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LEgh  HRa ANA Y F
YHNY YA 26mg (O
ANAYF LT
25mg) *EHT 5o

Légh . HRa ANA Y F
ANV Y A 52mg (H
ANWNAYF & LT
5mg> %é\ﬁ/é—%o
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D-v>=hF—)v, L- 7V
For, KEHEL Fo
7o)tk —
A, ZJOARE RNV, A
VAN S a/ A N
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FA VT

& & o

)T VIRAD
B, T
A TZ0R A D
ki)

s
i e B

© %9 5.7mm
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WHEL. RAIIEOANZAYF o LTC1IHLE2.5mg &9
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B, - ERIC & EER L G RARD S IdE
=%, 4 BLIEIZ LDL-2 L AT 0= VEO T A+ 7%
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DVAZ T 77 —ORBELTHEETHI &,

L2 Be G IR A B AR L L BRI B U
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Lo T MM HMG-CoA B ICHE HEH] % K Ex5 L
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A L7z & & RIBIERESELD S bz & ofHERH
%, (2.3 2]
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15.1 BRERERICE D 158

HIMZ BT, AH & &t HMG-CoA #Eol & B ER % 5-
FOBE T HERIRIIED ) A7 BEh o 72 L OHEDRDH
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16. ZEHEhHE

16.1 mMAERE

16.1.1 BEEES
fEHER N FEYE 6 Bllc T ZANA S F 2 F vy 7 L% 5mg D
B IR RS- L2k A, MO 2N ¥ T
VR 35 5 RIS Cmax &R Ly 2R (t2) (2
2027 8 TH o720 F72. Cmax X AUCo-21n 1710
Z# 3.56+1.35ng/mL J% 0 31.3+13.6nghr/mL T& - 7=
CPIgl + i fRE) 2,
BB.OANAY T ORHNBEITHECHLEEZHNT
W23 MEAT—%),

16.1.2 RiE#HS
EERANBEHICTZANAYF ALY A 10 R
20mg % 1 H 1|7 HFEEEICERORG- L2 A,
WeE1% 24 B OISR O AN A & F 2 JRER TG 4 12 5
L. RE#S 3 E B ICIZIZITERFIRBICHE LY, EFIR
BEIZBIT 5 AUCooumn (T HERGEEDO 1.2 ThHY . Z0f
FHAES CORELSOTFHEERBETH -7 L
5o T RIEHRGIC X 5P EoBREEIE2wEEZ N
7Co 7;315\ El 7—&]&0:3“'%) Cmax &U AUC ‘i&*]\@%’] 2
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F1 BEERNBEICBITLOZANAY T Oy EREI S
A—% (n=6)

H= Cmax® | Tmax® | AUCo240® | AUCooo? T
(mg) (ng/mL) | (hr) | (nghr/mL) | (nghr/mL) (hr)

" 7.87 5 74.2 126 15.1=+

o B Gea) | s | 6.0 | (39.3) @ | 5.369
i 9.38 5 90.5 167 18.4=+
(71.5) (5-5) (67.0) (30.0) @ 4.62¢)

] 20.5 4 171 209 19.1+

20 o (54.6) (3-5) (53.0) (50.1) 5.81
L 22.1 5 206 248 14.8+

BB 63.0) | 55) | (63.9) 62.2) | 5.76
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&) B (EEMRED PRI ¢ 5% 716 KR

16.1.3 B 5REEOEZE
AE N EERL A 21 Bl T ANA Y F A vy A 10mg %
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[7 2]
7I:Z}\# 68.42+30.22 | 6.54+3.15 | 4.4+1.1 |14.80+3.89
JVEE Smg
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16.6.1 MERUMEBOHE
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%ﬂﬁ”]é’ﬁ@ 82%&0 91%"6?)’)7‘:15)0 if:\ %ﬁ%@ Cmax
T AUCo- 1 & Z NN o 112% % 0N 106%TH 1) |
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Child-Pugh A (227 :5~6) & %\ Child-Pugh B (&
a7 :7~9) OFEELETLIIEANEES 6 BT AR
FFUANY YA 10mg & 1 H 1M 14 HREREERIES
L. IMEER T ZANA 7 F 2 g e L7219, ks i
@ Crmax K U8 AUCo-24n (ZTEHER ABED Z N2 1.5~2.1 %
FON1.06~1.2f5CTH Y. 412, Child-Pugh 2 37 5%8~9
DEE 2PN BT A MEEREE X, iZlTEro 7o,
[2.2, 9.3 =]
16.6.3 BEZTORE

EIEEORLZ L FEEEZAFTLAEANESE 4~88]) 120
ANAZF AN L 20mg % 1 H 1A 14 BB AR
5 L, IMAEh 0 AN 7 F VR R IE L2, BRENS
AR DRIEED & 5 BE TIL, O AN Y F 2 Ok
JEICRT 25283 TE A ETRO O N oz L L, BE
(7 V7 F=r 2075 v A<30mL/min/l.73m?) OFEE
D B BT, R AR TIMEE i A5% 3 512 -
A L7 (7.1, 9.2 ]
16.7 EMHEEIER
16.7.1 HIEEH

HIERA] 2 FE BB S- L 726, O ANAY F 2D Cnax
Y AUCo-24n 13 Z N2 50% L 18 46% F TILF L7225, B2
INA T ¥ G54 2 BRI HIERR) 2 55 L 72 8A 10k, o &
INAH F D Cmax K ¥ AUCo-2an 1 F NLZNIEDEH D
84% L N 78% Tdo - 7218 (MENT— %), [10.2 ZH]
16.7.2 70 RKY >

AR VEHREENTWLOBEBAEEEICO AN
7%7%1ﬁfﬂ?ﬁlé‘bf:& 3\ DX/\Xy')::/O) CmaX&U
AUCo-24n (&, fEHER AN HAR TR G L7z & 2R T
FNEN10.6 R T 1 EH LY BEAT—%), O
AINA L F 1Z OATPIBL 4 L CHBEICIL Y A, v 2
OARY NEZFORY) AARZHET L2 LI2L > T, TAN
A5 F v OMEERREZENMSELLEZ5NR TS,
[2.4. 10.1 ]
16.7.3 L7 ¢7O2NL

AT ATOIN (KIERARR) S L&, 0 A
1.88 Izt L7220 (MFEANT— %) T ANZAY F Ui
OATPIBL /- L CTHFIRICEL D iAE e, 47 4 70D
FOWY AAEHET LI LIZL>T, OANAY F Ol
HEEEAINE L L EZ 5N TV,

16.7.4 ZDMOEH

O ZNA S F v ORNBIREZ S T3 P450 FLEH] D552 % f
HT 72012, 7T+ — L2 (CYP2C9 K UF CYP2C19
OREHR), 7 haF =2 L FFaFT =B KL
Jzaa< Ay rm (P CYP3A4 R OFP BEEE ORRER)
L OPERRER T FE0E L 7205, S 2 M EERIERRO b vk
otz GHEANT—%),

TNVT7 7Y B (CYP2CO K UF CYP3A4 OIE) 5\ iy
TF T O ORNTIREC KT 8% MR L 720, BYEhhE
FHMEETIZEO SN o2 BEAT—%),
CYP3A4 FFHE/EH O % Mt 3 5 72012 AR LIEITSE & o
BEHEREZ ML 7225, TF =V A F T ¥4 — Lot
EREICRAIZA ST, TANZ Y F 1k CYP3A4 2%
LA RE W EEZ 5N HHEANT—4 ),
16.7.5 in vitro 5B&

b b EEE 2 B B in vitro SERIZ BT Nl A T
DA L72hs, ZORBEEIIFFIRETH o720 F
7o  N-I A F VALICBES-9 5 T 7 P450 43 FFlid CYP2C9
Y CYP2C19 T& - 7275, CYP2D6 % CYP3A4 » 515
THEVE & 7RI S 722829

T ZANZAY T (50ug/mL) 12 & 5 P450 (CYPLA2.
CYP2C9. CYP2C19, CYP2D6, CYP2E1 K 0F CYP3A4) i
D HEERIE 10%LLF TH - 7228,
16.8 Z D1t

TANAZF 2 4E2.5mg [T ANV] 12200V T, [EEDRL
% R EIBH O W 2 R S BE A K5 4 > (PR
2442 A 20 H FHEFEAIE02298107%) | [ckox, o
ANAY F UEEbmg [T AV | s L |-k X, il
ZEBh DS SR &I S, MRS ESE & Ak S 720,

17. ERERRGIR
171 A RUCRLMICET S
(&3 L X5 0O—JVIfE)
17.1.1 B8 1 A ERICHER
EaLATFO— VIIESREENFE LT EEREICLD
FEhi SN REBICBNT, QANZAYFrH V7L (5~
80mg) XIZT7 FIWANAFF > (10~80mg) % 1 H 164
MG L7z R, G ANZY F Ay A%, LDL-a L
ATFH— ), Il AFa—) b, N7 )+ RIIETR)
H%, HDL-2 L A7 a0 — VI3 sh 2 Rm Lz, $7-,
7HEEHAB, IFHDL-2 L A5 0 — VAR KT &, 7HRE
FA-T # 1S 472, #®iZ, LDL-2 L A5 10— )L/HDL-2
LZFua— i, a1l A570—)L/HDL-2 L A5 10— )L
. JEHDL-2 L A5 a—)V/HDL-2 L A5 a—)Vit, 7R
EHB/7TREHA-TILZET &H7,
T ANRAYF VAN AOFEME, K54 1A LAIZH
5, B 2 BB F TITRKREIRED 90% & 7 > 720 IR
FAEE 48 E TICH S b, TOBERL.
FIVEISSEAHEE 1, T ANA Y F 2 H )V 7 A bmg 55
T 10.5% (4/38 f51). 10mg #%5-#E Tl 15.6% (7/45 ) .
T O 20mg ¥ 58T 17.9% (7/39 1) THolzo WD
WEHTL ., 3HILEFRE LRI IZ 2 000 723032,
17.1.2 EIRE Il HH55R
TEEREICLDERINREBEICBW T, AN Y TV
AV L 2.5~20mg & 1 H 116 EEES LB miE
HREEOFEHZALREIR 1D EBY TH o720

#1 MHEREEOPIZLSR (B3 VAT 8- VIIERER
SAER)

-

FER

s 2.5mg 5mg 10mg 20mg

(0=17) | (n=12) | (0=14) | (n=18)

LDL-2 VA7 H—)V (%)| -44.99 | -52.49 | -49.60 | -58.32

walLAra—)v (%) -31.59 | -36.40 | -34.60 | -39.58

)7 E) F (%) -17.35 | -23.58 | -19.59 | -17.01
HDL-2 LAFu—)L(%)| 7.64 9.09 14.04 11.25

THREAB (%) -38.56 | -45.93 | -43.97 | -50.38
7HREH AT (%) 5.42 6.25 10.61 9.72
7 REH A-TL (%) 0.38 4.27 7.78 7.73

BIVEFHZEBUERE X, OANZAY F ANV A 2 5mg x5
#ET 38.9% (7/18 #). bmg ¥ 5-# T 20.0% (3/15 1) .



10mg ¥ 5-% < 13.3% (2/15 B1). J& OF 20mg ¥ 5- % T
47.4% (9/1961) TH o720 FH6THIZBWT 3FILLEFRD
SNEIERE. B, CK EA & y-GTP L5 (%3
Bl) THo723,

17.1.3 #5811 #E55%
CTHEEREBEICIVEBEIN3IRBOER TV EF LD
726 WANAZF U H IV 7L b5mg Lid 10mg % 1 H 11
12 BB L 22BR oI RE OFEARIIFKR2DEBY
THH.mIV AT U= VIIJEREDOIRE L NV ZEIIZ
WS 5 2 LD SN,

#£2 MEREEOFIIZEER GHEAR I L AT 10— VILE
B RABR)

PRy 5mg (n=390) 10mg (n=389)
LDL-2 L AF7u—)V (%) -41.9 -46.7
warara—)v (%) -29.6 -33.0
FU YUY R (%) -16.4 -19.2
HDL-2 L A7u—)V (%) 8.2 8.9
JEHDL-a L A 51— (%) -38.2 -42.6
T HREAB (%) -32.7 -36.5
7 REH A-T (%) 6.0 7.3

17.1.4 B E 1| AR5 HER

WALV ATH— VIEEEENRE LTCoEEREICLD
FERi S NREBICBWT, QANAYF 2 H IV A bmg
Xt 10mg 265 % fiG L. LDL-2 L A7 10— )U{HAS
NCEPII 74 NI 4 > O HBMEIZET 5 F THm L7z, 52
I B W T AR S-5 O 5mg 1% 10mg Ok 5-% %
FTWEROEE&IX, FNZEN 76% (92/121 #1) KO
82% (88/107 ) TH -7,
EIMERORBEIEZOANZAYF AV ™ A Smg BT
29.4% (40/136 ). T ANZAF F A1)V 7 4 10mg BET
26.5% (35/132 f8) Tdh o720 WTFNDOFKGET 3IHLL L
FEB L ZRWERNE TR, LA R, 3. A, AIREE. %8
5. B R OMEJJETd - 723930

18. EshZEIg
18.1 1EAHF
T ANAYF N7 5%, FFIENICEEIIZELY A
N, i cOaL 27— VESRROEEBERTH S
HMG-CoA I = % BN » O aICHEL. IV AT
O — VAR A BINZHIT 50 ZOMEE. JTRAO T 1L X
TH—VERHPET L, TNEH) 720 LDL ZHAO 5
# %éﬂéo_®un ZEAEENLTC, ILATHE—)
@me+FET%5Mm®Wm«®WDL&#%

bDL\mlEP:!l/x%D—)WJ‘WRTfT%O OANAYF 2 H )
Uy A, ETIETEE L CH @J%u_;ﬁ’i’ LCTHYIAT
L IREHA A A 720 FEE) ml.néée?ft_zruxﬁﬁ
DIFEEHIFI Y A F L < ﬂ%i%&HM}@A%ﬁ
BEFHER TH D EHZZHNH3DB),
18.1.1 HMG-CoA ETBZHEE/ER

OANAYF AN T LIE, Ty MR MiFI 70y —
A H1K D HMG-CoA #E=ITEEE K U e b HMG-CoA # Tt
FOMIE R A A R L CHERR AR L2 (in vitro) o
18.1.2 FFaL X5FO—JLaRE=/ER
TANAYF AN T NE, Ty Mol 2570 —
VAR E FHEAREICHE L2 72, ZOMEMRHIZ, i
@ HMG-CoA = TCHE FHEFN LN TR L 7239,
18.1.3 LDL S R{FFEER

DX/\X&%/?J}V/'?A iE. b MFEHCR HepG2 Mz o
LDL 5% %18 mRNA OSEH # B EKEMICHFE L, $ 72,
LDL #EATE M2 8N & 27249 (in vitro) o
18.2 AL X5FO—JULET1ER

OANAZF AN T LI, A XD, =7 4PN
WHHL 7% ¥ (e bREESI VAT U= )VILEDE T )V
) BICBW TR I L AT a0 — Vi, F7-. 7THEN
E3Leiden b v A Y == v 7<% A (5 VLDL IiliEE 7 )V
gY) YR 7T EEHEB/CETP (ZLAFH— VLA
FOUEEREER) PV AYV v s A (L DTV AT

—wﬁﬁ;%MLtW“ﬁﬁk EHTAETIVEN) B

CBWTIRIMET I L AT — VA2 FEIKT 7,

ZAZBWTIZ HMG-CoA #ICHEHZE DO KIS HEW TH 5 A\ 1
VEEO I AR % AR KR T S 7240,

18.3 EhfREE{LERIHI/ER
OANZAYF vy ald, WHHL 79 Fi2BWT, kK
BROIBELAETNRE, 2L AT 0 - VEEOERT2 L7256
L. BhARAEALAGZE O ek % B L 7243,

18.4 YUY U+ NMETER
O ANAYF VIV L, 7REHE3Leiden b7 ¥ A
VrZv v AT VT REHB/CETP N VAV o
= 7T ADMEER ) 7 k) RRKT SH/2048),

19. BRSICEET 2E{EZHHEA
—fgf
O ANA % F 574 (Rosuvastatin Calcium)
1tz%
Monocalcium bis[(3£556 E)-7-{4-(4—fluorophenyl)-6-(1-
methylethyl)-2-[methyl(methylsulfonyl)amino]pyrimidin-5-
yl}=3,5-dihydroxyhept-6-enoate]
SFX
(C22H27EN306S)2Ca
SFE
1001.14
M R
HEOBEKETH %,
T h= M) IVIZEITRLT L,
L RXZ= 7 —v (99.5) |
Wit Tdh 5,
BExX

AE 7= VIZRREFRT
WIS

o

2+
Ca

O\\S//O
H:C N

CH3

20. RV EDEE
P RIER R CTIRET A Z Lk,

22. @
(OXNZRBZF 8 2.5mg [ AIV])

100 $& [10 88 (PTP) x10. #JEFIAD ]
(AZXNZXZF 2§ 5mg [ XAIV])

100 $2 [10 &8 (PTP) x10. 8ZMEHIA D ]
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