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F 6
}5
4
2
(0] T T T T
0 12 24 36 48 60 72
(53] (hr)
MAEH O ANAS F REHER Okd D #:5)
SHEYENRE/N T A —5& ORIz L% 5)
HIE/INT A—4 BEINT A—4
AUCo—72n, | Cmax Tmax ty/2
(ng-hr/mL)| (ng/mL) | (hr) (hr)
DX/\‘X&‘T:“/OD 77.6000 6.9237 4.15 17.00
g Smgl =70 +26.0642 | £2.9518 | £0.88 | £7.88
7L A N—)VEE 73.9962 6.5725 4.25 13.54
Smg +24.1592 | £29501 | £1.02 | =587
(Mean £S.D., n=20)
(ng/mL)
12 9
101 —e— O/ A&F>0Dsk 5mg =70
% = JLANILEESME
“D’ 8
A Mean = S.D.. n=20
JAY
2
2
’

0 12 24 36 48 60
Bl (h

MR O ZNA LY F D IRERER Ok L5

Mg EEEE NN AUC, Cmax ZD/8T A —413, #EE 0%

W, RIEOERIREEL - KR OB EMIC L > TRz 5 lHetE

Nh 5,

16.2 DRYR

16.2.1 £EYZHIFI AR
@%&A%ﬁ10%KBH%DXNX&?>@$%%%%%
1L 29.0% (Q0%EFEX ] : 24.1~34.9) TH-7=19, F/=.
BIRNE S L TESNZOANAYF O )T 52 A
EO& 775> A3FNFN 319 KN 11.6L/hTHD.
O ZNAY F ASEICHFEIC L Bk EZIT 5 EE 2 5N,

16.2.2 BEDEE
HHENERERRA 20 IO ZANAS F > 1)V A 10mg &
JOAFA—=/N—{ET 1 H 11 14 B, Z=2ER (&% 3 R
HHNTEBICROBEG LY, BBEESLEZESOOAN
A5 F > ORNPUIZERERFIT LR TN TH 0. Cpuy FBFH
I2&o>T 20%{&? L7z, LirL. ﬁ?&?ﬁ%‘ﬁ%@ AUCO,24h =8

ZEHEIRE 5D 94% TH D, O ANAY F > DRI ENDES
DEE I NEEZ BN,

16.3 2%
b hUERICBIT D0 ANAY F > DOEHS
AN)~88.0%FEN)THD ., EfES
Ho7=19,

16.4 3
ARE A ERERR A B 6 BT 14C-O ZANZAY F > HIL T A
20mg ZHERO#G L& 25, REKVERITHEET S
FEEDFRAIIRLMAKTH D, REFOELMAHINT. M
A F ARG RS T 7 N ARTH - 7219,
b MSERITIE MEA F VR RN 58T 7 b AR S 1
7273, HMG-CoA 2 iR A ETE ERIBE IO AN Y F >
PR RO 2R L. mAEH 2B 5 HMG-CoA & Tk
FIAFEEITHT 5 REMOFT H IO TN THLHEEZ N
ZONEAT—%) 1D,

16.5 HEtt
SREAERERR A B 6 Bl 14C-O0 ZANZAY F > HIL T o A
20mg ZHEHREOREG L E A, MR EICEPITHRM
I41(90.2%) . R FRESEINERIT 10.4%ThH > 7=, F/=.
REOFHRNDORELARPEIRIL, TN e E5 8D 4.9%%
N76.8%TH-7=19,

166ﬁmw*ﬂiﬁ16%%

16.6.1 HZER U DFE
SMEN DB FE, B, e F 3 & Ok & i
HE B HUTTOANZAY F 2 F1)V D I 40mg GRABI &) %2
HEREOEES LEEZA, BED Cp KN AUCy, 1FENE
NHED 82% K X 91%TH 57218, Fiz, HHEZHD Cpox K&
NAUCy, FZNENEEE D 112% KN 106%TH 0. IR
EHEE B EESCINR DRI WEB 5N,

16.6.2 FFEZEDHE
Child-Pugh ACA a7 : 5~6) & % & Child-Pugh B(A a7 :
T~9) DFfEEZG T 2HEANEBEE 6 FIICOANAY F >
AV 10mg & 1 H 106 14 EIF'EJJifE{XD&Erb 1 5%
¢DXNZ&?>%§&M%btW JH- e %@Qm&
1.2 fETHO. FiC. Child-Pugh 2377 8~9 DB 2 f
IR B IMAEFIEEEL, I TEMN o7z, [2.2. 9.3 BH]

16.6.3 BEEZDHE
EHREE DR 5B EEL AT HHENEE (4~8 F)ico ZN
AZF AL 20mg & 1 H 1A 14 HERERORS
U, o 2N A% F B ENE L7220, BEMNS %
DR pE @%é%%fﬁ OZ/NAS F > Ol g
RTBEEIFEAERD NNz, UL, HEMZ L
TFZl U 7 2 > A<30mL/min/1.73m?) DEEED H 5
BE T, EERANCHENTIREPEENK 3FICEREL
7z. [7.1. 9.2 &M

16.7 EMHEEEA

16.7.1 HIEEH
HlEE A & R PR G- U286, OANZAY F 2D Cpa MO
me%m%h%haM&UM%iTﬁTbtﬁ 02N A
5 F 55 2 R HIEE S 2 1% 5 L 7285812, 0 AN
&?)@QW&UMRM%M%m%ﬂ#H%M@8%&0
78% Tho7=EAT—4) 21, [10.2 ZH]

16.7.2 >y 0OXKR >
27 BARY LEHRGINTWSLIEBHEEFICOZANZY
FUEMABELEEE, OANZAYF 2D Cpp K
NZEN 106 BRI T B ERFLEZGEAT—%)22, O
INAHY F 13 OATP1B1 24 U CTHHRICER DA EN., 70O
ARY NIZOWMOAARZERET S ZEI2L> T, OANA

213 89.0% (H
BERET7IVT 2T



HYF o OMBHEEEZBENIESEEZSNTNS, (2.4,
10.1 ]

16.7.3 45 L7« 7020
FLT 4 T OD) RIBAEGR) EOFREG L& &, OAN
AGF 2D Coax SN AUC 1ZTNFN 221 5K N 1.88 %
WL GREAT—4) 23, OA/NAYF > 1d OATP1B1
2N U CTHFIRICEDIAEN, AT 40 702)WIZDED A
BEEETLHZEICES T, OANRY F O hiEEz
Wnxgs&E25NTNW5S,

16.7.4 Z Db DZEH
O ZANAY F > ORNEIREIC K1 P450 BERID 2% K
M BEDIic, 7 aFy =)L 29 (CYP2CO K TN CYP2C19
DOEEFD. 73T =)V, 4 hFaFT—)L20 KR T
J20x1 3220 (L CYP3A4 K OVP BEEM DOHEAR]) &
DO Z T NE L 728, B S VAT S/an-o
7=ENEANT—%),
)L 7 V) 28 (CYP2CO KN CYP3A4 OHE) HoHW\WE> I
F2 229 OIKNENRRIC T TR E R MG LAY, Y ahes
MM EERIROD sEh> = GHEAT—%),
CYP3A4 (FEERHOAEREZMRFTT 272010, BOBEIEED
RSB ZERLZD, TFIVITA RS OF—)Lo Mg
PRI ANT B 5 NT, O ANAYF 1% CYP3A4 ITxtd 5
BUEERERIBVWEEZISNZUNEAT—5)30,

16.7.5 in vitro s{8&
b BRI 2 WD in vitro iBRIT BN T N A F LK
INERL U728, EORBHEEITIEFITERTH -2, £z,
MR A FIAGICBE 59 % 32752 P450 4 T-H 1% CYP2CO K O
CYP2C19 T& > 7=7%. CYP2D6 %> CYP3A4 75§ % lHE
P H R & 17230 32)
OZ/NAYF > (50pg/mL) 12 & % P450(CYP1A2, CYP2C9.
CYP2C19. CYP2D6. CYP2E1 M TN CYP3A4) i DI & IZ
10%LA R TH - 7230,

16.8 Z Ot
OZ/NAZF > 0D §E 2.5mgl =70 id, BA/NZAYF > 0D
§E Smgl =70 ZEHERIF & U /- & & iR BN RS &f
WrX 4, BRI ES E BRI N9,

17. BRERERIE

171 B3RV REHICEET 555k

(&L X5 0O—JLIfE)

1711 BN E T HAERDHER
ML ATO—)VINEBRFEEZ NG E L TCEHEERIEICLDHE
SN ZilBRICBWNWT, OANZAYF IV LEE(G~
80mg) ) X327 MLNZF F > (10~80mg) % 1 H 1 [6] 6 &
MG UzkEE, OANZAYF Ve Afgld, LDL-O L
Z2F0—)b, BaLAFo—JL. bUZUtY RICIHE TR
WA, HDL-a L A5 o—)LIZi3msh it znr L7z, £/, 7
REMA B, JEHDL-aL ATO0—)L &K FEH, 7HREH AI
NS H/z, B, LDL-a L A5 O0—)L/HDL-dL A5 0—
JVEE, #8325 0—)L/HDL-a L 25 0—) Lk, JEHDL-O
L' Z50—)L/HDL-a L A5 a—)Li, 7iREH B/ 7 REH
AT Z K TFEE =,
OANALY F IV AEOFEIMNT. #54 1 BRI
HE5HN., B 2 HEETITERRIRD 00% &3>, A
FHRILER 4 AR ETICh SN, TOEBERL-.
BIMERFBBEEIL. OZNAY F > H) i LgE 5mg 58
T 10.5%(4/38 #i) . 10mg #5-HETId 15.6%(7/45 #l) . K
U 20mg HEHET 17.9%(7/39 ) TH > 7ze WINOEE
BTH, 3FILLEFRE L ZRWERIZ/ N5 7239 39,
1) AFNOE&GRRAKHEIZ 20mg/HTH %,

17.1.2 BN I MR
THEHERBEICKDEEINZHBRICBNT, OANZAYF
NN Lt 25~20mg & 1 H 1 [0 6 8 E L2
WIEEMOTEEERIZER 1 DEBDTH> /-,

ﬁ%) MEIRE MO FEHAER (B2 L 27 0 —)VIiEBHE R
AIUA

Bl T8 | ooy | o | i
LDL-OLZ50—)L (%) | - 44.99 | -52.49 | -49.60 | - 58.32
BaALAFO—IL (%) | -31.59 | -36.40 | - 34.60 | - 39.58
RUZUEU R | -17.35]-2358 | -1959 | - 17.01
HDL-ILAFO—)L(%)| 764 | 909 | 1404 | 11.25
7 REF B(%) 23856 | -45.93 | -43.97 | -50.38
7 REE A1(%) 542 | 625 | 1061 | 972
7 ARER AIL(%) 0.38 427 7.78 7.73

RIMEFEBE L, OANAY F 2 H)b ™ L 2.5mg %5
BT 38.9%(7/18 #l) . 5mg # 58T 20.0%(3/15 #1) . 10mg
ERET 13.3%(2/15 1) . Tk 20mg #5558 T 47.4%(9/19
B THo7z. 67 HITHNWT 3 BN LRD 5 N7ZEIEM
13, M. CK ER X v-GTP LR (% 3#1) ThH 7239,
17.1.3 B4 5 MAAEER

THERBICXDERSNZ IMBOEET - EELD
Teo QANAZTF 2 I1)V D LEE Smg Xid 10mg 2 1 H 1
[l 12 B G U 72RO MmiGHEE O FZ2ERIEER 2 D LB
DTHO., EILATO—IVMESRE DIFE L )L & EH
ICHE‘ET D ZENRD 5N,

%2 MiEREMEO LR GHEA S I L AT 0—)VfiiE
EPSE L)

& Gat 5mg(n=390) | 10mg(n=389)

LDL-a L A5 o—)L (%) -419 -46.7
WL ATO0—)L (%) -29.6 -33.0
~JZUEY R (%) -16.4 -19.2
HDL-O L A7 0—)L (%) 8.2 8.9

JEHDL-a L A7 0—)L (%) -38.2 -42.6
7 REH B(%) -32.7 -36.5
7 IREH AT(%) 6.0 7.3

17.1.4 B5 5 M HERR S HER
BALATFO—)VIEBRZEENEE L T EFRIEICKDE
S NZRBRICBWT, OANZAY F 2 H)IV 7 LfE 5mg X
13 10mg 7 5% 52 L. LDL-O L 25 0 —)L{#EAY NCEP
MHA RS> OBEMICET S ETHERLE, 52 HKICH
WTHIEH S8 O 5mg X1 10mg Ok 5% 21T Tz
FEBIDEIFIL. FNTN 76%(92/121 i) KX 82%(88/107
#)TH-o7,
BERORBRRIIOANZAY F NI LdE 5mg BT
29.4%(40/136 #i). BAINZAZ F > H)V ™7 LgE 10mg B
T 26.5%(35/132 ) TH > 7= WIFNHDEEGEET 3 #ilLL
EFRBUZEERT R, WHEARR. 5. b, RIRE,
5., ML ONEIIETH 5 7239 39,

(FEHE I L X5 0—JVIME)

17.1.5 ERE 1 HRAREHER
FiEME I L AT O0—)VIENT OESEHEFICOANAY
F AT LEE 10mg M55 EA L. 6 HEHE TRl
HWELZ, ZTOLEOMBIREEOEEZERIIERIDES
NTH-oT,




# 3 IMIENEEE D2 LR
(KfEtEm 3 L AT 0 — )V IE B E i)

58 10mg(n=37) | 20mg(n=37)
LDL-2 L A7 0—)L (%) -49.17 - 5391
#wal A7o—)L (%) -394 -43.3
~UZUEY R (%) -182 -23.6
HDL-2 L A7 0—)b (%) 9.6 13.8

3HILLEICERD S NEIEAIL CK B (3/37 #1. 8.1%) T
o7z 40- 41,

18. FEh g

18.1 fEF#RF
OANAYF AV Md. FERICREEIICE DA X
N, FETOa L 27 0—=)VEGRROAHEESE Tdh D HMG-
CoA JEITEE R & BINM DB EMICHEL, 2L A50—))
EERRERINCIEIT 5, ZORE,. HiENOaL 2570—
WERMEFL, 22> 720 LDL ZAROFREINFES
N5, ZOLDLZEEKEN LT, AL ATO—I)LEFRDE
WU REHTH S LDL ORI DAANEINL . 13
LZATO0—=)VME I 5, OANZYF L. HiETIEFEE
LU CHREBNIME R 2N U CHLDIAE N | IREEFIMEDS e
W=D, REBNIR L R 2R - I W D IEER 1T B DA FC
<<, FFHEEM7: HMG-CoA B LBERIERTH D EEZ S
N4,

18.1.1 HMG-CoA BTt ZHEE/ER
OZANAZF I LZ. Ty MEOE RFI 7OV —
L HI3k D HMG-CoA it O e b HMG-CoA J#ITEE SR O
filtit B A1 2k U THEMEM 27~ L 7= (in vitro) 49,

18.1.2 FFaL XFO0—JLaKEE/ER
OANAZF IV AZ. Ty MR L 2A50—
IWERZEHBERGNICHELZ, £/, TOMEEMIT. it
@ HMG-CoA 3 tBE B EFNT LR TEMIMEHE L 7219,

18.1.3 LDL 2 R4 FE/ER
OZANZYF Ao A, b SR K HepG2 Mg D
LDL 224k mRNA OFE &2 BEKFMICHEEL. £/, LDL
fATEME 2 B X B 7= (in vitro) 49,

18.2 ML XFO—JLETIER
OANAZF AT LE, A X0, h=7 A4,
WHHL U9F (b hFRiEES D L A 70—)VIILEDETILH)
YW ICBWTIMERIL ATO—) L&, /2. THREHA
E"3Leiden k5 > A= =w -7~ A (7 VLDL IfEE T )L #)
W) 49 KOk k7 AREH B/CETP (O L A5 0 — )L T AT )Lz
RER) I A2y 7R IA(e b L A570—)UAR
BHER L 2B RS2 E T 2T )VE) 91BN T
BRI L A7 0V EFERICEK N EEz, 1 XIZBNT
1%, HMG-CoA EILEERE D KIGHEN Td % AN i DIl
BEZHERFNICEK T E7/219,

18.3 EhARTE{LE B INHI1EH
OZNZASYF )V A, WHHL 5 FI2B W T, K
IROMSEILHERfE, AL ATO—)aBOEFEbE5 L,
BRIELIR A OHEJE ZIHI L 7249,

184 FUJ VLY NETIER
OANAYF IV LE. 7HREHE 3Leiden b5 2 A
PIZwIRIDAKROE NYRERAB/CETP I AT T
Zw XU AQIMMEFR R Z ) 2Y REK TS /249 50,

19. BV ICEE T 2EB{EZHEERE
—ik%  OANAYF IV T A
(Rosuvastatin Calcium)

{b2244 . Monocalcium bis[(3R,55,6 £)-7-{4-(4-fluorophenyl)-
6-(1-methylethyl)-2-[methyl(methylsulfonyl)amino]
pyrimidin-5-yl}-3,5-dihydroxyhept-6-enoate]

ﬁ?fﬁ : (C22H27FN3068)2C8

i 1001.14

Mg

2+
cor Ca

L (‘:H3 CHs )
T R - BEOHKRTH S,

TR RNUIINZEITRT L, AF ) —)UTRR
BT <, KXIETY /=)L (99.51ITEIFIC<
W,

- WREETH S,

20. RV EDEE

FEZITERE BT TRET 2 2 &,

22. A%

(AXNZREF 8 25mg[=7A])
100 #£[10 & (PTP) X 10]

500 #£[10 $& (PTP) X 50]

500 g2 0th. /NT. HERFIAD]
(ARNZREF 8 5mgl=7"O])
100 #£[10 & (PTP) X 10]

500 #£[10 $& (PTP) X 50]

500 g0, /NT. HERFIAD]
(AZRNZRHF> OD & 25mgl=70O])
100 #£[10 & (PTP) X 10]

500 #£[10 §& (PTP) X 50]

500 g0, /NT. HERFIAD]
(ARNZHF> OD & 5mgl=7"A])
100 #£[10 & (PTP) X 10]

500 $£[10 $& (PTP) X 50]

500 g2, /NT. HERFIAD]
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1D fENER - AR RIS (OD 82 5mg. Kb D 5)

12) 4N EE - AW ErE S SR (0D # Smg. Kz L#E)
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35)7 MIVNAE F > L ORGSR (7 L A ~—
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36) HARANE O L AT 00— )VIIERZ BT 268801 (7
LA R—)VEg : 2005 4 1 A 19 A&GE. HFEEER
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A ANTFOEEKNE FH BFHICB T2 B AR, £l
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R, HEEERMEE ~.1.4.2) (L20230681)
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ANEREFEDOE ED (7 LA S—)LEE : 2005 4 1 A
19 AKGR. HFEERHIEER.1.2.8) (L20230682)
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32B(L20201004)

45)LDL ZZRICHK T BIEH (7 L 2 b—)LEg : 2005 4F
1 A 19 AAGR. FREE MR 1.2.3) (L20201005)

46) 1 X OIMFIFEIZHT BIEH (7 L A h—)L$E: 2005
1A 19 HAR., HHEERMER 1.1.1)
(L20201006)

ANHAZIAFINOMEIL AT O0—)L RO REHD
L 25 0—=)VICRTBEM (7 L A h—)LEE : 2005
1 H 19 HAR., HHEERMER1.1.2)
(L20210225)

48) WHHL W HF¥DIfiiEa L A7 80— )V K OBk L5
T HEM (7 LA S—)VEE : 2005 4E 1 A 19
HA&GS, HEEERMEER.1.1.3) (L20210226)

49) 7 ihEH E*3Leiden b T AT =y T AITKE
THEM(Z LA S—)VEE : 2005 4 1 A 19 H&K
B, HEEERWIZER.1.1.4) (L20210227)

500 7 REHB/CETP b > AP 22w XTI AL
T BEM (7 LA h—)UEE : 2005 4E 1 H 19 HK
R, HEEERMEER.1.1.5) (L20210228)
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