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B SRR
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a ZA/NA ¥ F »ODsE
25mg [ HEET]

U ANA Y F »OD#E
5mg [HET]
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15Er
OANAYF VT h

26mg
(@ANZyFELT
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15ErH
O ANAYF IV A
52mg
(BANZTF LT
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A
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0 ANA % F 0D
25 HET
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5. SHEEX IR ICEHEY 5FE
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5.2 FEME I L A7 0 — )VIIE R EHFAEKIZOWTIE, LDL-7
7 b= ZAEOIEYFEOMBIE LT, HLHVIEENLDE
FEREDERARE R G AF O®HA % ZEET 52 Lo
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HEE, RAIEZE AN F o LTIHLEZ5mg & Y #%5-% B
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778 —ORBES T IEETHI L.
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9.1 EfHE - BIFEREEDH 2 8EF
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o FUIRBRBEREAS T E O 85
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EICHERBER T, HAR3» H T TOMIZIRH L7z & &, RIS
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FRLUZEDHEDD S,

VI 7 =7
SBCRP @ B B
% ET % EE
Pehd %o

BT~ F = TR
IKH

KHE & T~ F = TR
WMz R L7z E &
KHEDOAUCHMH2. 115
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11.1.1 FEERLARAE (0.19%A)
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11.1.8 BEMME (01%H)
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DMWY R WEEITH Z Lo
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TEHOFMREEDL D bR DL I ENDH D,
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i
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NEGEH L7 &, A#KI| & v b HSBCRP Mo |EE R,
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STETR R TR TR eh b e ML
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DHED B Do fe % BT 50 . FE
BEHED 5 o i N
AAYXF =TT N AHERAYXF =TT | hAYXF =7 (BUN L5
U LKA MU LKA & BEAE LT b Y 2OKA Wz L7
72k &, KFOAUCH | W ABCRP OB Foo 1)

) BE B TH L0 HEAMOERLIRDHEET 538 1213
BV 5% S RREETT) Lo
FEBVBEE LA B A S 5 L 720

14. BHEDZEE

141 EHZMNEOTE

1411 PTPAMOHEHAIIPTPY — M5 L CTIRAT 2 &5
8855 2 L, PTPY — P OBEMKIZ X0 . TS50 A kb
~JIA L, FI2I389L % B 2 L CHERRIN 458 0 B 8 2 A 0HE % O
BB DD D,

1412 AHNEFO Lo CEHEZ R ST & HET 5720,
K7 UCHRHTRECH 2, T2, KCHRHATZ2I L TE 2,

15. ZOMOEE

151 ERARERICE D 158
WA BT, AH % & LHMG-CoA R TTRESR L&A G- o &
HTIE BRIBFIED ) R 7 H@dr o7z L OEED D %o

16. EMBNRE

16.1 MARE

16.1.1 HERE
TEFERABPEOBINC T AINA S F 2 1)V 77 L & Smg® kT 22 I LR 5 L
7o T AL MR T ANA Y F 2 IS RO 2 Crax B 7R Ly TSI (t1/2)
12202 =78 TH o720 F72. Cona X AUCo2mld 2 21356 * 1.35ng/mLJ U831.3
+136ngh/mLTH -7z (Pt + i) 9.
BB, UANAY T ORNEERE THL L L2 6NTwE BHEATF—%) 9,

16.1.2 RiEHRS
TEHER A EOBIC T 2N 5 F 2 1) 2100 020me % LH LIEI7 H B, Z2fER 2
BRI G Lz b 2 A, G &UMOMEEP O ZANZ S F ViR HEA I EA L, K
BFEG-318] H IR TR H IR I F5E L 720 B HIRIEIZ BT 5 AUCo2m B A% 50
1265 ChH ). ZOMEITHEFEG TOHKELSOTHME L FEETH o720 Lzd> T,
ARG X 2 FRULOFEBMEI 2w EE 2 5Nz 2B, HERANIBIT S Crac KT
AUCIAHE A D21 TH - 727,

F1 BEEAFEICBIT 502025 F 2 OEWERE/ ST A —F (n=6)

i Cnax? Tmax? AUCo24n? AUCp.? t1/2¢)
(mg) (ng/mL) (h) (ng'h/mL) (ng'h/mL) (h)
HH <ng) 5 (45) | 742 (560) | 126 (393) @ | 151%5369
10 :
| 5% 535 | 905 670) | 167 (300) 9 | 1844629
w20 135 | 171 (530) 209 (501) | 191%581
20 '
wig | 2 5(55 | 206 (639) 28 (622) | 148%576

a) BATTIME CEBRED) . b) o (FEF) . o) “FIfi+ k=
d) n=3. e) n=4

OV AT 0 — VIIERF T ZNA Y F 2 H )y 525~20mg % 1 H 11638 fH R %
45 L, sERIREOMSE R O ZANA 8 F VREZJIE L7228, 83 L AT 10— VIE
BEOMER O 2N S F VBEITHEICIEIZRE LML, EERABE oM
($2 5108 B O FATF39ME, 10mg : 406ng/mL. 20mg : 9.82ng/mL) & FIFFEFEET
Hotze B, FHBTHARNLHEAOFKRE K LZE A, HRANIBIT 25EH
REOIMAE R T AN Y F 2 I HHE N DKM Td - 729,

#2 EI VAT U VIVESEIZBIT 2 EFIREOMSER T 2N 8 5 VR

e MAEH T 2N Y F 24 (ng/mL)
25mg (n=16) 1.26 (727)
5mg (n=12) 262 (415)
10mg (n=13) 4.17 (755)
20mg (n=17) 117 (50.0)

TP CEBRED

16.1.3 B5EEOXE
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Ly EhEnIgE (WANRSY F 2L L Chmg) MEHERH AT MEICH AR 95 Ok
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M85 A —% (AUC. Cmax) 22\ T90% 158X I 02 CREEHFT % 4T - 7245 He
log (0.80) ~log (1.25) DFFHN T V. Wi DLW ERF SRR S /1),
(%7 LIRFE T 2N A 4 F »OD$itbmg [HET] OAT, 7 L A b —)V§Ebmglizk
ThHRA)

FRULEFH] © 25127~ 1685 [H]
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O ANZA % F 2 ODEE 4 4 + +
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10 ——OX/SX%F>0D§E5mg [HETL]

-&-7 L X h—JLEESME
18835, Mean=S.D., n=20
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b MRS B D 0 ANA S F 2 OB A AE1E89.0% (HAN) ~88.0% (UHEIA)
THhY., EHEEAEIT VT IV THo7210,
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By RE OIS B U HED ERMERZETH O o JRIEF O E2AH1E.
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b MSEIIEN B A F VR OBS -5 7 b R S 7278, HMG-CoA ey
BTG PRI EE X 1 AN 8 T VR EE & RRR DR 277 L, 4P I B1F 5 HMG-CoA
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R B O R A O RZALRIE R X, 2NN GRD49% L UT68% Td - 7219,
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T AHMENBZER6BIZ T AN Y F 2 A vy A10mgE L H 114 H B R3S
L. MO ANA S F 2 % 58 L7218 PR R 3 O Comax % P AUCo2an 3 AREHE R
NBEDZNENLE~2145 K U1.05~1265TdH V) . $¥12. Child-PughA I 7 H8~9D ¥
2B BV B MAE AR, IR TRE 2 - 720 [22, 93 2]

16.6.3 BREENHE
FRERED R % 2 FREL AT 2ENEE (A~8F) ICOANARSF L HNT T A
20mg# 1 H 114 H B SRS Ly TR0 A0SR 8 F & s % 5 L 7219, i)

H REEOBEED D L BETIE, TANRY F o O MBI 58T L
AEBOONL ol L L, BE (2 V7 F=2207F 2 A<30mL/min/
1.73m?2) OFEHEDD B EFH T, WHR AN AT EAF 3 EA L.
[71. 92 BH]

16.7 EWHEEIER

16.7.1 HIEH
HIFRA % [F HEOE S L7235, O AN A S F 2 O Cmax i NAUCo2anld # L2 150%
0'46% F T L7275, HANA Y F 2 B 5B BN BIREHA & $5- L 725 &1, 1
AINAZ F ¥ DCrmaxc e VAUCo2anld Z N Z NI BF D84% K U078% Tdp » 72 (FEEIA
F=%) 0, [102 Z#]

1672 Y 7OZK >
DI UAR) VERGEN TV L LBBMERICT AN Y F 2 2 G L7z L &,
T ANAY F 2 DCumax L CAUCo2m i EHER N HAC K G L7z & 12T E
NEN10665 R OTIE LR L7z BHEAFT—%) 2V, g A/RNZ % F Y IFOATPIBL% 4
LCHFIICHD AN, 27 AR) VIZZOMY AAFHET LI LIZL->T, B A
INALF 2 OMBEFREZIMNEE2 L EZ 5N T WD, [24. 101 BH]

1673 #L7 1703
TFhTA4TAYN (RBREKR) EOHHKG L&, OANZAY T2 OCnax LT
AUColE ZNZN221 R OL88MHICHIIN L 72 JHEIA T — %) 2, T ANRAS F ik
OATPIB1% 4/ L CTHFIICHIUD A, 747 4 70V VIZ DR AR ZHET S 2
L2 oT, UANRY F U OMBERREZ NS TS L EZ 5N TV,

16.7.4 Z D DZEH]
T ANAY F ¥ ORABIEEC R Z T P4S0LER DR E Z M3 572012, 7 va Tty —
W2 (CYP2COK 'CYP2CI9D [EHI) . 4 b3 =2, £ FaF v —uH K
L) AuvA Yy (P ECYP3A4K UPHERHOER) & OB RER% i L 7255,
S HEERIERO SN otz BHEAT—4),
TN 7 7)) 22 (CYP2COR U'CYP3AADIEE) &%\ id Y TF ¥ 2 ORNTIIEIZ R
A MG L727s, MBI R L0 SNl h o e BHEAT %),
CYP3A4THEAEH DA % Wit 3 5 72012, FECRATSE & O PF B M L7225, =
FZNVIA N T T =V OMBEAPREEIHEAIEA LIS, O ZANZ Y F 2 1ZCYP3A4IC
T AFEMEAERERVEEZ LN GHEATF—%) 29,

16.7.5 in vitro 5
b R % B\ 2 in vitro SRERIC B\ TN A FOUEAERL L 722%, 2 O3
BERIERISRRIR ThH o 720 T720 NBEA FVALIZB S 3 5 3 7 P450% F-H 12 CYP2C9
FU'CYP2C19TH - 7278, CYP2D6X°CYP3A47AEIG-§ 2 Wl HEME & /-1 & 417230 3D,
U ANAY F ¥ (50ug/mL) 12X AP450 (CYPIA2, CYP2C9. CYP2C19. CYP2D6.
CYP2ELJ. U'CYP3A4) itk ESRIZI0%LL T Tdh - 7230,

16.8 ZDft
O ANA YT~ OD$E25mg [HET ] 1&. O A/NRYF 2 0D$E5mg [HET ] % i
BEI L L7 b & EMBENES LR S AN L AL SR,

17. ERPREGIE

171 HHMRUREM T 5558

(&L X7 0O—JVIE)

17.1.1 B EIERERCHER
AV ATO— VIHERHE AR E L CoEEREICL ) EESN2RBICBWT, o
ANAEF 2 HNY T A (5~80mg) LIET MSAY F > (10~80mg) % 1H 1H63E
¥ 5 L2k, OANASF oAV YT Ak, LDL-ILATFO =), 3L AT
T—)b, b 7)Y FIETFwEZ, HDL-2 L A5 0 — VI 38R Z R L.
T2, 7AREAB, EHDL-Z LA 70— VEE T &4, 7HREHA-1T Z¥iNsE72,
H|Z, LDL-2 L A7 u—)V/HDL-2 L A7 u— VI, #3L A7u0—)/HDL-2 L AT
o— )V, JEHDL-I L AF 0 —)L/HDL-2 L A7 u— )V, 7 REHB/7 REHA- 1
HWEET s,
TANAYF 2 A7 AOFENE, G HLARMAICSH S b, 2080 F Tl
KEIRDI0% & 7% o 720 e KA RALEE4HEM E T S b, ZOBRRER L7,
FIEFISEBURIE X, 0 AN F 2 v ¥ 7 A5mgik 58 T105% (4/3861) . 10mg#t
LHETIX156% (7/4560) . J 020mgtt 5-HECT17.9% (7/3961) T o7z WTFho#s:
BETH. BILL RSB L 72 EIER 2 A2 o 7239 30,

17.1.2 ERE I HRR
CTEEREICL D ERSNZREBRICBW T, DANZAYF YAV T A25~20megF 1H
LiEl6 B 5 L 72 B0 i iR B o F LR IE Lo L BY) Th o 7z,

1RO T

(73 L A5 0 — )VIME R 0 R B

PG 25mg 5mg 10mg 20mg

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

LDL-ZLATH— ) (%) -44.99 5249 -49.60 -58.32
warLzara—i (%) -31.59 -36.40 -34.60 -39.58
F)Z)EYF (%) -17.35 2358 -19.59 1701
HDL-2 L A7 u—)b (%) 7.64 9.09 14.04 1125
7 REAB (%) -38.56 4593 4397 -50.38
7 AREAAT (%) 542 6.25 10.61 9.72
7 REAA-T (%) 0.38 4.27 7.78 773

BIERZEBUE IZ, O ANR Y F 2 BV £25mgt 58 T389% (7/1861) . 5Smgt
LBET20.0% (3/1561) . 10metk5-#T13.3% (2/1561). K U20mgtk 5-#T47.4% (9/
1961) TH o720 FETHICHE VT RS SN @ERIE. R, CKEARD y-
GTP.LA (%3B]) Tdh-o7:%),
17.1.3 BHE MHERER

CEEMBEICL ) EESNZHBOEE T S AT LD, UANRYF AN T
25mg X1k 10mg# 1 H 12 HE S L 22 B0 i g o P E LR 13 F20 L Y TH
V. OV AT U= VIEREONRE L~V 2 RAIICHEET 5 2 AR 5723,

F2  MIEREMOTFIHZE GHEAR I L AT 1 — VIMESE T S AER)
He G 5mg (n=390) 10mg (n=389)

LDL-Z L AFu—)L (%) 419 -46.7
warLzara—i (%) -29.6 -33.0

F)Z)EYF (%) -164 -19.2
HDL-ZLA7u—) (%) 82 89
JEHDL-2 L A5 T — )b (%) 382 426

7 AREAB (%) -32.7 -36.5

7 REHATL (%) 6.0 7.3

17.1.4 @SB IERGHRSHE

BaALATO— VIERE 2% LTCoEEREICL VEBS L RBICBLT, o
AINAZ F 2 Ay AbmgXiF10mgh b G- M L, LDL-2 L A7 0 — )LD
NCEP I 44 R4 >0 BEMEIZET 2 E TR L7z, 52 B VTS #o
5mg X 13 10mgDfEHiAL 5% 2 CWIER OB &1L, Zh2nT76% (92/12160) KO
82% (88/10781) Tdr -7z,

BIVER OFHEIE T AN 8 F 2 F V27 A5mghtT294% (40/13661) . 1 AN Z 8 F
VIV A10mghET265% (35/132B1) Tdh o720 VTN OHG-HECTIBILLEIEB
L7-EIERE T, LA, B, M. AIRGE. 5895, B R OEETH o

7230 SX‘C



(RiEME I L X7 0—JVILAE)

17.1.5 ERE IHERPHREHR
FEER IV AT 0= VIENT DGR EZIZTANZ Y F 2 Vo7 A10mgh 5
G2 mn L. AR TR L, 0L XOMEREMEDTHERIEEID &
B THo7:3,

#3 MO T
(RIRFERS T L 2 7 1 — WA R

o5 10mg (n=37) 20mg (n=37)
LDL-aL AF7u—)b (%) -49.2 539
walLara—i (%) -394 433
P ZY)EYF (%) -182 236
HDL-2 L A7 ua—) (%) 9.6 138

3L LIRS BN zEIEIZCK B (3/37#1, 81%) Tdh o721,

18. FEhFIE
18.1 1EAHE
QANZAY F 2Ny sd, FFEAICERBIMICRY A, FEToaLA7o—)L
A R OHEERIES T d 5 HMG-CoAMRTTRER & BIRM 2 oA MICHE L, I L AT
O — VS E BRI 5. 2OfER, FRANOI L 270 —-VvERPMERTL, 2
NEH D 720LDLZ RO RERAAFE SN D, COLDLEAEZ /LT, IL AT —
WVEHFEOE ) REHTH SHLDLOFFIHAOI Y AAHHIM L, I LA 70—
PETT %, UANAYF N7 Ak, Tl F & L CBhi%R % /- L CHLY
AFA IREBAMED B 720 BB R % R A W OBEZ I ZI ) A F
12K < FHER I 2 HMG-CoAR TTRERIEH TH B L EZ LB 2,
18.1.1 HMG-CoAZTEBRILE/ER
UANAE F YIS hld, Ty P ROE MEI 28— A RROHMG-CoAsR T
FRO FHMG-CoARTTREFR DMl F 2 4 v i2xt LCHEEM 2R L7z (in
vitro) 3,
18.1.2 FFaL X5FO—JILEEBEEER
HANAYF AN T Al Ty MO 3 L AT 10— V&R A R RA R E
L7zo E72. ZOMEER X, MbOHMG-CoA e BEHNIC A TR L
7‘:43‘/0
18.1.3 LDLZEFFHFEER
TANAY F vy sk, & bR HepG2#iie OLDLZ A A mRNA O 53 % i
FERAFZFHE L. /-, LDLEATEEARIS®7: (in vitro) W,
18.2 ML X FO—ILETER
TANAGF U HNT Y M, A XD, H =74 %)V WHHLYHF (& bR
IV AT U= )VIAGEDE T NVEY)) D ICBWTIERI VAT a— V%, /2, 7K
KHE3Leiden k7 v AY 2= v 7<% A (#VLDLILIEE 7 VE) © Ke b 7H
HHEB/CETP (VAT U= VI AT VEREEN) Ny AV 2=y 7374 (B IO
IV AT U= VAHHZE B L 2R R ERS A A5 5 7 VEI) 9 128w TidimiE
FILVATH— LV EEBEIET 872, 1 2BV TIE, HMG-CoAsRtiE#R O R E
WCd B AN L EEOMAPHLEE & HHRAREF IR S 87219,
18.3 EpfREELERINHI1ERA
O ANASF ATy Ak, WHHLY B Fi2B\WC, KEIRO M E LS K.
FTH=VEROBET A L7256 L, BIIRIELIEZE O AR 2 H L7240,
184 FUJ U FMETER
TANAYF ¥ HIy s A&, 7HREHESLeiden s 7 > AV 2= v 7 v ARV b
7REHAB/CETP N7 Y AV 2=y 77 A0M¥EHR M) 7 ) &) FEILT S+

7-48). 49)

19. BRHRSICEET BIBILZRIER
—fEEIHE - T ANZ F F > AV A (Rosuvastatin Calcium)
L4
GrFa
Gy
[N

aL A

* Monocalcium bis[(3R 5S 6F )-7-{4-(4-fluorophenyl)-6-(1-methylethyl)-2-{methyl
(methylsulfonyl)amino]pyrimidin-5-yl}-3 5-dihydroxyhept-6-enoate]
(C22H27FN306S)2Ca

1001.14

FOBKTH S,

7= b ') )1/ ’«E FRFL AF = MIZRRHEITRT L,
MR

KIELs /) —
b (995) 1
ﬂ)imlttf&;éf

featER

CO2" Ca?*

20. RV EDEE

BRI 2 T GEE L TIREFET 2 2 &

22. @&
(OZ/NZX 4 F>0D§E2.5mg [AETL])

100§ [10%Ex 10 ; PTP]

1408 [14%8x 10 ; PTP]

50058 (77 AF v 7 KMV NT wEFIAD ]
(OZX/NZX&F>0DsE5mg [HETL])

1008 [108Ex 10 ; PTP]

1408 [148E %10 ; PTP]

50088 [79AF v 2R
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