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7a | BEBmgl A — T 36. 46 3.795 0.8 3.9
1155 7 VA h—)LEE 36 72. 42+ 6.515+ 4.3+ | 16.6%
5 5mg 33. 86 3.304 1.1 7.1
Ik | B ASRRLZTF 0D 23 73.92+ 6. 538+ 4.7t | 16.1%
f) $Ebmg [ A — T | 43.37 3. 767 0.6 4.5
9
Pe| LA R—EE | | T4.58% 6.681+ | 4.7+ | 15.2+
- omg : 42.21 3.991 1.2 5.0

7 LA M= VEEITK TR

DO AR ZF L 0DfEbmg [ A—/~T | k78 LIREH)
X7 VA —/LEEbmgld K TR

(P D)

(ng/mL)
o 12 r —o— W ANZ Y F »ODSESmgl +—1F |
5 —o— 7 LA M —)VEESmg
m 07 T4l +SD, n=36
a
=z 8
N
z 6
9 -
Y
~
P
= 2
0 12 24 48 72 96 (hr)
BE AR

MFHO XN R F VREDHE

@u ANA L F L ODFESMg [ A — T Ok Y &5
(ng/mL)

o 12 —o— TANASF 2 ODfE5ngl =17 |
3 —— 7 LA b= )V§ESng
w07 PR £ SD, n=23
]
z 8
N
Z 6
2
74y
7
P
= 2
0 12 24 48 72 96 (hr)
BE5 %R

MEFPOXINZ 2 F VREDHR

I R BE G ONCAUC, ConBE DR T A — H 1, HEBRE 0t
R MR OELER A5 - BER A D RBRSEIT L o> THE A 5 T hE
nd 5,

16. 2 IR
16.2. 1 A£¥PHF| FHE
fEEER A B L0FIC BT D 1 AN 2 X F o AR =R
1429, 0% (90%(E HE K [ : 24. 1~34.9) T o719, F7-. Ik
NEELTEHELNTEZL ARRZF Oy 7 VT I A /RN
B UT T AIRENETN3LIKL NI 6L/hTHY, 1 AR
AF AT FEICHRIC X B AEZ T D EE 2 LT,
16.2.2 BEDEE
S E AR R A 20612 0 ANAHZ F o L7 A0mgh ~ B
AA—/N—{ETIALAI4A . ZERERE (%3N & 2V d R
BICROBG LY, A%HFGLEZLEDORRARREZF D
LT AORIITZEMERIC LR TRESCTH D, Cud TRFIC
Lo T20ETF L7z, UL, BERGREOAUC) oml L4 fEREE
HDUYTH Y, B ANRZF UL T AOWILE~DAE
DFBII N EZ BT,
16.3 2%
b MERIZEBIT 2 0 ANRAEF U OE AR A 3R1%89. 0% (A
KA%@&W%EAN%M\I%ﬁEEM7wfiy?
Ho7"



16.4 35

AME R RN BB -1 AR A T BV T K20mg
FWEREOEG Lzl 2 A IREOCEFICTFET 2 D
FRWRTIIREBETH Y, JRFEFOE2RRHWIX, NI A F
MEROGS-F 7 b AR TH - 7219,

b MR NI A TR K OBS-F 7 b AR R S
73, HMG-CoA R It ISR PHETR MR L (X m AN A X F LR &
FREOHERS 2/~ L, AT IZ BT 2 HMG-CoAdE Jrf% 3 FL & 1E P
4:%@“5){&%%@%5@@%)@%5 LEZ BT GMEA
F—=H)9,

16.5 HEttt
SE AR A B A6 C-a ANA K F AL T L 20mg
FEEREORE L E 2 A, Atk FicEdicgimsh
(90.2%) . JR P IHBEHEESR 1310, 4% TH - 72, £72. REW
ﬁ*«@f%k%%ﬂ%@\%h%h&5%®4%&wm@%
Thor,

16.6 HENDEREZHT HESE

16.6.1 HZERUMEHDELE
SAEAND B FE . BYEmEE . MR K Ok & i
FABNT 1 AR LT Ty v KA0mg GRERAN T &) 4 B
WO LZE 2 A, BUYEOCMOAC-ITENZE N LMD
82K VYT~ 722, FT, FHHEE DCou CAUC T Z T
TEIRE OL12% L DN06% ThH v | iR LR & 722 5 20
EOEBIT RN EEBEZ SN,

16.6.2 FFlEED=E
Child-Pugh A(A =7 :5~6)% %\ EChild-Pugh B(A =7 :
T~9) OffEEZ AT H2HENEELHICa AR X T H
Ny Alomga LA LEI4AA MKER DS L, ffEf e 28
AL T PR B WE LT, FFREE R O Cuax S OAUC 20 R
BERRATED Z N Z 11 5~2. IfF L. 05~1.2(5TH V. FF
2. Child-Pugh2 =t 7 H38~9 H FH 24512 3515 5 I #E v i j
i, TN TE D -T2, (2.2, 9.3 BE]

16.6.3 BEZOE
FEAEE ORI D EEE AT H4NENEE A~84)) [2ma AN
ABF TN K20mgZ L HIFEN4H B KERO&S L,
Mo A N2 F PR 2 JE L2, R A S P AR O
BEEOH HBE T, v ANRZ T U OMmEhREEICTT S
HETIIEAERDO BN o7, L, EE(Z LT F=
7 )T T AL30mL/min/1. 73m) DFELE D B B BE TIL,
fEFERR AN Tl PR E S K3 B L2, (7.1, 9.2
£

16.7 FEWMMREER
16.7.1 #IEEH

HEA Z RS L5 A, B ARNZAZ T U DCu LD
AUCo-oanl X Z AL E450% K DM46%E TR F L7228, B ANNA X F
VAR GO NS IR A A B S L AT, B AR A F
¥ D Coax e OAUCo 24l X VE N IEGEFHEED84% K ONT8% T dH » 7=
GHEANT —4)% [10.2 ZH]
16.7.2 9B RKRY >

VIR ARY CERESNTO D LIEBIEERZ ICE AR
2FUERAELG Licd &, 8B ANRAE T 2 DChu i TAUC-
aml T, BERERC B OB G Lo L SichhxTENEN
10. 665 O, 1 R L GHE AT —4), AR ZF v
IXOATPIB1 2/ L CHFIRICHR W A E ., ¥ 7 B AR 320
BYIALAILET S Z L2 - T, BANRRZF DM
REZHNESEL EEZLRTWA,[2.4, 10.1 BF]
16.7.3 L2478

FAET 47 a VN (RIERER) EOFRAEG L&, B AN
A BT 2 DCoax 2 OAUCo- /T Z AU 2. 2115 K OV 885 12 HE
L= (AEANT—4)%, 1 ARRZF L IF0ATPIBLZ A L CHF
IV IAEN, A7 4 7P EF DY AR % LES
HZEICE ST, B ARREZF U OIMIETEEZBNSE 5
LEZLNTND,
16.7.4 ZDthDEA|

0 AN ZEF v DR ENHE L M T 3 PASON 5 Al D 528 % ki
T B, 73S — 2 (CYP2CI K ONCYP2C19 0D B
F), Fhary =1 A4 hTafY AP E R 2n<
A 2 (LLECYP3A K OPHEER (3 O FLEA) & o OF kR 2 92
i L7z, A SR EAERIZRD S oz UHE AT —
),

T L7 7 U 0 (CYP2C9 K UNCYP3AMD FEE) B H N Ty 2% o
UV DIRNENREIZ TR B G L7203, K EhRE A
HERZZRO N2 NEAT— %),

CYP3A4FHENER O A T 572012, #% O3 & o ff
ARz FEhi Liz3, =F =LA bT VA — Lo
PEIZRA T A LT, 7 AN L F U ECYPIAIT KT B R
ERERERNEEZ SN (GHEAT —#)%,
16.7.5 in vitrosRER

b R EEERT R 2 T B in vitroak BRIZ 38U TN A F- LR 3

R L7208, E ORBEEEIZIEF IR CTH o 72, iz, N-
Wi A F A B 59 % 32 72P45045 - Fft 1ZCYP2C9 Kz TRCYP2C19
?§3tﬁxmem%Mﬁ%5¢6w%ﬁ%%wéﬂ
fi‘S‘s , 34 R

o AN A& F 2 (50pg/nl) & X HP450(CYPIA2, CYP2C9,
CYP2C19, CYP2D6. CYP2E1 R TRCYP3A4) I& M oD PH. 2 2R X 10%LL T
ThoT=%,

16.8 Zfth
0 AN AR F U FEL bmgl A — T | fp N AN X F L 0DEE
2.5mgl A — T NIEHEWMICIE S &, 8 AR F F 2 biEbng
[F— T | Je e AN L F L O0DEEmg A — T | & AR
(TS & g Stz

17. BR R AL AE
17.1 BHERUVUREHICET 558
(&3 LX70O—/)LMJE)
17.1.1 s E MR E R GRS
Ea L AT VIIEREEZXSRE LT EERIBEICE D E
JE SRRV T, BANRRZF U B ALY A (5~80mg)
NIET RN R Z F 2 (10~80mg) %1 H L[E63E [ 5- L 7= 5k
Boo2ARZEF AT AT, IDL-a L AT a—/L,
L A7a—)b, N ZUEY RIHETH4, IDL-22 L
AT — )TN R AR Uiz, £7-. 7 REAB, JEHDL-
AL AT — A EETESE, TREAA-IZENS -, #
2, LDL-2 L A7 —)L/HDL-2 L AT m—/)Lih, faa L AT
2 —/L/HDL-=2 L A7 m—/ Lk, JEHDL-22 L A7 v — L /HDL~
a L AT u—)Lib, TAREAB/ T REBA-TL AR T W7,
TANARF R AOFL, 5% UEMLYACS S
i, WFEEM E TICRRRDINE 72 o7z, RRZEIE
WA E TIcd Db, T OBERE LT,
BIERREHEE L, 0 ARZRZF U BT T Lomgfk 5HET
10. 5% (4/38%1) . 10mg#& 5-Bf T 1X15. 6% (7/4561) . e O*20mgf%
HRETL7.9%(7/396]) TH o7z, WTNOEGEETH, 3B
B LT RIERIE e o T,
17.1.2 EAE TS
THERIEICLY EESNTERBRICBWNT, B ARREZ T
F L7 K2, 5~20mg A 1 H 1E]63E M #: 5 L 72 B o ifn 5 N5 B Al
DOEHEALRIZFRID L B Th o7,

F1 MR O ZACE (G2 L AT 17—V IUE 3 e 5k BR)

P54 2. 5mg 5mg 10mg 20mg
(n=17) (n=12) (n=14) (n=18)
LDL-=1 L AT 1 —/L (%) -44. 99 -52. 49 -49. 60 -58.32
arzxro—n (%) -31. 59 -36. 40 -34. 60 -39. 58
U ZUEY K% -17.35 -23. 58 -19. 59 -17.01
HDL-=t L 27 11— /L (%) 7.64 9.09 14. 04 11.25
7 REAB%) -38. 56 -45.93 -43. 97 -50. 38
7 AEHAT %) 5.42 6.25 10. 61 9.72
7 REAATL(%) 0.38 4.27 7.78 7.73

BIVEFRBUBESIZ, 0 ANZRZ F AL L2, bngi 51T
38.9%(7/18%511) . Smgd% G- #E T20. 0% (3/15%1) ., 10mg# 5 Bt T
13.3%(2/15H1) . J& U20mg# 5-HE T47. 4%(9/19%1)) TH - 7=,
FHOTHINZ IV T3FILL FRB - RER L. I8, CK ER&
Wy —GTP L H (%&3f1) Th o7z,

17.1.3 B4 MAREAER
THEEREICK Y EE SN SRBROERT -2 2 F LT,
0 ANRARF B Mbmg E10mg % 1 H 1[a] 1238 F#% 5 L
O MIHIEE OFH B RITFZ2O LB THY, HaL A
T o — VIGERE ORRE L~V ARG SET 5 2 L NR
H BT,

2 MIEREEAM O bR GMEE = b AT o— U IUE B i 5alR)

BehH 5mg (n=390) 10mg (n=389)

LDL-=t L AT 1 — /L (%) -41.9 -46.7
Wa L zFo— (%) -29.6 -33.0
MU ZUEY K% -16.4 -19.2
HDL-= L 25 1 — /L (%) 8.2 8.9

JEHDL-21 L AT 11— /L (%) -38.2 -42.6
7 REAB %) -32.7 -36.5
7 AREAA-T%) 6.0 7.3

17.1. 4 o EIHARRESHERY 2

AT — VIJEREEZ R E LT _EERIEICEIDE
MESNTREBRIZCBWT, B ARNZRZF U A7 Abng XL
10mg/ HHFG5-Z B L, LDL-= L 25 @ — /L 23NCEP 11 ' A
RZ7 A4 OBEMEIZETDE CHE L, 52BIFZB W TY




[B] 4% 5 5 D 5mg X 10mg D ki ¢ 5- & = 1 TW I E B 0 El &
I, FRENT6%(92/121451) & 1U'82% (88/107#1]) Td > 7z,
FIVER ORBRIT o ANAX T2 B Lo 7 Aomghf C29. 4%
(40/136f1 ), @ AN A H F > B )b 27 L10mghE T26. 5%
(35/132f5) TH > 7=, W OEEEETIHILL EFH LRI
TERIE T, bR R, s, iR, AIYE, B2, 18R K
OMESJETH T2,

(RiettEa LA T O0—)LIMSE)

17.1.5 EANE IHRHEZEHERS @
FHEME 2 L AT 0 — VE~T B KR F I T A2 ¥
F AN T N 0mg) PG BAA L, 63 [ R Cosm|HE = L
Too DL ZOMIBIREMD FHZEARIIFRIOEBY ThHo
77

%3 MISIEEED P
(GRS = L A5 1 — L Ui R R G aR)

h R 10mg (n=37) 20mg (n=37)
LDL-21 L A7 1 —/L (%) -49. 2 -53.9
L A7 m—/L (%) -39.4 -43.3
U ZUEY K% -18.2 -23.6
HDL-=t L 25 11— /L (%) 9.6 13.8

3BILL FIZERD & - BIWEFIECK R 5-(3/3741, 8.1%) Téh -7

18. EhFE

18.1 1EF#F
O ANRLF RNy N, FFENICEEIICERY A E
., FlETo=a L 27 o — 1 AEG R OEEES TH HHIG-
CoMiR TSR Z I M OBEAMICHEL, 2L AT r—b
EARAERNIEIT D, TORE, HFIENOa L AT 12—
LEBEMEF L, Zhzaiio2OLLZ B EORENF LI
5, ZOLLZHEEN LT, aLATa—LEH/EOE WY
REATH HLLOMIE~OIY AL L, =L 27
0—LME T 5, 0 ANRAEF U LT AE, T
F & L CHREMRERZN L THRVIATN., REERMED g
RN 2, REENE AR & FR T2 A WML O iR I X A £
Kii\ﬁ%ﬁ%mMHmﬁﬁﬁﬁm%ﬂﬁﬁék%i%n
545 ,460

18.1. 1 HMG-CoAsE cEA R BEEF
OANZAZF AN T AE, Ty BEOE MFI 7Y —
2 F O DOHMG-CoNs& TT 1% 35 M OV b M HMG-CoAsE T 19 35 oD fifi i B
A A ATH U CHLEMEA 27~ Lz (n vitro) ™,

18.1.2 FFa LR T O—/LARKEEER
TWANAZF v ML, Ty Mo 2 L 27 e —
AR AEEERICIE L2, £7-. TOMEEML, i
DIMG-CoA3E TE % SR L E AN b~ C R MR e L7217,

18.1.3 LDLZARAKFE/ER
0 ANRAEF RS T M, b b SEHepG2AiE O LDL
ZARRmRNAD R Bl 2 JREERAFROICHAE L, F7-. LDLAEATGIE
Z W & 87 (in vitro)

18.2 A3 LR T A—LETER
OANRZEF AN T LT, A XY, =T AP
WHHL™ (b RIS a2 L AT 0 — U IIE D £ 5 L6
PR W TIER A VAT R — L&, £, TAREA
E*3Leiden s 7 > A ¥ = = v 7 + 7 A (& VLDLIILJE & 7 /L i)
W) KO b7 AREAB/CETP (2 L AT 17— L@ R T LRk
EH) M T AV =y 7~ A (8 hoa b 27 a— LG
WL L7 IR RAEIERBE 2 A 5 2 £ 7 L Ei) 1280 Tl
oL 270 — L EFBEICKTFTESE, 4 XITBW T,
HMG-CoATR TTI#ESR D SUG FEW) T B A 31 iR il i % % F
BARGFANIE T &7,

18. 3 BhAREE1L A B HNHI/E
0 ANZREF o HAT T A, WHHLY B IC BT, KER
DIZELAEERE, 2L AT —AGEBOK T H726 0L, 8
JIRTEEA L7 2 oD 3 i 2 i) L7270,

18.4 FUS YL FIETER
BANAZF TNy NE, THREHESLeiden b 7 2 A
Vrxzmw U AKOE NTHREAB/CETPR 7 VAV 2=y
= ADMER FY 7 V) FE2ET SE259)

19. B2 ICEAT 5 BIEFHAR
— ISR FR . m AR ZZF L H )Lt A (Rosuvastatin Calceium)
it % 4 : Monocalcium bis[ (3R, 5S, 6E)-7-{4- (4-
fluorophenyl) —6-(1-methylethyl) —2-[methyl
(methylsulfonyl)amino]pyrimidin-5-y1}-3, 5-
dihydroxyhept—6-enoate]

3 F K (ColarFN;06S) .Ca

S F 2 :1001. 14

% K ARTACOBH KR TH S,
AKEIET 2 F= N MIZETFRT L, AX /—
NATRRET T < AT & 7 —1(99. 5)
Tz <0,
AR IEWGEETH 5,

fEEEER -

O\\ y
S
H30/ ~

20. kL EDEE
(&E)
20.1 7R B e —adERRE R IR A 2R TR 2 &,
(OD&E)
20.2 7R B u—aERE SRR AR CTRIFTA 2 L, &
7o, KL > THRT 572, RAERTE CTPTPY — b HL
D7z by

22. @ik
(BRINRBF UEE2. 5mglA—iNT 1)
(PTP) 100%E (105 X 10 X 14%)
() 5005
(BRNREF U8Ebngl A —nS 1)
(PTP) 1005 (105E X 10 X 143)
(»3F) 5005
(AR/INREF O0DEE2. bmgl A—/\5 1)
(PTP) 100%Z (105 X 10 X 14%)
(ABRINREF L ODEE5mel A —/\T 1)
(PTP) 100%E (104 X 10 X 14%)
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