ¥
F—T7ECTD 2.7.2.2)
25) Bergman AJ, et al. J Clin Pharmacol. 2006 ; 46 : 328-36.
26) HNERL > u AR VERSERIC B 5B (2007F4H18H
A, ¥F—T7®ECTD 2.7.2.2)
27) Bergman A], et al. J Clin Pharmacol. 2006 ; 46 : 321-7.
28) #NERL: IV AF T I EDOMEMEM (2007F4H18H&AR, £F—
TOEECTD 2.7.2.2)
29) MBS HIERAl & OMEEMEM (2007F4H18H&KFR. ¥F — 7 8¢
CTD 2.7.2.2)
30) Martin PD, et al. Curr Med Res Opin. 2008 ; 24 : 1231-5.
31) Simonson SG, et al. Clin Pharmacol Ther. 2004 ; 76 : 167-77.
32) Schneck DW, et al. Clin Pharmacol Ther. 2004 ; 75 : 455-63.
33) Cooper K], et al. Eur J Clin Pharmacol. 2002 ; 58 : 527-31.
34) Cooper K], et al. Br J Clin Pharmacol. 2003 ; 55 : 94-9.
35) Cooper K]J, et al. Clin Pharmacol Ther. 2003 ; 73 : 322-9.
36) Cooper K], et al. Eur J Clin Pharmacol. 2003 ; 59 : 51-6.
37) Simonson SG, et al. ] Clin Pharmacol. 2005 ; 45 : 927-34.
38) Martin PD, et al. J Clin Pharmacol. 2002 ; 42 : 1352-7.
39) Simonson SG, et al. Br J Clin Pharmacol. 2004 ; 57 : 279-86.
40) McCormick AD, et al. J Clin Pharmacol. 2000 ; 40 : 1055.
41) FARRA, fth. BEREESE. 2017 ; 33 : 881-96.
42) FARRAE. fih. BKREZE. 2018 5 34 : 765-82.
43) #MNER : SEERE (20074E4A 18H&KR. ¥ F —7®5ECTD 2.6.2.1)
44) Davis HR Jr, et al. Arterioscler Thromb Vasc Biol. 2001 ; 21 :
2032-8.
45) Davis HR Jr, et al. Metabolism. 2001 ; 50 : 1234-41.

46) van Heek M, et al. Eur J Pharmacol. 2001 ; 415 : 79-84.

47) Altmann SW, et al. Science. 2004 ; 303 : 1201-4.

48) Davis HR Jr, et al. ] Biol Chem. 2004 ; 279 : 33586-92.

49) Garcia-Calvo M, et al. Proc Natl Acad Sci USA. 2005; 102 :
8132-7.

Sudhop T, et al. Circulation. 2002 ; 106 : 1943-8.

Davidson MH, et al. ] Am Coll Cardiol. 2002 ; 40 : 2125-34.
Melani L, et al. Eur Heart J. 2003 ; 24 : 717-28.

Ballantyne CM, et al. Circulation. 2003 ; 107 : 2409-15.

Nezasa K, et al. Xenobiotica. 2003 ; 33 : 379-88.

McTaggart F, et al. Am J Cardiol. 2001 ; 87 : 28B-32B.

Hafner M, et al. Pharmacogenet Genomics. 2011 ; 21 : 741-50.
Liang K, et al. Am ] Physiol Renal Physiol. 2005 ; 288 : F539-44.

50
51
52
53
54
55
56
57

24, XEREEREROBEULEDE
SCHREESRSE
NA ZVEFHREH - AT A ANV VT A=V a3
T530-000 1 kPR HALXEH T H4%E95
NA TIVEFEREEROBEVWEDEE
EF50120-106-398

26. HEIRTEREF

#*26.1 BHERSETT

FILAH/ VkAaH
RREBRAEIL1—24-3
26.2 BR5ET

A TIVEBHFRASH
KRFIERBEA=TH4HIS

7008189901

© 2022 Organon group of companies. All rights reserved.



