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L2V & OB RAG O, IR« THIEROHE] BARFHO LB | AF
TN 2 @A S T,

2. FHERUERE

(1) @maLATr— VIEBEICBNT, 7 LA h—L% 6 G Lz LDL-C O 5-i
BN S DOEALRIL, 2.5mg T-45%. bmg T-52% Tdh-7- [p<0.0001 (&4 H Lo p HEH) .
Williams #¥7E€] .

(2) 27 VA bh—LOD§EIFAKZR LTHIRAFRERAIE CTH S,

(3)  FERZREIWEA & U TR RARIE . 1% A0 . X A/ 3F —(HEARI), ﬁﬁﬁfﬁ%%éi
FoRF—(HEAR), SEEGEE RS | FFR0.1%R5). TR E (1% AT0)
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AR E (0. 1% A5 B L OB REEEARIN NS Sbh b Z Ein3bh 5,



II. &WICEE$5IER

1. PBR3E4
(1) 7%

7 LA h—/L®FE 2. 5mg, 7 LA b—/L®E 5mg
7 LA F—®0D $E 2.5mg, 7 LA F—/L®0D $E 5mg

(2) *4&
CRESTOR® Tablets 2.5mg, CRESTOR® Tablets 5mg
CRESTOR®OD Tablets 2.5mg, CRESTOR®OD Tablets 5mg

(3) BFDHE
BeEE, THE, & EEEWRT 5 Crest LV Mif Lz,
2. —B4&

(1) #& (@m4iE)
QANZAAZF s (JAN) (HFE)

(2) *& (Mf%)
Rosuvastatin Calcium (JAN, INN) (HJ)

3. #HEANTRER

4. HFRXRULFE
453 ¢ (C22H27FN306S)2Ca
5y f& : 1001.14

5. (=& (i)

Monocalcium bis[(3%,5.5,6 £)-7-{4-(4-fluorophenyl)-6-(1-methylethyl)-2-
[methyl(methylsulfonyl)aminolpyrimidin-5-yl}-3,5-dihydroxyhept-6-enoate]

6. ERA. 4. KBS, E5ES

ZD-4522, S-4522

1. CAS #RES

287714-41-4 (rosuvastatin)
147098-20-2 (rosuvastatin calcium)



III. FHxESICET 5IEE
1. BIESORHERXRS

ARV

2. YELENYE
(1) &R - IR
HEDOKHKRTH %,
(2) BfEH
T R= MU MZETOT L, AX ) =IO <, AT =H 7 — /1 (99.5)I2FF T 1T <
/A%
Q) RiEts
204 COAFEHEE S T CHARREICAIL TR LIz fE R, A IR 72 iR 2 58 72,
4) = (DR | BHR. BRER
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LogP : —0.3£0.1 [23+4°C]
(7 Zotho XL REE
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2.

ARICET 5RE

PEEX [TZh R
=maLATAE—)LMfE. RiE%E 3 LA TB—)LIME

5 PEXFIHRICEEET HEE

5.1 BHOANI i ZEm L, Sma L AT v—)VIlE, FEMEma VAT v —VIIJETH D
MR LI ETAAOEM 2 EET D L,

(f &)
B L AT v — VIIEERANCIZIZIE T 5 EFH, AROMEXIIRT HEa X7 —1
MmAiE) . [FEESI VAT o —)VIE] THHA, IENORBLHEANC LY kica L 2T
— N ERFTDEERHY . 20X REAIIIRINEROBIREE LT ILERSH D, o T,
+oaimEEER%, malA7rae—AiE] [ [FEEFEa VAT —ViE] ThbHI ez
e 2 2 &,

5.2 ZfEtEm 2 L AT v — VIIER TS RIZOWTIE, LDL-7 7 = L— 3 R EDIEEMFED
MBI E LT, H2WEZN S DIRFRIENERARRG A ICAKOEN 2B BT 52 &,

(i #)
L AT — VIEIREANCIZIE BT A E R, FEMEE I VAT e —VED 9 5, AE
BEAROBFETIZILDL- 2 L A7 0 — L ORI LI LDL ZERDIEMENE & A LRV, o
THLIL LT TH D, AFIOLEREMAIT, LDLEZREEZFE L, FlE~Dza L 27— /LY
IABREBEMSEDLZETHY, FEESROBETIHoRDEIELNIIL VWD EEZLND
ZEH IREERDEELRW B SN A5G EIZR > T, LDL-7 7 = L— v R EOIEFEMIRIED
B TFEEE LT, RAIZERT L2 &

KFIFEHE 2 L AT o —/)VMEIZ DOV T D
LDL SRR D RABCHEREILF 2 L 0 A U B R EEE R AT, FHE LDL-2 L 27
v —/VIJE, RS NS AlE, FRMEEEIIRELEN 3 B L ST\,

AERUVAE

WE . RACIE e AR EZF L LT 1 A 1A 2.56mg LY &EGEBGT 5, B4 LDL-22 L 2
TR EEZ K TS 0ENH L AT bmg L VG ZBMA L TH LV, Aok, i - RIS
X0 HEEHERE L, B5G% D D VITEER., 4 BUREIC LDL-2 L AT 2 — VEOIK F R R4 7
LA, Wik 10mg £ T ETE %, 10mg 285 L CH LDL-2 L A7 a0 —/UMEDOK TR+ T
D FEMES 2 VAT g — VIIEBE 7 EOBEGEBEICRY S HICHEETE 528, 1 HH K 20mg
FTET B,



1. RERUVHAEICEEY IR

11 7Vv7F=27 07 7 AN 30mL/min/1.73m?2 A D B 2% 53 554 121%, 2.56mg L 0 #
HZ2Bth L, 1 B KRG &EI1X bmg £ 95, [9.2.2, 9.2.3. 16.6.3 2]

(fie &)
BEOHHBEICOANRLF AN T A 20mg* % 1 H 1[0 14 HREIKE®RS L, Ef e 2
NAZFPREZRZE LT 2 A, BENOTEEZOBFEEDH HHEE TIE. Cmax, AUCo2mn T
fEEER A D 1.1~1.8 5 ThH 7=, HE (Z L7 F =07 Y 7T 72 A<30ml/min/1.73m?2) OEpEE
D % B T, BRI TIEEF R 3 fific LA L U, ft- T, EEOEHEEDH
LERFETIT 25mg MHEEEFMA L, bmga 1 HEGED ERE T2 L0 ICEEBREL T 5,

BIEERFICB T 2 EYEENT A—F GHEANLDT—H)

W n Cmax AUCo-24n
(CCr : mL/min/1.73m?2) (ng/mL) (ng * h/mL)
[F3E 0PN 4 10.1 98.0
100 i RS b S R 8 17.7 139
(50~80) (1.8 f%) (1.4 %)
AR R P R 4 11.4 105
(30~50) (1.1 %) (1.1 4%)
AR R 6 31.5 309
(<30) (8.1 %) (3.2 f%)

O ANZRLZF AN N (20mg*) & 1 H 11 14 HREKERD#5

( VI Z24ete (EA LoEES) BT 23A 6. (2) BHEEEEE] KO VI EYEREICR
T2HA 1.3)9) BEEOZE) OEHSH)

*ARFNOBAMEAEIZER 1 H 18] 2.5mg., ARAEIL 1 A 2.5mg~20mg TH 5, HARAD Cmax,

AUC IZHADK 2 f5TH LD T, SHEANIHT D 20mg 51T HARANISH T D 10mg FEITHSY
TLHEERADND,




7.2 H71C 20mg F G-FHIB W BB EN L bbb sBZ N H 5, 20mg % 5-BAtAH 12
FCTORITER., A2 1\, ZRLBEITENR CEFIC 1 E%) ([CBHEREREZITO L. B
BhEATH 2k, [9.2.2, 9.2.3, 16.6.3 5]

(fi# )

KGRI E TORKRER GHNEAT—2) 1238\ T, AH 40mg* BL_E o B TI3E F IR D FE BT
O EFNRBD B, 80mg™ B 5 TILMIR OFEBUSEEE O _EFH-OEE R BRREREE O S 1BO il
TW5, 27 BEER T AARANCEB T 2ARA) 20mg 5O Z 2O T — X FRLNTNDH I L,
FILHERETH->TH HANTBT 2AKOBRZERITAADK 2 fificiiy RIBly2 - r 22 L
AFIOENEE AR TH S 20mg B EHCEBWL T, tOBER S & CEBEDOEE X7 LT
IR L AR L, EE BRI E ~ OMER 2 KR < T dls, EIIN R B (M
L7 F =2, BUN %) 0%z AREIC THEEMRE Lz,

( TV Zedetk (B L) B3 2HEA 6. (2) BHRemERE ] KOt VI Ki8hheic B
THEH 1.(3) 9 BHEEOEE OHESR)

*ARENOBAMAEIZER 1 H 18] 2.5mg, ARHAEIT 1 H 2.5mg~20mg TH 5, HAAND Cmax,
AUC IZHADK 2 FTHHDT, AEANICKT S 80mg, 40mg 51X HARKANIZXIT D 40mg,
20mg B HITHYT L EEX LD,

i PR RUAR
(BEHA RT7A ERBEEET TXIT. F5 1. FEOIRERFIESTA R74 2 OESMR)
(1) ERRR%HE
1) WEAME IR B0 aE (82 L A7 1 — L IGE B x5t M
mALATr— VIEREZ NS E LT EHEHEREICL D Ei 2RIV T, KAl (5~
80mg) X7 hANRZEZF (10~80mg) % 1 A 1[0 6 @E#FE L-fER, AFIX, LDL-= L
ATnn—)b faltxFo—,, F) 27UtV RIIERTEEZ, HDL-2 L 27 o — U238 n%h
BERLT, Flo, TREAB. EHDL-2 L AT 0 — LK T8, 7AREA AT ZEINSE7,
HiZ, LDL-2a v A7 e —/L/HDL- 2 VA7 u—vikh, a3 b A7 e —//HDL- 22 L A7 a—/)Lk,
FFEHDL-= VA7 m—/L/HDL- 2 VA7 u—/)Lit, 7HREHB/7TAREA ATREZEK I,
AFNIOHENZ, 5% VERBLNICH b, @5 2 B E TITRRRD 90% L 72 o7-, &KRE)
RITEHT 4 BEE TITH b, EO%EHE LT,
BIVEARBIBERE X, AK bmg & 58T 10.5% (4/38 ) . 10mg & 5#ETIiX 15.6% (7/45 f51]) |
KO 20mg # 58T 17.9% (7/39 ) Tho7o, WITNOEGRETEH, 3 HILLEFREL L 7ZEIEAIT
o,
[4]Schneck DW, et al. Am J Cardiol. 2003;91(1):33-41



2) [ENEIMHRRE (7o L 27 7 — Ve B 5A5R)
CEERIEICE D FE S RBRICIS N T, A 2.5~20mg 2 1 H 1 [ 6 E G L72BRo ik

NEEE DL RIZEV-3-1 DB ThoT-,

[5](6]

£V-3-1 5 6 BROMAREBETFHIEILE®%)

e 2.5mg 5mg 10 mg 20 mg

(17 451 (12 451) (14 151) (18 45)

LDL-=z L A7 a—) —44.99 —52.49 —49.60 —58.32
WMol RATFTa—)L —31.59 —36.40 —34.60 —39.58
KU Z YUY R —17.35 —23.58 —19.59 —17.01
HDL-2 v X7 a—/b +7.64 +9.09 +14.04 +11.25
TREHB —38.56 —45.93 —43.97 —50.38
TAREH AT +5.42 +6.25 +10.61 +9.72
7 AREH AT +0.38 +4.27 +7.78 +7.73

BIVEF R BISERE X, AA 2.5mg & 58T 38.9% (7/18 ), bmg & 5-HET 20.0% (3/15 f5]) . 10mg
FHRET 13.3% (2/15 ) . O 20mg #5-HE T 47.4% (9/19 ) Th -7z,
PLERRO b zfWERIX, 8. CK LA KON y-GTP L5 (% 3#l) Th-olz,

[5] Saito Y, et al. J Atheroscler Thromb. 2003;10(6):329-36
[t &R (AARAE 2 VAT v — LIISEBREIZBIT 5 A2, 2002)

3) EWNE MR GHER (FEMES =2 VA7 1o — VIUE B 5 5 R)

FEMES = L AT m— VIUE~T n SR EE ICARA] 10 mg 7 b5 254G L. 6 M [ T bl

BL, Z0OLZOMEREMHEOVFHENRIRV-32DLEEN ThoTz,

RV-3-2 BZE5FMENSDMBEEEFHEILEN)

=1 10 mg 20 mg
(36 51) (36 5)
ILDL-2 L X7 ra—)L —49.17 —53.91
BalL 2Fm—/L —39.35 —43.30
) 7Yk R —18.20 —23.62
HDL-Z L 25 m—/L +9.57 +13.75
3 BILAEICEB B @IEMIE CK 15 (3/37 i, 8.1%) Th -1,

AR O THIEROCHE] o0 T,

At 67 Bz I uNT 3 B

V.2, HIEAOHE] 0EAZRTHZ &,
[7IMabuchi H, et al. J Atheroscler Thromb. 2004;11(3):152-8




4) MAVENRE (5ol A7 o —/VIEREFSRE) FFEAT—)
THEEREICL Y E SN 3 3k BB D0 — 2 2% Lw7-, KKl Smg T 10mg % 1
H 1, 12 BEES LIBEOMIEEEMEOFHENRITRV-3-3D LB THY, ma L A7Ta—
VI BB DIEE L~V R AT 5 2 L 330 b (11,

R V-3-3 &5 12;BRDFHMBERREETHEILE®

mE 5mg 10mg

(390 451) (389 451)
LDL-=2vA5nmu—/L —41.9 —46.7
BarzFo—L —29.6 —33.0
cN)Z YUY R —16.4 —19.2
HDL-= L A5 ma—/1 +8.2 +8.9
FHDL-= L A5 1T —)b —38.2 —42.6
7AREHB —32.7 —36.5
T AREH AT +6.0 +7.3

it WAMNRIRRBR G OSMF O T DI TN 7 ) v VU T ORGETT, AFIOHARNIZEB T 5 HE
WEAEANOHED 250 1ITIRIEH Y35 Lk S,

[8]Davidson M, et al. Am J Cardiol. 2002;89(3):268-75

[9]Schwartz GG, et al. Am Heart J. 2004;148(1):e4

[10]Olsson AG, et al. Am Heart J. 2002;144(6):1044-51

[114ENEE BMEAE = L AT v — LfE B BT B A4, 2001)

5) MRS R 5B (OHE AT — &) ol h2]

ma VAT B —VIJERE 2R E LT EHBERIEIC LD EE SN 7RBRICB N T, A 5mg X
1E 10mg* S G2 L, LDL-= L A7 0 — /Ul NCEPIL A KT A > O B EEICET
HETHE Lz, 52 BARCBWTHEIEREED bmg T 10mg DMk 5% 51T TN AER D E|
ai\%ﬂ%ﬂ7&6®%ﬂl%)&08%ﬁ@&m7m)T@ot

Fio, WEEFICHRS 52 %I NCEPIL A A KT A EH B EMIZRE L 7-E81E, AFlow)E
ﬁﬁﬁﬁmgfﬁ6%6@mm1M)\mmgfﬁ8wa@wm6m)f&oto

RIVEFH DR BLHRIIAA] 5mg FET 29.4% (40/136 f5]) . AH| 10mg #£ T 26.5% (35/132 f5l) T -
oo WD OEGHEET 3 FILL R U-GIWERIXMER, MRl HERR, 8. Bk, AIRE,
B, WRRESE. W&k OESIECTH -7,

AEO THIEROHE] ITo0WTiE, V.2, BEEAUHE] OoHESRT 52 &,
i MESAMERRBRGEOIME DO DI TN T U v VU T ORFIC, AFIO BARNCRIT S s
WIAMEANDHED 2430 1 ITIFITARY T 5 L ¥ S hi-,

[10]Olsson AG, et al. Am Heart J. 2002;144(6):1044-51

(121G R GMEA S = L AT 01— VIERE OEHHREI2B 5 8%, 2001)

GIREEAER - BAMHER 2

HARANFERRR A 24 Blaxt5 s UCERINT 77 R BEEL — EERILEERBRICB VT,
AHKl 10mg, 20mg, 40mg* DHL[EJ N7 H MR #H G- O ZEMED G oL 5 T L7 0o 72,

* o ORFEANHEE - HE (TV. 2, AIEROHE] OESBH)
[21BEEF A HR fih. FEPRE SR, 2005;21(2):187-203



() FEMIRER . AERICIERAR"
1) &2 L AT a— VIIEBRF I T 5 HEMKCRER
[ HZIK)\] [5] (6]
AARANDFE 2 L AT v —/VIIERE 112 &2 x5 & LT, HERISHERICIB W TAR 1~40"'mg/H
FET T ERE 6 EEEE LTz, TORE., AAIERGH CTlE, LDL-22 L A7 o — /LT H &KL
L CFEHK 36~66%1L T L. 2.omg/H., 5mg/H. 10mg/H &% O 20mg/H @ LDL-= L A7 12— L
PR FRITZNEI 44.99%., 52.49%. 49.60%. 58.32% TH V. 1O T RICH_RTETOHAE
THE TH-7= (Williams #7E ; P<0.0001) ,
BITEF ORBIHEE L, 7T B RBHCHE L TAAID 20mg K& T 40" mg B TROLEWEAI A ZZ D B
TeD3, F OMOBAETT RN 5 bR L & 72 T R e o 7o, AH 1~40"mg/H @ 6 @ [H# 5
IZBWWT, BRR ERRCERZMEIZ 2 <. AFEER RN DT RIL o7,

[#E A] [18l14]
L AT r—/VIIEBRE 142 il x5 & LT, HEMSGRBRIZB W TAAl 1~40*mg/H, 77 &
A, F2ET bARZREZF 2 10mg. 80mg & 6 B E Lz, TOME., NAK S TiZ, LDL-
IV AT B )LIIHEITEKSE L TR 36~63%MK T L., 2.5mg/H., 5mg/H. 10mg/H & O 20mg/
H® LDL-2 L A7 o — L EHER T RIZZNEIN 42.77%., 44.63%. 52.47%. 58.58% TH YV . 1D
T RRIHERTETOHETHERE TH -2 (Williams #7E ; P<0.001) ,
AEBEORFEFGRBFILT 7RI OT MARRYTF R LR TH ST,

[ AARANEHEAD RSO ] (14
AARNEAEADHERISRBROF B2 Lz & 2 A, BARA, SAEA & b I EEEFERZ LDL-
AL AT o — VR TFRDBGE B, Wk CIRIE AT RO & OC AR bz, AR
ANIZBT HAH] 2.5mg KT bmg # 5K LDL-=1 L 27 10—/ VK FRT, SAEACFNZEN 5mg
LM 10mg &5 L7 L 2D L REETH - T,

ARFNO THIEROHE] I2o0WTiE, V.2, BIEAUHE] OHESRT 5 &,
[5]Saito Y, et al. J Atheroscler Thromb. 2003;10(6):329-36
[l R (BAANG = L AT v —/VIERE T 5 A4, 2001)
[13]Olsson AG, et al. Am J Cardiol. 2001;88(5):504-8
[14ltENEEE (RAN LAMEA D H RSO g, 2002)

2) FEMEE 2 VAT v — ) VIlE~T v S REEICB T 28 &R
ARNOZEEER 2 VAT 0 —/VlE~T r A REE 3T Hl 2%t & LT, AKI 10 mg* LW &5
ZRIA L, 20 mg XN 40 mg™ & 6 WY& Lcga GE 18 M E) | KORM#E 5-KF
(Ft 52 I G) © LDL-=2 L A7 0 —/VEDO MIEREMICK T 2R K L2 OW T, 4 —
7RI KV RRE LT,
LDL-2t L A7 v — /L RS TR T, AFIFRS 10mg (6 7%) TiX 49.2%, 20mg (12:##%) TIX
53.9% Th o 7= (1At HE ; Wb B GHIME L O HEIZIW T, p<0.0001) 7, 18 [ oo i
HWIm A & ® T, 521 %@E%&%ﬁ (21T B AH D BEMENR DI DT RIE 220 7= 18]
( TV.3. BRAAE @) 3) Kt oHBM)



EHIO TRHEROHE] o0k, V.2, HEEROHE] oEHEZZRTLH L,
[7IMabuchi H, et al. J Atheroscler Thromb. 2004;11(3):152-8
(1514 R (B AR NFEME = VAT 0 —/UIE~T n S EEE BT D #HE,
FHIAER, 2003)

TREERIEHER
1) AR ACEAT S OGRRER

B L AT v — VIIE BB 1 B G RER
( TV. 3. BEEAE (3) HRRAIER : HESEERRAER] OHESBMR)

2) bhigEkER

B L AT u— VIUERF IR 5 T EERLERR GHEAT—4x) [elh]

AEADOFE 2 VAT e —/VIJERE 255 L LT, AFD 1 H 5mg, 10 mg #5-& | BEfF0 HMG-
CoA RITHERILEA] (7 NV ARAXF 2 10mg, 7T /XA XF 2 20mg, V2 /NAKX T 20mg) %
b U7z 12 M o “H B il 5 SR OEFHE R L 0 | AAID 5mg LY 10mg #5135 E K
TN (#£V-3-4116] £v-3-507) 224430 HMG-CoA e AL EH & 131E
FIEECTHD B2 LN,

RV-3-4 HSFERVES 12 BROMEREFHELR
(AFE| 5 mg BV 10 mg, 5 HERDBHRT —3)

A&l 5 mg(630 1) AFI 10 mg(615 1)

fE= 5B ZEieE B 5B EieE

(mg/dL) %(SE) (mg/dL) %(SE)
LDL-Z L AF o —/L 188 —41.4 (0.5 186 —47.2 (0.6)
Barxro—iL 275 —29.4 (0.4) 272 —33.4 (0.4)
HDL-Z L 25 o —/L 51 +7.7 (0.5) 51 +9.0 (0.5
N ZURY R 179 —15.8 (1.1) 174 —19.6 (1.0)
JHDL-= L AT a—/L 224 —37.8 (0.5 221 —43.1 (0.5)
7HREH B 179 —32.5 (0.5 176 —37.0 (0.6)
TARERA A1 151 +5.8 (0.5) 151 +6.6 (0.5)

x®

V-3-5 5 12 BEDHAFSA EEBZERER (K| 5mg R 10mg, 5 SKEBDEET—4)
NN AF| 5 mg AF| 10 mg

s VA EAEEEH () EAEELER (%)

A ERKTR L 41/44 (93.2) 34/36 (94.4)

B1/B2 &V =~ 258/293 (88.1) 266/286 (93.0)

JAS2002 B3/B4 HU=RZ 87/114 (76.3) 109/126 (86.5)

C YR 62/179 (34.6) 107/167 (64.1)

it 448/630 (71.1) 516/615 (83.9)

JAS2002 : H ABREE( L FSERME IR BRIET A KT A > 2002 4FhR

[16]Blasetto JW, et al. Am J Cardiol. 2003;91(5A):3C-10C
[17]Strutt K, et al. Circ J. 2004;68(2):107-13



[7 bz gF oo dHERERR GMNEAT—%) ]

SEADE T L AT v — VIERE & k5 & L= RSl 8101 00lz gsuvC . A% 5mg.
10mg, 7 M RZAHZF 2 10mg & 12 BREE L7,

A# 5mg KO 10mg #5125 % LDL-= L 25 u— & FrEM 1 (V-3-6) . AABINRME{LS
2 (JAS) BfRAE(CIER BRI A KT A > 2002 45 (LLF, JAS2002) @ LDL-=2 L AT 1—/)b
AimfEsER 07 (M V-3-1) | JAS BHSMIERIH A A KT A > 1997 4Eifi (LLF, JAS1997) | K
FHalxA7re—VHEE 077 A58 2 E (LUF, NCEPI) | KOBINENREE (L2 (EAS)
HA RKF A (LUF, EAS) ® LDL-= L 27 n—/L BiEfEs)mEs 11 (#v-3-7) 13U TFoLE0
Thol. BEHEG K ORWERRBLEIIAA] 5mg, 10mg KT MR ZA KX F 2 10mg TIRIEFFE
EThotz,

RV-3-6 FEREHICHETHRE 12 BROMBREETHELEGHBROBRT —2)

AFl 5mg B AFl 10mg & TRILINRBF
(390 151) (389 451) 10mg ¥ (393 f51)
LDL-2 L AFa—/ —41.9%*** —46.7%*** —36.4%
Balrxro—iL —29.6%*** —33.0%*** —26.7%
HDL-=t L AT 1 —/L +8.2%** +8.9%*** +5.5%
N ZURY R —16.4% —19.2% —17.6%
JEHDL-2 L AT 1—/)L —38.2%*** —42.6%*** —33.9%
T7TRERB —32.7%*** —36.5%*** —29.0%
7AREAA-1 +6.0%* +7.3%*** +4.1%

*p<0.05. **p<0.01. ***p<0.001(7 F/L/NA X F > 10mg & O i)
(U HTE 5 v % FV 7= pairwise t-test)

B #F#5me [0 ##l10me FRLARSF10mg

93

i 22 S D i R

g

404

204

. 4
1 B :' oo
(n=390/389/393) (n=1311133124)  (n=69/B2/80)  (n=166/152/175)
All c B3/B4 B1/B2

JAS YRZHTI—
*p<0.05 vg ZHIL/ARRF 2 10mg
***p<0.001 vs FhIL/{REF2/ 10me

K V-3-1 JAS2002 (2115 LDL-C BZEREZR (12 B Q HEBEOEET—4)



FV-3-7 JAS1997 NCEP I B TU\ EAS IZ8I15 LDL-C BZ{EZ|E S (12 @) (3

HEBROBET —H

JAS1997 AH 5mg A 10mg FRILINZRBFL 10mg
YR kS BAZEERE%) Lk BAZEIEE%) Bk BAZEERE%)
AKY 27 9 88.9 8 87.5 5 100
By Rz 216 75.0%% 203 82.8¥¥x* 222 62.6
CEml=ru 165 36.4%%* 178 60.7%** 166 17.5
7t 390 59.0%** 389 72.8%*% 393 44.0
NCEP I AF 5mg AFl 10mg TRILINRAF2 10mg
YR IE BAZENZER%) LIE BiZEIZE R %) IR BAZENZER%)
Ky =2z 136 95.6 118 95.8 122 91.0
Y=z 70 87.1% 83 88.0% 95 75.8
YAy 183 41.0%** 187 62.0%** 176 18.8
#t 389 68.4%¥* 388 77.8%%* 393 55.0
EAS AFl 5mg AF| 10mg THRILINZRBF 10mg
YR kS BiZEEZE%) ik B2 EE R %) Bk BAZEEZE%)
Yy Ry 316 62.3%** 314 81.2%** 327 48.9
Z DA, 74 77.0 75 85.3%* 66 63.6
#t 390 65.1%%* 389 82.0%** 393 51.4

*p<0.05, **p<0.01,

#¥%1<0.001(7 F LR A Z F 2 10mg & D L)

[8]Davidson M, et al. Am J Cardiol. 2002;89(3):268-75

[9]Schwartz GG, et al. Am Heart J. 2004;148(1):e4

[10]Olsson AG, et al. Am Heart J. 2002;144(6):1044-51

(mY AT ¢ v 7 [EF)

[11aNEE GrEAE 2 VAT v — LIERF 2T 26401, 2001)
[17]Strutt K, et al. Circ J. 2004;68(2):107-13

[V o NRAEF U ROTTNRAEF LD EEREERR GFEAT—4%) ]

SEADOE 2L AT o — LIFERE &5t & L —E S Higisn 18109250 ¢ . A% 5mg.
10mg, 7T/ AZF L 20mg £33 A X F o 20mg & 12 BE#EE L=,
AH) 5mg &N 10mg #5012 L5 LDL-2 L 27 o — UK FIER (32 V-3-8) [201 g kd@hfjRms b
2 (JAS) BRFEALIEIR BT A K74 > 2002 i (LLF, JAS2002) @ LDL-=2 L A7 1 —/L
BREERER (MV-3-2) 07 JAS @ISMEZEA A FF4 > 1997 4B (LUF, JAS1997) | %
EalLx7run—LHETm 7708 2 klE (LU, NCEPI) | KUOWMNERIE(LF2 (EAS)
HA RTA4r (LLF. EAS) @ LDL-=2 L 25 o —/)L BEERER (FV-3-9)
Thote, AEFEFLLURIERABIRIIAS 5mg, 10mg, 77 A X F 2 20mg KNV N AH
F 20 mg TR TH -7,

O3 Fo LY

FV-3-8 BIREEHICHITAMEREMBETHIEILER(12 B ABOERET—2

AFl 5mg B AH#l 10mg 8% TSNREFY SVINRAFY
(240 451) (226 1) 20mg F£ (252 f5) | 20mg & (249 f51)

LDL-2 L AFr—/L —40.6%"*+++ —48.1%" "+ —27.1% —35.7%
MaLxFro—iL —929.1% " +++ —34.0%"++ —19.2% —25.1%
HDL-= L 25—/ +6.9% +9.1%"* +6.2% +6.2%

FUZURY R —14.9% —20.2%"*++ —12.4% —12.2%
JHDL- 2L 25 a—/L —37.0%"*+++ —44.0%" "+ —25.0% —32.5%
7REHA B —32.3%"* —37.9%"*+++ —20.6% —28.0%
THREHA1 +5.4% +5.3% +4.2% +4.8%

*p<0.05, **p<0.01, ***p<0.001 (F"T AKX F > 20mg & D)
+p<0.05, *p<0.01, **p<0.001 (> /XA KX F > 20mg & DLLiE)
(G HrE T V% V7= pairwise t-test)




[ ##l1ome B FSARLF L (PRV)Z0mg LI ASTF L (SMV)20mg

1t
Ht o
it
1t
il o B

g 82

100+

< i e X B I

(n=127/134/147/138)
B3/B4 B1/B2

(n=240/226/252/249)  (n=48/34/36/47)
All C
JAS YRIHTIY—

***p<0.001 vs PRV
tp<0.001 vs SMV; 1p<0.01 vs SMV; 1p<0.05 vs SMV

RV-3-2 JAS2002 HARSAIZ$I1+5 LDL-C BEEZER (12 BE) 2 RBOEET—4%)

= V-3-9 JAS1997 NCEPI R EAS [ZH1+5 LDL-C BiEERIZFER (12 BE)Q HBOERET—H)

JAS1997 Al 5mg AHl 10mg TZINRAFL 20mg LU INARBZF Y 20mg
1JRY il %k BfZRhER%) | B BiERhER%) | fiE | BERBEEG | I B1EEEZE%)
ALY =22 4 50.0 5 100.0 10 50.0 5 60.0
By =Rz 178 66.3"*+ 178 86.0"*+ | 196 20.9 182 53.3
CEl Ry 58 397+ 43 60,5 +++ 46 8.7 62 22.6
7t 240 59.6"*++ | 226 81.4™*+ | 252 19.8 249 45.8
NCEP I AFl 5mg AF| 10mg TSR EFL 20mg DU INARBFY 20mg
YyR%H il BiZRERR) | FIEK BAERhESR) | FIE | BERREEG) | I BEEIhESE)
|’y =2 101 91.1 98 99.0"*+ 107 85.0 100 90.0
YRy 75 82.7"* 76 89.5%"++ 94 41.5 81 72.8
wmYU Ay 64 43 8"+ 52 65.47 51 7.8 66 24.2
it 240 758"+ 26 88.1"*++ | 259 53.2 247 66.8
EAS AFl 5mg AFl 10mg TSINABZF 20mg SVINRBTFL 20mg
YRY il %k BiERhERY) | 5k BiERER%) | HiEk | BERREE® | fFlE B1EEEE%)
mU R 178 B4+ 161 TR 186 13 190 47
Z DA 62 58" 65 8™+ 66 24 58 50
it 240 B3t 226 8™+ 252 16 248 48
**p<0.01, ***p<0.001 (FT7 /XA X F > 20mg & D L)
+p<0.05, *p<0.01, **p<0.001 (I > /XA ZF > 20mg L& D) (v 27 4 v 7 Al
o MEAMEIRRBR A O AME D 7= DTN T ) v DU T ORFTT, AFIO BARNCBIT 5 HE

IAAEADOHED 2550 1 IZIZITFEY T2 Lk Sy,

[17]Strutt K, et al. Circ J. 2004;68(2):107-13

[18]Paoletti, Paoletti R, et al. J Cardiovasc Risk. 2001;8(6):383-90

[19]Brown WV, et al. Am Heart J. 2002;144(6):1036-43

201N ERE BMEAE = L AT v —/VIEEF T30 5 G40
—FGRREF v VUNREF LD, 2001)




3) Ak

O 2 VAT B — )VIIJERF ICR T 5 —HERE N HEERBRGME A 5 — &) [0l [19]
(WOMFERER  2) EGRER ma L A7 e — VIEREICBT 5 “EEMRKHER UNEAT —
2) 2B WT, 52 R 5ICHIT 5 LDL-2 L 27 v — /MK TR 12 BEOE TE5 L 0 ey
L2 LML FE L, ABEMWREDNDFTRIIA LR -T,

[10]Olsson AG, et al. Am Heart J. 2002;144(6):1044-51
[19]Brown WV, et al. Am Heart J. 2002;144(6):1036-43

@FEMeE 2 L AT v —/VIE~T 0 BEAIBE BT 5 R 1]
BRI ER  2) A AR NFE MR 2 L AT v — VIUE~T m #6KEHE 37 HllZ 1) 2 &R (4
— 7 VRBICBWT, 52 G215 LDL- = L AT 1 — UK FERIE 12 BEOIK TEIR L

WEST 5 Z L < L. ARMEREDLN DT RITA bR o7z,
[1514ENEE (A ARANFEES 2 VAT n—UlE~T 0 S REE IR SR

FHRABR, 2003)

4) BE - HRENRER GMEAT—%)

EI VAT o —/VIJEBREFICHT DYV RALZF v TITNRAFZF U RIET MR RAEF o %%t
L L _EERERRBROERT —% WEAT—H)

IV ATa—VIIEDBEFICKT D NAXTF o TINRAETF LT SN AZ T %%t
e L LtKﬁU 5mg & 10mg O " EHEEREGRBRO 5 RBROEFHFERN S, Hx RBEEERAA
RO NN ST RBE RN LTz, £ ORR, 65 Ul b, otk PG M, \miuE, 77 v—
A'r@hﬂh’%ﬁﬁ{b 2 ORS8RI g -3 2 2 R Y w7 oy Fr—a® RU R L 5 s pic

BWTh, —HLEAMENRENTZ, FNFNOEEERIZBWTCEREN RO DT RIiL 7220
-7,
£V-3-10 H#E5RINSHEE5 12 B% O LDL-C ik
(AH 5mg 161 2U B 18 10mg 16], 5 SHERDEFET—4) (H150)
&] S | =% |emur Eﬁfﬁ =il énrm%ﬂ?* 2R | R
5ng —41.4% | —44.0% | —42.4% | —42.5% | —41.1% | —43.5% | —40.3%
(630) (204) (268) (274) (223) (39) (165)
10me —47.2% | —50.6% | —50.6% | —48.4% | —47.2% | —47.6% | —45.9%
(615) (195) (267) (282) (221) (32) (157)
“SBP/DBP>140/90mmHg X3 5-RNZEEIROELE 21 TS EH
PORMY M, SEEENIRAE . N R A D BETE
**BMI>30



RV-3-11 H5HHILEE 12 B%OMEESEFEHTLER

(A# 5meg PR U 10me 22, 5 HEBADEHT %)

FIEEER (%)

e 5mg 10mg
E&
M 2 JEM B M £ JEM B
(200 151) (388 15 (194 151) (382 5l)
ILDL-=2 VAT u—/)b —42.4 —42.5 —47 —48
HDL- =L A7 ra—/L +9.1 +7.3 +10 +9
NV ZUEDR —19.9 —15.0 —23 —19
JEHDL- =L A5z —/)L —38.3 —39.0 —43 —45

MB: AR w7 v Ru—AFE, EMBEFEAXRY v 7 Ra—Af

*NCEPIMIDEFEAEBHIT,

OBMI30kg/m? Ll E(NCEPII TI3AEFH THE)
@KU Z YUY K 150mg/dL Lh E
@®HDL-= L 27 v — L34 40mg/dL A, M 50mg/dL A

OFEEH M IE 85mmHg LA X 3AEH ML 130mmHg LA X i3+ 3L R

OFE R XX 2GR MBEF 110mg/dL LA E

IFD3OULEEETDEEZAXRY v Ra—AEHELE,

o VEANEE R BRI OAMF DT DI TN T ) v VU T OB, AFIDO HARNZBIT S AE
WEAEANOHED 250 1ITIRIEH Y35 Lk S,
[16]Blasetto JW, et al. Am J Cardiol. 2003;91(5A):3C-10C
[21]Teramoto T, et al. Int J Clin Pract. 2005;59(1):92-101

[22]Ballantyne CM, et al. Am J Cardiol. 2003;91(5A):25C-28C

SAERE{E

1) EFRAERA - FRRIIFNAL - TR R IR R

D IR 351 B H I BT 5 bt (28]

il FH SRR A OO A AR AT )F 52451 8294 BB\ C, #llalE 5 & 2.5mg KO bmg Z fkfe L 7= e
DOAFIFEEE 1258%D LDL-2 L A5 0—1 #alL 25no—,L HDL-2 L ZAFno—,L. KU ZY
U RO LDL-22 L 25 @ —/L/HDL- 21 L 25 1 — VOB bRIZ, AR OBKRD A BT 5
ETRLEY EBZ SNDRNREORWEFICB N T, LFD LB Tholo (£V-3-12, £V-3-

13) o

£V-3-12 5 2 BAROFEHMBERBEELLE
(BaLARTA—/LIEERE. BAERELL V., #1E 2.5me ##5EH)

" Be5-mifE 5% 08 oY -
s (mg/dL) (mg/dL) (%) 1904 ¢ BUE
ILDL- 2 VAT a—)L 2691 164.54 96.86 —40.08 p<0.001
oL A5m—)L 3200 255.16 183.94 —27.31 p<0.001
HDL-= VAo a—) 2965 57.33 59.27 +5.64 p<0.001
M) ZUED R 3247 177.14 141.62 —9.30 p<0.001
DL U A5 5
HDL-= L 25 11— L b 2691 3.065 1.735 —41.534 p<0.001

1) AFEERT 3 » A O@E 2 L AT v — )VIIEIC KT D IRRR &2 L




=V-3-13 5123 éa):l:i’m,ﬁﬂaﬁﬂﬁ%m
(BaALATO—)LIMEERE. BARELL V., #)E 5Smg #6515

» B G-RifE B 1%0E bR -~
bk (il (oL (%) 154 ¢ B
DL =L Ao 30 153.21 80.48 4652 <0.001
Gl AT aL 37 952.32 177.24 ~99.15 p<0.001
HDL =L 25 0 35 51.98 56.44 +10.70 p=0.002
SRS 37 252,54 177.86 —19.45 p=0.001
DL =L A5 0/
o 30 3.211 1.505 —51.319 p<0.001

1) AR ERT 3 » A O@ = L AT o —/ VIEIZ T D IaREO& 5 L
(2314t (AR #& T RS

@ik B kR (24]

HENGEZ & D5 WVIEHEEARA > F —_ v g VT P EDOHBIMEREHE L AT o — /L HEEE
%142 LDL-C % 80mg/dL Al T =2 X 9 ITAA % 2. 5mg/EI F VK 20mg/ H & Tl
H L., mENBZEAVUS)Z AW 76 % OEEIRY 7 — 7 (RO LR 2 Mt Uiz, 7ok,
B TIRROARAKID 1 HIH72 0 OFEJHE G &I 16.915.3mg Th o7,

A RWEREAT T 21 126 B2 31T DB N EM M V(L EITERV-3- 14 D LB Th o7,

Fio, HENRT 7 — 7 REIIAFIE G & i L, AREICHED Lz (£V-3-15)
LARMEIZOWTIE, RIS 213 BlH 74 1] (34.7%) 166 EORIEA B HEL L, BEE/LFIE
L 3 B 10 fHICRB 8 H =23, FET, DAFIZE, BERUTH BARIE O R BUFIIX A e o T2,

#V-3-14 HNEE DO VHIER O P2 e

e . 7
ﬂ?i’ﬂﬂ‘é;’i;f;[ﬁ?m/ggm ﬂ?i@;‘ée’%;éjl)g/dm BEHC) | 1RELR

E
LDL-2 L A7 2 —/b 140.2 82.9 —38.6 p<0.0001
BarxAra—) 213.6 157.8 —24.7 p<0.0001
HDL-= L 25 1u—/L 471 55.2 19.8 p<0.0001
) ZUEY R 147.8 130 —4.8 p<0.0001
HL]];LL::’: j:;:/’f r/t 3.12 1.56 —47.54 p<0.0001

#V-3-15 IVUS Z X 2 HBIRT 7 — 7 (KD ZEA L

;W;S;ﬁ?m;g ?i;i;;n?m?’) IO | 1RA R

E
77— 72.1 66.8 —5.1 p<0.0001
el 78.3 81.6 7.3 p<0.0001
1M 150.4 148.5 0.8 P=0.4673

[24]Takayama T, et al. Circ J. 2009;73(11):2100-17

2) HKEREAEL U CEMTEDONE T FEM L7 RO
L



VI EHEBICETSEHE

1. REFHICEEH I EEMRIIELESHE

HMG-CoA iZB R ER] (FITNAEZFT U F NI DA VUNRREF L TINREZTF R
Th, T RIVRAEZF N TN, ERERAZF T T D)

2. XEBE{EH

(1) {ERABRL - 1ERERF

BANAZ T I AR, FFENICEEINICER Y IAE L, HFiECTOa L AT e — LV EGRRD

HEHELSE Cd 5 HMG-CoA 3 i A NI DB AT HE L, 2 L A7 1 — VESR A I

T 5, ZORE, A0 L 270 —LEBMET L, 249 720 LDL Z /DR E N

FHEIND, ZOLDLEZAEKEZN LT, a L AT a—LaqR om0 RE ET%%LDL@HM

SO AHZPHEEML, Mha L A7 e —ABMET T 25, ARANL, FFECIEE & L CREEhm %
FUTHRY iAE R 28] JERCE AP LB IR 7= 00 BEBIEAE R % & 72 AR WML Ol SR m@@

ih_<<\H%%%&HMG&m LRI ERTHL EEZXBND,

<AEHIHEST >

1) HMG-CoA & s E 1A (26127

DANAZF Ny AE, Ty MO MFI 7 1Y —AHKkDO HMG-CoA #il#R, KUt
A % 7 HMG-CoA & el Ol K A A okt L CBEMER Z R L= (in vitro)

[71%]

Z v b XiZk M7 v Y —202, 100 pmol/L @ [3-14CJHMG-CoA. 5 mmol/L ® NADPH K ("%

TR DRI (KA, 7 MANARF L TARREF U VU RNRRAEF U TINRALTF )

%MZ 37°CT 30 A > FaX—h L7z, WEEN2 CHSEELRESYE, EEgrao~ 7T 7

CEVERLIEANNa VL2 pBEEE LTz, £72. B N HMG-CoA ZJLEER Ofififit N A A %

%%* e U CHV, AHKEBEFD HMG-CoA &t MO EMEH 2 et L,

[R5 3]

ARANLTZ v P EOE MFFI 7 2 Y —2HKD HMG-CoA i#7ci#E. & b HMG-CoA &tk O fil

BER A A BRI E LT,

FRVI-2-1 ORNREAFU R UEKTE HMG-CoA ETTEREEED HMG-CoA ETBEREEEH

ICso (nmol/L)
SvkFI/aY—L4" ERFSIBRY—L® Ek HMG-CoA iE B &
ARBE R A2 C

0 ANAR T 12 [10 -14] 18 [14 - 23] 5.4 [4-8]
T RARAR T 15 [12 -19] 26 [19 - 35] 8.2 [6-12]
TIVINAR F 18 [15 - 22]** 76 [56 - 103] *** 27.6 [18 - 42]***
UNARF 18 [15 - 22]** 38 [28 - 52] ** 11.2 [7-17]*
TINARTF 55[45 - 68]*** 64 [47 - 87] *¥* 44.1 [29 - 66]***
SEEE [95% 1S HEIX ]
aN=5 (@ ANZZF ) | N=4 (ZnLs D HMG-CoA e ESK) ; *P<0.01, *"P<0.001 @ Z/X2A
&%/awm@fﬁﬁ%&@( THSIHT)
DN=6 (1 ZNRZRZF) | N=4 (ZnLiso HMG-CoA ek ERR) ; *P<0.01. *P<0.001 & A/XA

&%/&@tﬁxfﬁﬁ%%v) ( ST
¢N=3 ; *P<0.05, "*P<0.001 B2 ANRRXF L LOHBTHEEDH Y (DO



2) fF=a L 2T o — LA RBLEEA [26] 28]
OANRAZ T RN AE Ty MFlaO 2 VAT v — V&G E HEERFICIRE L, 72,
ZOMEEMIZ, o HMG-CoA &t sE L EANIC L TREHIMFrHE L 7=,
[ 5]
FAIEME AP Z > b (Wistar AH ) 12, ARFIUIBEFD 3 Fid HMG-CoA i rls Rl ESK 4 H
R OEE L, 20 2 Kl#IC [2-UCHEREEE T NV v A& ERENEE Lz, S 51 1 Kz
APl A L. 27 1 — L5yt o o e 2 HlE L,
FIREARENE T > S, AADUIREF O 3 D HMG-CoA &R ER (5 3 BEf#% o a1 &
T o — /LVERRAEFERENK 80% L 72D L O ICHERE) HERA&KEGH%, 3. 5. 7T U9 FFHED
fFa v A7re— LAl IEREZRI L, 2 L AT 2 — VG ENER O R R 2 et Lz,
[FE4]
AHIO A EMEA R EZ XVI-2-1 1R Lz, AFNTT » MO 2 V27 0 — &k BT
IZBRE LTz, F7o. REEGEE TS 7TREZICB N TH a2 L AT o — LR FEER ARk L
Tz (FVI-2-2)

100 ED,,=0. 8 [0.4-1.5] mg/ke

804

60

FREE (b

40]

20

01 i

/.

_// 1 1 1 T 1 1

0 0.0001 0.001 0.01 0.1 1 10 100
A& (mg/ke)

RVI-2-1 SybFMROILATA—ILERKIZHTHARNRZF O/ER (FE95%EE X E]. N=5)

RVI-2-2 £&3E HMG-CoA ZxBERBEFI DSV FFaL A T0O—)L & A E/E AR

FEE 22 (%) FHER#R T EE
3 £ 7 BFfEI & (AUC;%-h)
0 ANARF 83.1 61.6 498
T RN AEF 90.1 —7.1%* 332
SUNAEF 83.3 12.5%%* 279

EHEIfE. N=9
*P<0.05, **P<0.01, ***P<0.001 2 ANZAFXF L LD THEXASHY  (Student D t HE)



3) LDL 7R EEH] (29
0ANARLZF R A, b MFEAEE HepG2 #ilg*d LDL Z 2K mRNA DOI3EH 4 R
FHNCFEE L, £7-. LDLEAIEMEAINS 7 (in vitro)

[51%]
HepG2 fific, & M LDLZARARTuEt—4—%2 L7 27 —% (EWRLMERE) B oo
RNIE ) R = = n T2 LERR Y, 20 HepG2 Mz Mg #E L, 1 & 10 umol/L
(N=3) OAXKIGHDHNET T ANAEF % 24 WWERH S ® 2%, Vo7 =7 —BIEHELZHE L,
LDL Z A&7 v — 2 =G RETAFOER 2 et Lz,
F72. LDL fEATEMEIC RIETAAN OB LFTT 5720, HepG2 Mifluz UV ARERHAEZRELZE b
10% M7 % & Teks T 48 WS U7ot% ., ANH & KR E T 24 Refi/EA S, 1251-LDL 231 L C
BTCTA vFaX— kUi, FERBNREGZRINT D720, 125-LDL & KiFl o FA%q# LDL %
Mz CRERDFEBRAATV, 15 DAV A RAEak LDL JERNEE S22 Lglnie,

[R5 R]
AANE Tumol/L CHE My v FREE DK 2 £%, 10 umol/L TR 2.4 5D N 7 = 7 —BIEMED IR
ZHIEEZ L, BEKRFNZ LDL 2/ KT vt —2 —EbER 2R~ L7z (KVI-2-2)
Flo. AHNT. HepG2 @ LDL &M 2 I EAKAFANZHEIN S . 1 umol/L T K 1.6 5 Df &%
POz R LT,

*HepG2 Mifidd : & MFEHROEEIFHIRTH Y, 1N L, Il Toal 2T a—LEme ) 7YY
KA EOIRERBHNIHT T 2 Y OB N Z IS LDL SRR EOBLEZRTFT 5720128 A
ENTW5B in vitro RER R,

O mugstee

\ OZ/8Z 4 F > lumoliL
AZ/8Z 4 F > 10umoliL
M 75,524 %> tpmoiL
8 75,324 F > 10umoliL

0. 0T BLBHLEOUBTHEZSHY
(Bonferroni M7ik)

W7 5—HiEHE EXHE)

0 N\ %

K VI-2-2 HepG2 #IfA0) LDL SR AETOAT—F—FHIZRIFTORNRIAFORY
TINRAFODER (FHEHZHEIRE N=3)

EM e R T HEEBRAE

1) =25 a— K TFEA

HANALF I ML, A X B (gVI-2-3) | H=2 1% B (¥vI-2-4) | WHHL v+
X (b MEHEMEE 2 L AT o —VIEDEF LB B2 (MVI-2-5) oW Tk a L 2T 0 —
N, F7-. THREAE*SLeiden hF LAV =y w2 (& VLDL fUEEF @) 33 (1
VI-2-6) KOt 7 HREA B/ICETP (2L AT — VAT NVEREEH) TV AVz=v <y
Z (b bz L AT a— L RENEM L RN 2 AT 57 A8 B (RVI-2-7) 12k T
FEF L 2T — LR EEICE T 87,

A XZBWTIEL, HMG-CoA & ItEEFR O JUGFEM T D A /31 VRO I E 2 F BT HITIR T
47z 1801 (jvi-2-8)



120

R (I‘“}\H;_}ZI
=G
| t= B0 ,,c,:““ HEZ‘“ / P05, #4001 IEINEIEREE & OO LB T
E;I';E - G EEETY Melch® t 5
~m 60 T ime e 4 wHERE
N g 55 2A {F2E4AMH
@Fj 40
=] ) ——BUEFTIEEF
20 ORGSR EF L 3 nedke/H
0 ‘e
0 4 7 1114 21 28

G B

KVI-2-3 AR/NREFUEAXIZ 14 BEEHEROKRSL-EED0MEFERIALATA—ILETER
(FH{E L2 HEIRZE | N=5)

mF#EIL2F0-)

52 4qp g
HH
B oo
u 4
% -10
& ]
= 20
@ ]
_3|:|_
&
k¢ -a0 4 —_.——_——-——r—————rr
] 3 5 1 18
HAf (B
oo AR ADEE —m— OZ 528 F2 50 miky

—H—ORMARF 25 ik —&— T3 AR F L 50 ks

—A—[RARRF L 25 medky
P05, P01 BRI OB THEZD Y EHi

HVI-2-4 ORNREAFURUVTINAEFUEN=ZIA4F)LIZ5 BREEHESLI-EED
mFEAILRATA—)LETER EHIE. N=5)

(i LA TOA-I o0 (b} LDL-O LA TA—

1000 9
= S =
% a0 - %_‘}HL\ Egug EH_“E-H-__E
) ) *
= T e }“*-k_\ = = ! 1
[ E00 [ . L} | BOD I - L
o E=3 wx £ - [y o = 4 §\i
o = = * .
M 200 4 T 4
' " 200
=| g
0 T T T T T 1 u] T T T T T T T 1
0 4 g 12 16 20 24 28 a 4 g 12 16 20 24 28
HARR 3 HARS C3ED

— B BB RS —e QM2 F 3 uefke

PALOE, .01 EAEFIEEEES LLE L THEEED Y (SRS
HVI-2-5 OR/NRAFU% WHHL X126 n ARLREERELI-EED
mFEILATA—)VETER (EHE H1Z4E52 . N=6)

— QAR F 2 10 ngfkg



(a) BREApEH RSB (b) BEERIRS B

1604 CJavraso— 160
S b /sy duteuy - l
e 1204 ‘|‘ 120
bl ] T v * N 1T T
E = * * *
Eé‘a 80 nnd
142 S - p
L
B p
e P 404
a 0
1.5 3.0 6.0 4.5 9.0
EIERTE ORBARFw EIERTE OZNRAEF
(mpfko/B AL {mog/ky/ HFE L)

*PO.05 EENEBHEOURTEEESY (BB

RVI-2-6 OR/NRAFUEFTHREH E*3Leiden FSU AP TZwHITIRIZ 4 BARREEZR S LI-LED
MIFREEIR TR (EHE L ZLERE . N=18[EIEHEARHERD S EMBRERY
OR/NREFY 6mg/kg/ BIR 58] N=12[Z D ith D & fs ek HEEREE]. N=6[E & A XHEREED

(@) MFHBILZATA—LECRITURYE

14017

1201 ok
S 1001 Jrvoutur
=3
S sy - e | EIPEE=E)
E 301 FTs L

ez o k]

g 607
5&* o e o4
B 407

207

o
FE (mg/kg)
(b) m#FhYHREBILATA—IL

901

801

701 |:| VLOL DL 27 a—)L
% 601 Ouarazo-u
£ 501 .HDL qL27A—)b
540
g 301

201

101 ®

0

B 8
*TER

AE (mg/ke)
'P<0.05, YP<0.0T, ™P<0.001 BB L OB THEEHY (two-sanple tE)
EVI-2-7 BRNRAFUEFHREHB/CETP bRV = IDRIZ 2 BRIRERELIEED
mEFFIALATFA—LRUTNIT)2RETER
(FHEAZERZE . N=7[20 R U 40mg/kg/ B EE]. N=8[A I HE A%, 8. 80 KU 104mg/kg/ B E])



ERREL ]
——BI%

—— O A VA5 F 0. 3neke

HE BE)

—+— O A28 F 1 Tnedke

—o— O A/ AAE F 7 3nedke
iBAntEsT

oA A AR F L 0.0Tme ke

c-ae O 2R F L0 Inedke

Mt /40 VBB (RS AHAl

HKEPIFICSEE LG
A I N6

0y 1 7 I I

5 RS (BFE)
RVI-2-8 ORANRAFUEARICHBROKRSLI-EEOMBHANOVEKETER
(FHEHAZLEIRZE . N=1~6)

2) BRAEA b RV 132

B ANALF A A%, WHHL 74 FI2B8W0W T, REAROIEERSERE, 2L AT 0—1L5E
BEORTZ b6 L, BIREELHEZ ORERE 2 imi) L7,

[ 5]

12 8> WHHL 9% (MRS 9 B, &FF 18 ) % 3 IS/ T. A% 3 XX 10mg/kg/ H DH
BT6 » HEREEER G Uiz, #50MA% 4 8 2 S I2FRTHIcEsRm L, iR L A7 8 — L RO
UREAI VAT o — Va2 JIE Lz, &5 TRICEMEER L, KEBIRSE, M KBk, IEE
KEAROIEIGLAE S, 2 L AT m— L& EORIE K OB REE LI ZE O 55 B PR 217 - 72,
[R5 3]

K TRAR 3 5 RE O REIRSE T, MIERED 92% RS N A bz, —J5. M RENIR K OREE
KENROHERGTEAE A RITH 40% LK~ 72, kP a2 L 2T e — L GBIV T HERRIC, K
RZEClEa L AT v — L& &N E < (60mg/g 15 &) | i & ONEE KER CII Ky (20~30mg/g
&) EmnA o, BIREE(HZOEITE X, BBLEEREL O 2 L AT v — /L8 BITKF
THEEZ LN, KBRS E COREHEITNR LEE CTH - 12,

AENTIREPRZIIC BN T, AREKGFOICEFTEREL N2 L AT e — v EaX R NS¢k, o
FAUZFE AL OR B PR A 227 & A EKARIZIR T L. R ORGSR S 7,



2 (a) RESIEAEEH

4o ]

{Wg ool o

4B 80

ﬂ% ]

] 607 &8 GBEER)

% 407 : OR/NRE2F > 3 mg/ke/H

% 20 Bl o< \x%2F> 10 mg/keg/BH

- ‘

% KBRS B g *P<0. 05, *P<0. 01 AIExTBRRE & LB L T
BEZ#HY (a, b; ANOVA D#. Student
D t #¥5E. c;Kruskal-Wallis QIERIFIH

N FED#%. Dunn DB ELLE)

] ]

=T}

= 60

£

0

ﬂ 40

2

b 20

N

X

A 0

-

KBRS EB &R FEER
O BEEE
T

M 27

a

X

by

REIRS AP il

K VI-2-9 WHHL O X KERDEAREILRLE (St T30 (EHEIELERE . N=6)

3 MU ZU®Y NMETFIEH

TQANRLF AN AL, THREH E*SLeiden T AV x=v w2 BIg e h 7 KR
FIB/CETP h T oAV = s~ Bl N ) 7V &) REEKF w72,

( TVL 2. 38EEA 2D =L AT7a— UK TER] OEEBHR)



VILI.

1.

(1)

(2)

EEEICETSHE

mehiREDH#HRE - BEE
AREEDG M RE
AR L

e MR RE BERR 35
TERER AN B 6 Fllcm ANRNAK F U v Lk bmg O & CZEERHCHRBIR O&K G Lz 2 A,
MAEH e A N2 & F R 5% 5 FEMIC Cmax &7~ L7,

BEAETOMHRRE

1) PR BLEIRE 1 G-l

RN B 6 Bl e ANAFF U N T LM% bmg OB CTEBERHCHERBIROKE L Z A,
P RN F YRR TS 5 BRI #41C Cmax ZoR L. MR (te) 13 20.2 7.8 BEf# T
HoT-, £, Cmax KN AUCo24n 1ZZFNZ 4 3.561.35ng/mL &Y 31.3£13.6ng-h/mL TH -
7= (Pl HE (R ) [85]

B, BANZLZFUOERNBIEIIRE THD L EZ LN TVD GHEAF—%) 36

2) AW R (87

DR N BEIZ 7 A h—/L8E 5mg XX 27 LA h—/L OD §& bmg FALFN 1 6% 7 1 24—
NI CZEIERFIC B DB 5 U, S EhRE A LEiE L 72, Cmax KON AUC O x40 FHE D #
(22T 90%(E HE X VA THEGHIRHT 217 o 7oA . 10g(0.8)~1og(1.25) DEIPHNTH Y . 7 L X b
—/L 0D §EiE, KL TIRAXIIAKSY TRALEZGEOWTIZEWTH 7 LA h—LEEE AW
FHICFRIETH -7,

@7 LA =L OD & 2.5mg 1X. [EENELR DR OERAOAEMZNFRZEETA K74 2]
(CERE 24 42 2 H 29 AfF  SKARE T 0229 45 10 =) 1ZHS%, 7 LA h—/L OD i bmg ZFEH#E
BFIL L- & &, ISHZBEEINE L, AWFPIICRE L R ENT,

RVI-1-1 BEBRABEIZET2EMIHE/NNTA—4
HE n Cmax a) Tmax b) AUC(Hast a) t1/z b)
(ng/mL) (h) (ng-h/mL) (h)
2 LA h—)LEE Smg 65 4.56 (50.3) 4.02+1.49 48.90 (39.7) 14.0+10.9
HLR =)L | KIEL | 65 4.31(49.1) 3.89+1.35 48.26 (40.1) 14.2+11.89
0D %% Smg KHY | 64 4.53 (51.3) 3.92+1.47 48.31 (40.6) 14.7+10.3 ¢

a) ESE (ZERE) |

b) P AR AE(R

¢) n=64. d) n=63




(hg/mbL)

o
i
ger
th
A
j7\§ =@ JLAR—ILEN=65)
2 4T @—@ JLAL—ILODE KL (n=65)
; O=—0 JUAM—ILODEE k&Y (n=64)
e
B o2
E
06 R —
i} 8 16 24 32 40 48 56 64 72 (h)
Bfal
RVI-1-1 2L RXb—)LEE 5mg RUYL Ab—)L OD £ 5mg Z /K%L,

KHY TRALIZEEDMBHOR/NZRIFY REHS (FYELIZERE)

3) (EHERR A SRR 1 4 5Bk (21131 [38]
RN B 6 Billc e AR ZF 7 10 KON 20mg & 1 H 1[0 7 B, 228 IR
AL Lick 2 A, &h% 24 KO MEFR v 2 N2 52 F R EITRA 2 EH L, KERE 3 [FH
IIXIZIEEFIRREICRIZE Lz, EFIRIBICEBIT D AUCo2an (THEIEGRD 1.2 5 TH Y . ZOEIX

BRI G TOR RN DO THIE L FRRE TH -7,

L7edio T, RIERGIC L 2 FRU EOERME

ERNWEBZZ b, B, AAANIEIT S Cmax KPAUC IZHADK 2 5 TH o7,

FRVI-1-2 BERABHEIZETAARNRAFDEYEIEE/ NS A—4 (N=6)

Fﬁ% Cmax a) Tmax ) AUCo_24h a) AUCo_oo a t1/2 ®
(mg) (ng/mL) (h) (ng-h/mL) (ng-h/mL) (h)
BARANZORNREF AL LEEZEELEEEZDOHEE
Him 7.87 (54.4) 5 (4-5) 74.2 (56.0) 126 (39.3) 9 15.1£5.36 @
10 RiE 9.38 (71.5) 5 (5-5) 90.5 (67.0) 167 (30.0) © 18.4+4.62 9
Hi[m 20.5 (54.6) 4 (3-5) 171 (53.0) 209 (50.1) 19.1+5.81
20 RiE 22.1 (68.0) 5 (5-5) 206 (63.9) 248 (62.2) 14.8+5.76
SEAN (BAN) ISORNREFUALSYDLEZRELE-EEZDOHRE
20 [ ®@ | 107G26 | 3G4 | 778488 [ 10348.6)" [ 16.8+6.40
a) RBMEHE (ZEMRE) « b) FRE @) . o FHEEERERZ, d) N=3. e) N=4, ) N=5
(ng/mL)
100 .
it
;_g 2 iome °
o 10t o
A
A
2 o
4
F o }
/
=
EE
0.1 . . s . . . . . .
0 24 48 72 96 120 144 168 192 216 (h)

PR
RVI-1-2 EEMABRMIZHSF51 8167 BRREZOBRESED
MIFRORNRIFREHTS (R FHE L ZERE. N=6)



4) 3L AT r—/LIERE IS 1T B i b 139)

L AT B — ) VIIEBE ICARA] 2.56~20mg % 1 B 1 [A] 6 BEERO#HSG L, EHIREO mifEHh
RANALFREEZRE L7 (BWI-1-3) , @2 L AT o —/VIERE DMt w 22 2 F
FEVIH EIIRIE B U CHEhn U fEREak A B 1 Cofi (B 5-1% 10 R o S -2, 10mg: 4.06ng/mL,
20mg : 9.82ng/mL) LIZFFERE TH o7z, 2B, KRR THAANLE BADRKREZE LIZE 25,
HARMNCE T DEFIREOMIBEF 0 2 NZAL FUREITAADK 2ETH T,

RVI-1-3 FaALRATO—)LIEREFICBTE2ERREDMBHORNAEF U EE

H=N) MmigEERNR/NREF > (ng/mL)
2.5mg(16) 1.26  (72.7)
5mg(12) 2.62 (41.5)
10mg(13) 4.17 (75.5)
20mg(17) 11.7 (50.0)

e (ZERE) | PRI - Heb5-5% 7~16 IFfH)

5) BEOHE UEAT—x) 4o

BERERR A 20 Bl e ARAXF 7 A 10mg & 7 v A4 —/3—{KT 1 H 18] 14 HRE, ZZER:
(B2 3D HDOWIERBRICRAKRL Lz, BBREKEEL Lz & 2 OARFOWINUTZEERFIZ L~ THE

M THY, Cmax TBFIZE ST 20% KT L, LaL, B%EEGD AUCoaam IFZEME R 5D

94% ThH D . AKIORINE~DEFEDOLETRNLEEZ BN,

6) FhREOFE HEAT—%) 41

EFERR N 21 Bllica A RAZF 7 A 10mg 27 0 A4 —"—ET1 [ 116 14 AR, 4817
K do 5 VME T 6 RFICIR M- L7z & 2 A, MR r RS2 & F i BEHER 13 $% 5- ] C [AER C
HY . AKFNOENBRE TR SR OEELZ T RnWEB X b,

7) PEFER OO E SEANT—4) 42

BYEFRE, BEEnE, ZWERE RO ming & 8l ANALZF L A7 A 40mg' %
BRI OG- Li2& 24, BYED Cmax KON AUCo &, THENLMED 82% K TN 91% Th - 1=,
F7o. BHFEEDO Cmax KON AUCo 1F, ENEALEEE D 112% K TN 106% Th D | FaK LHEEE 7o
LRI O BT N EEZ BT,

AAENO THEROCHE] (2o TE, TV IRRICET2HE 2. EROHE) OHZZRT 5
Ze,

8) MEEDHEE UMEAT—4) 43l

Child-Pugh A (=7 : 5~6) » 25\ & Child-PughB (227 : 7~9) OffEEERE 6 fllcn
ANABF TN T A 10mg 2 1 H 18] 14 HERER DG L, b e A2 25 R_E %
WE Uiz, KFbEE©RE O Cmax KO AUCo2an (FEFERAREO Z N 1.5~2.1 {5 & TN 1.05~1.2
5 CH Y, K, Child-Pugh 2 27 5 8~9 OHEF 2 HllZEIT 2 MAEHRE L, MickxTE»o
7oo  CIVIL 2tk (fEH EodE%) (T3 5HA 2. AeRE L Z208E 2.2) KO VL 24k
(fEH EoEES) (BT 2HE 6.(3) IFHiEmERE ] OEHSR)



2.
(M

9) BEEOEE UEAT—x) U

FIEEDORQR L BIEERE (4~84]) [T ANRNXEZF 7L 20mg 4 1 H 1A 14 HEK
EROZEEG L, MFERr AR ZF U REZE L, BENOHEEDOEREDH L EBHE TIE,
0 ANZAL T OMBEFREICRTH2EEITIT LA ERD N7, LL, BE (FLvT7F
=27 V77 A<30 mL/min/1.73m2) OFFEEDH 2 BE TIX, BT ATl iR g3
¥ 3 {EIC BR L=,

( TV, IREICBET 25HE 2. FEKOHE 7.1 KO IVIL 24t (R EodE%) 1CET2H
H 6.(2) BHERELE OEHSHR)

AFNO THIELORE] (2o TE, TV IRRICET 2HA 2. ELOHE] OEHZZRT 5
N

hEERERET SMPRE
AL L

EWEER /T A —5

IRk A2 328 FE 7 3K
PAE R L

IRAFTRASE) T 4 4]

7 A —N—yEIZ L REEERAEME 10 fillce AANZRZF U H AT T AEHIRNEGR S
(6mg/4h*) M OHEFEO#FE (40mg*) Lz ZxDua xR EF D AUCot LV RDTZA F
TRATEVT 113 29.0% (90%E#EX[H : 24.1~34.9) TH-o7=,

AENO THIEROME] (2o TE, TV IRRICET 2HE 2. lEAOHE] OHEEZZRT 5
Ze,

HRRE TS
AR L

HYFS5 R 48]

flFERR A B IE 10 BllCm A NZ L F vy DEFIRNFHER S (6mg/4h™) LTHRLAZR A
NAGZFOEHMIEI VT T AROEZ VT 7 232N EN31LILM R U116 LM THY |
B ANZZF ATEITHRIC L DKk EZ T D LB L BRI,

AAENO THEROCHE] (2o TE, TV IRRICET2HE 2. IEROHE) OHZZRT 5
Ze,



®)

5 #iEsHE (19
67.9L (fERERK A B 10 BllC o A RA X F U v 0 A EFIRNFER S (6mg/4h™) )

AENO TRIELORE] (2o TE, TV IRRICET 2HA 2. ELOHE] OEHZZRT 5
N

MmIFEAFEE R 46l

(& &) invitroT—%#

b MiEEE 2 in vitro D3RR CEMRENTE) C. EAMARIT 88.0% (UREA) ~89.0% (HA
N) Thot= (REHMA : 10~150ng/mL) .

FREAEAIIT LTI ThH D,

MR iR

(M

R UR BB L

THLE

(B &) 8wr—4% (5K WU

HET > N OWILE BRI — T Z2AER L, UC- 2 ANZZF N7 Ak 0.5mglkg DHET
HEA LT, 5% 2 RV — T WNITERAF T D B2 HE L2 & 2 A 8 74.7%. /N5 BT 82.4%,
/NEGHER 91.9%. /N T 78.0%., il 87.83%. MONEN 78.1% Th 7o Z &b, B ANALF
YTy b OEBEREN GRREICRIN SN D EHERE ST,

RIRE (SNEAT—%) 48l

I aAF— N —¥EIC X0 REERA B 10 flice ARNZAEF U bR EEFEIRNE S
(8mg/4h*) K OMEHR DL (40mg*) L7z & & Okt S 47 =4 5 U 7 1 RONFHhH )
5. WIRERITH 50%LL ETH D EHEE ST,

AENO THIEROHE] (2o TE, TV IRRICET2HA 2. EROHE) 0EZZRT 5
N

PBRTEIR

NG R R L

(z Z) 8w7r—% (5 ) W

A =2 — L& L72/ET >~ b AIZ UC-1 AN ZF AL Ak bmglkg DR E TR AO#K S
L. ZOMEAZHORETZ ~ b B O+ fRENICES Lz, 7> b BOBEHHIZIE, 7 b AlLE
B U EEED 19.1% 03 FU S 4v, BEHEOR 20% P BRI SN D &E& 2 b,



(1)

VA il

1 % — Ax BE P9 @ @

MUER R L

(= &) #Wmr—% (v 1)

BT v M UC-a ANRRAZF LU AN Y bE 5mglkg O A& THE 9% 231 A 18 14 H K
R OB G 50N | M P B RE N B 2 I L7 A . B 5 OB 5O T U b N, /NN, FEE
TR OHFAR RO BSBERE IR HBRA LT CTH Y | MA~OBITIXIZEAERNWEE X BT,

( TVIL 4. 5541 (B) ZDOMOMRE~DBATIE] DIESR)

oo

BIRADBITHE

[ﬁ %J%%?—&(?yk)Bﬂ

HHR 16 HD T v M UCEEFHR D 5\ WITFEEHR D 0 AR ZF o vy Ak 25melkg D& TH
AR PG U, #519% 30 SSTHETRED 2\ T 1 AR X T2 ORRRNIEE 2178 LT, Z OFER,

HBIHRE X e A N2 Z F o O RAPREIL, RAMEFREDENEN 3.1% &K T 1.4% ThH -7,

it ~D#BITH

HMERR L

(B B) 8mr—4% (5K b2

B ET T v MZ UC-u ANRRZF L H L7 K 38mg/kg OB CTHEIRR O#SE L, M
HE O OB HEIRE & & BICHA T r AR F AREZWIE LT, EORER. A ikt
REIR 1T 5% 4 R ISR R 2 R L, AR U REIR L D 0.76~3.07 (5D CTHERE L 72, 7.
FLF I m RN F YRR TS REIRE D 834~60%Th o7, ZHOHDFEENDL, T v BT
0 ANAL T O OREITHAHICBIT T B2 bnT,

B~ DT
U L

T DMDEBE~DBATHE

NG R R L

(& B) 87 —% (T 1)

1) [ . [49]

%?yh’MOHXNX&%Vﬁ»V?A%5mwg®m%T$@@D&5L %WM%%%E
ZUPE Uiz, IS b @O BUREEDS RS Div, IR aE R I3 & 5% 15 4310k %E%R
L7273, %®M®ﬁ%fi&5%1&40ﬁ%1%5%fﬁ OOz, o, &E5#% 15 5 OfF
i P T R RS 1T M IR EE D 25 5 ThoTm, ZNHD T END, WIS - hE iﬁmﬁ
T D~ CEIR e A 2§ & B 2 bz,



RVI-4-1 HESYMIEITS "C-ORNREFUHILY ™ L (5mg/kg) BEE O R 5& OBBAMSTRERE
(P RERE.N=3)

TRETREEE (ng eq. of rosuvastatin/g)
ek 1553 1.5 BEfE 4 BFRE 8 MM 24 B[ 48 FEfE 120 BfE
ik 386+12.0 | 794+14.7 | 68.1+81 | 448+153 | 289+12.7| 10.9+3.3 ND
(1.00) (1.00) (1.00) [0.56] [0.36] [0.14]
i 24.8+57 | 485+12.2 | 47.7+9.6 | 29.6 £+ 8.7 ND ND ND
(0.64) (0.61) (0.70) [0.61]
N—Hx—| 21.0+38 | 45.8+6.6 | 49.2+17.0 | 21.1+55 ND ND ND
Ji 0.54) (0.58) 0.72) [0.43]
TR 141406 | 27.0+1.5 | 232+3.9 | 12.0+35 ND ND ND
0.37) (0.34) (0.34) [0.44]
it A ND 145+ 1.7 ND ND ND ND ND
(0.18)
Y 175+25 | 315+16 | 27.7+7.3 | 16.6+4.3 9.0+1.9 ND ND
(0.45) (0.40) (0.41) [0.53] [0.29]
fi 165+1.9 | 31.7+27 | 31.6+88 | 16.7+2.8 ND ND ND
(0.43) (0.40) (0.46) [0.53]
Ji ik 965.0 + 843.6 + 722.1 + 477.4 + 239.3 + 89.3+13.1 | 19.846.0
302.0 139.1 100.0 71.8 67.4 [0.09] [0.02]
(25.0) (10.6) (10.6) [0.49] [0.25]
B ik 42.6+9.1 | 89.5+10.5 | 84.4+13.9 | 49.3+85 | 19.3+4.3 9.8+2.7 ND
(1.10) (1.13) (1.24) [0.55] [0.22] [0.11]
AL ND 65.7+11.2 | 49.4+11.2 ND ND ND ND
(0.83) (0.73)
e i 11.3+1.8 | 180+1.4 | 14.4+5.3 8.8+3.0 70+25 ND ND
(0.29) (0.23) (0.21) [0.49] [0.39]
HEE Rk 26.1+7.8 | 343+6.3 | 26.4+5.3 | 185+ 11.1 ND ND ND
(0.68) (0.43) (0.39) [0.54]
=Ry =] ND 415+6.3 | 695+144 | 27.7+45 | 15.7+1.7 ND ND
(0.52) (1.02) [0.40] [0.23]
g 33.7+6.6 | 65.5+83 | 57.2+19.5| 30.0+4.3 | 25.2+9.0 ND ND
(0.87) (0.82) (0.84) [0.46] [0.38]
D ND 15.8+5.1 | 14.1+3.8 ND ND ND ND
(0.20) 0.21)
B & 11.84+0.8 | 80.1+5.0 | 348+7.6 | 23.0+84 | 10.0+1.3 ND ND
(0.31) (0.38) (0.51) [0.66] [0.29]
B A 64.5+27.0 | 1041.8+ 355.2 + 74.4+86 | 14.8+76 ND ND
YR (1.67) 386.8 188.9 [0.07] [0.01]
(13.1) (5.22)
FEHR ND 104+1.1 | 11.3+4.8 ND ND ND ND
(0.13) 0.17)
L M aLiN ND 19.0+1.7 | 224+56 | 12.4+3.2 ND ND ND
(0.24) (0.33) [0.55]
AT R ND 20.3+0.8 | 18.2+2.4 ND ND ND ND
(0.26) 0.27)

ND : BHFRALUT (i, /i, FFRE, PR, IRER, AR, B HE & OBIIR TI34RE 5T ND)
O mAEPRECHT D, []: SO R SREICTT 2T

2) KA HG 150]

BT v M UC-a ANRAXF U H )L Lk bmglkg DHET1 H 18] 14 HEKEROES L,
10\, 6 [\ MO 10 BIRE#RG% 24 B Z 6 ONS 14 [0 5O 85-1% O FRE PN R BEE FE 2 11 L
720 6 [N 10 BISAE B 514 24 REF OFRFRN U EIREE X E CH YV . EH G 6 [0 H £ T2
EFIRREIZRE L LB 2 D, BRI GR & RERIC, 14 BIRKER 5% 24 FERICIST D8N
TS REIR B VX e i E D 20~56%ToH W (BRI Y o SEIEH 2%) | IEE G2 K > TIHKRHE
NE L AR T T 2HBHIER O Diehnodo, Fio, AMRRO B R B X m A i iR A & RE
[FERDEE CTHRT 2 B2 b,



RVI-4-2 EHESYMIHITS "C-ORNREFUHAILS DL (5meg/kg)1 B 1 BIREZOKRSE®D

HBNBETRERE (YL 1EEERE. N=3)
RETEREIRE (ng eq. of rosuvastatin/g)
HE% VEREE | eER5Ek | 10ERE5E 14E% 5%
24 BERS 24 BERE 24 BERE 1.5 BEfE 24 BFRE 48 FFRE 120 HRE
I 4% 28.9+12.7 | 49.0+13.3 | 47.0+13.9 154.0% 66.0+12.8 | 209+7.1 9.0+3.0
(1.00) (1.70) (1.63) 39.6 [0.43] [0.14] [0.06]
[1.00]
JiiIR7:7 ND 36.0+5.7 | 43.7+9.8 112.9=+ 63.1210.9 | 35.2+1.8 | 31.9%5.0
26.4 [0.56] [0.31] [0.28]
[1.00]
IR ER ND ND ND 11.1+2.8 ND ND ND
[1.00]
N B — ND 14.8+7.1 | 16.3+20 | 81.9+239 | 229+5.38 ND ND
Ji [1.00] [0.28]
TEEMR ND 9.6+4.3 10.6+4.0 | 50.8+11.7 | 13.8+2.1 ND ND
[1.00] [0.27]
Hfg fi ND ND ND 25.7+ 8.5 ND ND ND
[1.00]
Dok 9.0+1.9 16.7+6.1 | 19.7+49 | 73.8+21.1 | 26.0+3.7 | 12.1+3.0 ND
(1.00) (1.86) (2.19) [1.00] [0.35] [0.16]
il ND 15.1+45 | 178459 | 69.4+16.6 | 23.3+7.6 ND ND
[1.00] [0.34]
F ik 239.3 + 416.6 + 4115+ 2138.4 + 654.6 + 219.3+ 1254 +
67.4 150.4 24.9 329.8 204.3 59.5 29.0
(1.00) (1.74) (1.72) [1.00] [0.31] [0.10] [0.06]
ik 19.3+4.3 | 41.6+84 | 46.6+44 209.1 + 60.8+89 | 27.4+35 | 20.2+3.9
(1.00) (2.16) (2.41) 53.9 [0.29] [0.13] [0.10]
[1.00]
Il ND ND ND 100.1 + ND ND ND
13.7
[1.00]
il 7.0+2.5 7.6+0.8 9.7+2.4 37.8+9.1 13.0+ 2.0 ND ND
(1.00) (1.09) (1.39) [1.00] [0.34]
iz ND 14.4 + 6.4 89+26 | 61.3+11.3| 12.2+25 ND ND
[1.00] [0.20]
AEEls | 15.7+1.7 | 16.4+04 | 183.4+25 | 564+11.3 | 17.8+14 ND ND
(1.00) (1.04) (0.85) [0.91] [0.29]
Wl | 25.2+9.0 | 21.3+5.4 | 20.0+2.7 140.3 + 27.7+40 | 11.8+1.7 ND
(1.00) (0.85) 0.79) 40.0 [0.20] [0.08]
[1.00]
i=g i ND ND ND 25.5+ 7.1 9.0+1.1 ND ND
[1.00] [0.35]
d 10.0+1.3 | 20.7+3.7 | 21.1+1.3 | 58.9+20.3 | 199+15 | 10.4+0.5 ND
(1.00) (2.07) (2.11) [1.00] [0.34] [0.18]
B ND ND ND 34.6+ 7.1 ND ND ND
[1.00]
5 R e 14.8+76 | 32.7+187 | 169+7.4 1253.8+ | 29.7+15.8 ND ND
Il (1.00) (2.21) (1.14) 761.6 [0.02]
[1.00]
B ND ND ND 73.9 + 34.9 ND ND ND
[1.00]
FEH ND ND ND 20.8 + 7.4 7.1+0.4 ND ND
[1.00] [0.34]
FEH R ND 102+1.7 | 104+1.8 [ 33.1+11.9 | 11.9+1.4 4.9+0.7 ND
[1.00] [0.36] [0.15]
[FIRA S ND ND ND 34.3+74 ND ND ND
[1.00]

ND : BRHERFLUT (4, /D, 88,

TER K OHURR Cl34if s T ND)

() : Pl b-4% 24 B ORI S, [1: SO RmIREICST 5




A
(1) KEHERUCKBERZER WNEAT—42)

TERERR A BE 6 flIC 1MC- 2 AR Z F U7 A 20mg ZHERR O# G Lz & 24, iidteiEE:

[CHEPIZHREE S 2, R EOFERICHEET D ERED ZRNIEIRELIRTH Y, 0 AR X F U DOIR

WS DRI T HRBOHFFIIRE L AV EEZ DN, REFIHFET D EREWIT. M

AFMER N BST 7 b AR TH - 1= 631 [64])

@%WA%"DXNZ&?VﬁwVWAlwg%éwi&mg%ﬁﬁﬁﬂﬁﬁbkkié\EF
EP X NBEATFIARKDNBES T 7 AR S 7225, HMG-CoA 32 ol 5 B TS MEIR IR B

o 222 F 0 CREUER) IREE & RROHER 2R L, EFIZ351F 5 HMG-CoA ZE i
fmiﬁr ST BREMOE G T DTN TH D L& 2 b 155

CYP2(9,
CYP2C19
N7 R S N 0

OH
aC o N JI\ M = CHa |: CYPZDG!i|
, CYP344
SO,CH, CHa
5SS v O2NZRF MR AF N
ERE:1.8% Eh#:768% EhEE:4.9%
ERFR:0.6% ERR:4.9% ERR:1.2%

RVI-5-1 EMMIHBMTBORNRE2FOHETERBHRIR

AFNO THIEROHE] (2onTE, TV IRICET2HA 2. EROHE) 0EZZRT 5
N

(2) KBIZBE59 HBK (CYP4S0 &) D FiE
1) ARENDZZ T %528
@in vitro {HAER [56]
b NEBEITIE 2 WD in vitro WERIZ I T NI A FOARNAER L2, & ORHEE IXIEF 12
BRCThH Tz, 2. N AT ALIZE G35 E72 P450 43 7-fElX CYP2C9 X O) CYP2C19 Th -
72723, CYP2D6 X° CYP3A4 B 5-9 2% AlREM: b RIE S iz,
(XVI-5-1 Z 1)

QIR %%ﬁﬁﬁ%ﬁ%(%lkr 4)

0 ANZEF o DENEIREIC RIFET P450 HLERI OB L BEFHT 5 7-0i1c, 7raty—u 67
(mm%m&vcwmm9®m%ﬂ>\#%n%/—w5&/fwﬁrhﬂﬁwwﬁwmyxav

#1601 (D E CYP3A4 BN P HEE A OMERAD) & OOFARBRZ M L-25, W62 3 @fe

FHMHAEERITRD G- Tz,

FET 47 a0 (KFRAREKR) LOFRABG Lzl &, B ANRALF 2D Cmax O AUCo 13 Z 1

2,21 5O 1.88 g Lz BMEATF —%) 61 w282 % 513 OATP1B1 %41 L THF
WCHDIAEN, FTLAT7 47V VIEORYIAZEZRET L ZLICL ST, BANRRZFUOM

EHRREZENSES EEZ2 LN TS,



2) AN JIF T A

in vitro {CHIFHLE R [56]

0 ANZLZ T (50 ug/ml) I2& bk MFI 7wy —2A4 P450 (CYP1A2, CYP2C9. CYP2C19,
CYP2D6, CYP2E1 & U CYP3A4) {EMEDAFERIL 10%LL FTHY . & MFIZ v Y —24 P450 [H
FITRK T 2EME AR ZELT 2 /JEEIEWE B 2 65T,

OQANRZAEZF AL AE MFI 7 a2 Y — A P450 JEHOFLZE (in vitro)

FERIEMEIR TR (%)
P450 7 fH8 oy hme 0 ANRHF
50uM
(7-= hﬂevvy“(zjljg)lfi O-fi=F LAk) 100 91
<kw7¢§ﬁF§;wmmm> 100 90
<x7lif?gﬁvmﬂm 100 95
(?%Xhm%k$22§W}%I%wm) 100 93
G IAY Y 6k 109 104
(F7 :S:PE% KEEAE) 100 104

QR EA/ERRSR GMNEANT—)

77 ) 6211631 (CYP2C9 K O CYP3A4 DIE) b5\ M3y I 3% o B fkpnghgeic K 139

AR L2, BYEiE L B ERIZRRD bhien o7,

CYP3A4 FFE(EH O A A WFT 572010, ROBTERE L OB HRBRZ EM L7-73, =F=/Lx 2
kT VA — D MR T b, B AR ZZ F 1 CYP3A4 ICxt+ A EEM 2 R &
e E 2 5t 165

DEBBNROERRVZOHE
AR L

REDFEDEER UL (66l

v MFI7rY—AKUE b HMG-CoA ZITEEB AL N A A ANZKT 2 N A F VRO B EF )
FEIE, TRENREME (B ZANRZEZF ) O B50% M TN 14% TH YO . KAREW O v F TOIMEE
FERIIREACIR D 4.5% T o7-, £7-. 55T 7 b KD HMG-CoA & ciEHLEER %2 7 v MTF
27 a Y —LEHANTHRE LSS, HMG-CoA 2t HEEMIIARID 9.6% THY . 2N b D
R DOFEN~DEH T NS WEB 2 HhTz,

EERHYOZEER/ NS A —F
A% L7200



6. et
(1) HEMERL
EICHAPEC L R SRS LB,

2) #ittR NEAT—%) B3[54
R AN B 6 Bl 14C-m ANAKX F U v T A 20mg AR A& G- Lz L 2 A, HaeiLE
(CHEPICHRIE S 4L (90.2%) | JRIBEREHRIERIT 10.4% T > 7o, JRAUTHE S D S RED 68%
ITHEGA% 24 W E TSRS U7z, BRI PRIE S D BARED T9%I3HE 51 24~T72 IFRICHE
MShiz, £z, RECEP~ORELEIFL, ThZhBERO 4.9%K 0N 76.8% Th 7=,

=

o
—— R

B aEE O

I 1 I
; E E } T I I

i 2448 7 88 120 144 1E% 192 216 240
b (h)

RVI-6-1 EEMABMEICEITS “C-ORNREFUHILI I L (20mg)
HEROKRSZORERRITEESME CEYE L ZERE. N=6)

(3) HEitEE WEAT—2)
VIL 6. BEE (2) HEHER] OHZE

1. BRFEIZCKSBREE
(1) MRIESEHH
M ERR L
(B £ GtEAF—%) ) 67
PEBPERGIEBHT R 10 Bl 7 AR Z F B v A 10me* & AR O£ 54, 0, 0.5, 1. 2. 3.
4. 5. 6, 8, 10, 12, 24, 48 Kl E TOr ANZAZ F U MIEPEE 2 RE L, B2 mE L
7o REBRHIEI, SR ICx L, R RE R ENT (CAPD) %% L7z, ARBRICBIT S
Cmax, Tmax 35 X" AUCo-sn (A OEPENRE & IEF I TR, RKEEEB AR 2RE
MIRENTEE OEYBRE T 0 7 7 A )V EIEFITHRI - TREY , B ANRRE F ARSI L > T
ERATENZBRE STV D ATREME SRR S Tz,

AFNO THIEROHE] (2o TE, TV JRRICET2HA 2. ELOHE) 0HZZRT 5
Nl



(2) miESH GEATF—4) b8

BHTIC L 0 R SR,
z #)

MAEHENT % Fhi LTV D R A RBREICT ANRZF U H LY A 10mg % 1 H 118 16 AKX
RN S (g, W) L, MBI A A L, MIEHTE, 22 ) —= 78, 5 1 A, &
G2, 4. 7.9, 11, 14, 16, 18 H BICHEM L7z, MIGEN % % LT\ 5 KMIB AR 2 EE D2
FARREICE T 5 1 282 & F 2 AUCo2a K O Cmax 13, BRI Ll L CZIL2H, 50% K Y
5% 2k L=,

AFNO THIELORE] (2o TE, TV IRRICET 2HA 2. ELOHE] OEHZZRT 5
N

Q) EREMmMAZER
BB L



VIII. T2t (EALDOIEF) ICETHEA

1.

BEERELTDERH

BEEN TR

ERABRLETDERB

2. BB (ROBHFIZEFI/BELLEWN L)
2.1 REN DAk UIBBUE OBEERE D & 2% BE

(fig i)

PRI AR T D — M 22 R ER T, 1B RIS ARRI O RSy T IME IR A & TR BUER A B & b7
Br b RE TR, AFOBELGICL VBEUERPERTIBZENARD D, (o T, 2O X9 7BE
~ORFOFRGIIERTH D,

AFNZBIET HEBUEICOWTIE, VL 8. ®IfEAH (1) EXRZRENWEH & IHER 11.1.6) OEES
Btsrz kL,

2.2 FFERENE T L TWD EEZLNDLUTDOL D 7 BHE
SRR, B OGS WA, . EJE [9.3.1, 9.3.2, 16.6.2 & ]

(g ®)

FEREASEE T LCu 2 B CRARI O P IR ERS 248144 = L s AHIOBIER 238 b b
LT RBBENDD B,

JiFREE 4% (Child-Pugh A RUEB) IR AR F by A 10mg* % 1 A 118 14 B R
PG L, R AR R F R R IE Lz & 2 ARFRE B O Cmax KT AUCosm 321
PR ATED 1.5~2.1 i LT} 1.05~1.2 {50 EH 2D iz,

Fio. AR ECABICB O CERT 2720, AFRELBLSE2 BTN H 5,

o T, FFEIEAE T LTV D L B LN HIE (BVERTAR, BIENTFROBIENE, IFREZ, T,
BUH) ~OARORGIIERTH S,

(TVIL 6. FpEDOHRE AT HEE T DR ) TR EH ) KO VI Y #RIcE 55
H 1.(3) 8) AFEEDRE] OHEESM)

JTEEBE BT 2 EYERE T A =4 BHEAIZL DT —%)

WERE n Cmax AUCo-24n
(Child-Pugh 43#4) (ng/mL) (ng + h/mL)
[Z5 90PN 6 6.02 60.7

0% e T R 6 9.29 63.7
(Child-Pugh A) (1.5 %) (1.05 %)

Hh A R R R 6 12.8 73.3
(Child-Pugh B) (2.1 %) (1.2 fi%)
Child-Pugh 227 7 | 4 2.71~13.2 21.5~96.1
(0.5~2.2 ) (0.4~1.6 %)

Child-Pugh 227 8 | 1 23.4 128
(3.9 1%) (2.1 %)

Child-Pugh 2279 | 1 96.7 242
(16.1 %) (4.0 f%)

0ANZAZF R (10mg*) 21 H 1[E 14 HRERO#KRE
TARKIOBMAHEITEE 1 B 1 F 2.5mg, AGRHEIZ 1 H 2.5mg~20mg TH 5, AAAD Cmax,



AUC IZHANDK 2 THDHDT, AEANCHT D 10mg HGIXHANICK T2 bmg $5I12FHY T
HEEZOND, AFO THEKOCHE] oW T, V. BEICETAEE 2. AELAOHE]
EERTHI L,

<« Child-Pugh 382>\ C (FFEZA DK EE) >

FRRER EOREZ R T 0O —D, IMIE. JBK, BV LEUE, v hr B OKHEBIZOW
T, TOREZAaTLLELOEAFH LT, ZOAFEN 5~6 5% Grade A (BJE) . 7T~9 m%
Grade B (F%E) | 10~15 /% Grade C (HJE) EHEL TW5,

Child-Pugh /7%

Score 1 2 3
FFPERME L 1~2 & 3~4 &
JE K 2L (2953 REERELL
MiFE e Y LEe AME
(mg/dL) 1~2 2~3 >3
MmyE7 /v v
(g/dL) >3.5 2.8~3.5 <2.8
SRS PERB P A 2
ZBIT 5
e ) e 1~4 4~10 >10
(mg/dL)
A S N w I g =
(;,J\ i i 1~4 4~6 >6
/‘(% ) >70 40~170 <40

2.3 It SUTIER L TV D AlEEME D & & oM R O 3L (9.5, 9.6 2]

(fg &)
VI 6. FrEDY e T 5BECHT R 6) din) KO VI 6. FrEDErzfa7 58 ICH
THEE (6) Kl DHSM

2.4 > uARY U EERSTOBRE [10.1. 16.7.2 B ]

(fig 1)
VI 7. #EMEH (1) PR EZOMA ] OEHBMH

EREN IR ICEET 5 FE L TDEA
(V. JBEICET2HE] 228752 &,

AZERUAEBICEET 5B L TOER
(V. JBIEICEET 2B 220752 &,



5.

EELGEXNIR L EOEH

8. EELHEXRNIEE
8.1 o LOEa L AT o —/VIEIREOIARTH 2 BFRIELITV, BITEEEECH ML,
BUELE DB MMEIRB DY 27 77 7 Z—OWREE L +5EET52 L,

(g &)
B2 L AT 0 — VIEOIRFRANIZIFE T 2B HFH, &2 VAT 1 — VIEDIRR DAL, &
FRECEIRIE L GO AEEEGWECTH Y | 72 & 2 EMIRRBLE L e > TG EEGE L &
KICELS ZLNHBETH D,

8.2 HGH T PAREIE 2 E MRS L, 1RSI 2 RS8O bR WG IZ3 &G 21k
THZ L&,

(fg i)
3 L AT v — VIEDIGRANIZIE @ T DR FH, RN WIEEICER S S, @)
IRIBRDEND 2 L AT D72 DIZiEHEH L T D,

8.3 HLHBAAASUIIIG R 12 W& TOMITFEAL AIZ 1R TALEITESR CHFEIZ 1 E%) (2
Pt 2175 2 &, [11.1.5 ]

(f# B

IR RERE FIEG D2 < X, BB EE A INITITHREMA R FE 2B L CnD, K0 EERNT
PERERE S ~ DR 2 RIKITBI To s b | EMIRICITHEREMAZIT O 2 &N E L, HABRIE L
PRI A BT A > ORL#ie S5 (TRAR 2 & E LT,

( T 8. @IFEA (1) EXRARIER & WIER 11.1.6) OHEEM)

<EREE(LAEIR BT A KT A > (2017 ) OFL#H>
EWMAED I+ O—T v T

TEMNER B2 1. RIPEMRICEE T DAERICREE T 5 & & bICEAIZN R OMER & H &, A5y
MRAIC X DRIERMEGR & ARTEFREA~DOITH O - & 5-Ba% LERIL 2~3 BIFLE, Z0%I% 3~
6 » HIC 1 EFRE, EHMICHREEZITI ONLEE LV, BEEA & LTiE, FEREICA., #HAK
Rl LOBEE RAEBE L T, IF#EMRA (AST. ALT. vGT) . fBERERAE (CK) . Bi6E
fi#s (BUN, Cre) . MpERSERA (HbAle, MBEE) 72 &0 HBIRT 2,

8.4 M/ o oD Z &R HD T, MREFOBIEZ /72T H> 2 &, [11.1.6 2
M

(7 0
VI 8. IEH (1) EXRZARRIVER & WIHIER 11.1.6) OHEEM




6.

RENDERZAIHBEICEHIT IR

(1) AHHE - BEBRFDHHESE

9.1 AHHE - BMEEFDHLHEE
9. 1.1 ERFHRMBENH OO OTVEDHRENHLILUTOESE
- TV a— LR
- HURIRBEREAR TE D B
CBIRMEOBRE (PR br 7 —5%) IZOFBEREDO H 5 8E
- EANWEDOFREE OB D H 5 BF

(fi# )
HMG-CoA EiiBEEALBEOEEFHTH L, 72— LR EEFIIBEMAE L 2 L
TWHREROHLEE L SN TND, T3 —/LHEEE TET Va2 — il L5 mflaoR#EES (=
B ) =N RZEDORHW T & N T T v NI & DA RN REERIEME OILE) IXE#EEE (=2
—Z X DRHEIECHAN T b Y 7Ioxbd 2 B atE) 2500 X 0 BT URIE & & o i b
(T A= MEI AT =) ZRIZTHABD Y . BEHRARIE O ERE T & 725 & ORER D2
[69]
TR VL 6. fREDOE RAEAT 2EFICHET2EE (2) BT EE 9.2.2) OMFHLIFIHE L2k
MZHET HMFHI LY . T a— L hEREE . FIREEEIR TEORE | BEMOHER (YA b
07 4 —5) LT DOFEERED & B B, HMG-CoA B TBEHEMEHRI L7 4 77— b REH TOR
EEOBEAEIED B 5 BEIIMBUHRAREZ E - LT WHENEATLIEE L SN TN D,
(TVIL 2. 2GNAE L ZOHEE 2.2) KO VL EEhREIcBT 5HE 1.(3)8) MlEHOME] DA
S )

9.1.2 EEHENERIETOBREREDOH S EE
FIEMEEE (IR, 258 PNEIIHRTL 1D 5, [11.1.4 ZH]

(fig @)

2023 /= 2 H., EKM @ Pharmacovigilance Risk Assessment Committee (PRAC) 1%, HMG-CoA i%

TCEERIER LLF, A2 F ) KORZF o GHRAEANIKRT U, BEAEMEAE, AR ) AE 2 KN

W SCRICBRL T 2855 LT,

ERERLD ., ABICBONTHHDOAZF U R ONAR L F UEGEAH & IR TR SRR, AH

TOREFREIIRONTNDN, LLTFOBBIZE Y AZF AT @O ER & L TERE 3~

& LT,

o [EWNEIEAEFNC BT, A ¥ F o & BREMEE & 0K REBHRNEE T & 2y ER94358
LTV 5,

® AR NT, R ¥ F o O G CHEAEMHEAE DR FFE LIIES], 2 ZF o OflkT
BT A VT OFER DR LTIERIZE, A ¥ T2 L BEIEMEIE & O R REERATE TE 20
SEG 23 s 198196l s T B,

®  AFEIERKIZBW T, WHO fEBIERIZ SRS 7 71— LT — & X—2 (VigiBase) 1231 T
RGBT 2 AT, A X F v O EIEFIEIEICB T 2 BWERS SN T — 2 R— ALK 5T
MEN DML FEHFICEZICE P T= L 0@ M2 2 F7- | T E BRI O
15 C3EHE L 7= VigiBase @ 2023 4F 5 A 23 AR OT — 4 & v b & AW AR HSHTIZ VW T
b, FIRROFER DR ST,

o [EPSDOHA KT A% T EEMENEICED TCEELZET AL LTAZF U RERE
ncTnd,



%1 VigiBase 1%, EZEMIC L2 EWEH DI DEGFIAND Hiv7e WHO (HESREREEEES) o7 mn— L
F—=HR=2THY , UMC (VT HTE=F Y T ¥ —) 2L 0% HR SN0 D, IR«
ThHO., o -EWERDEIEM & B 2 TR T N TOEF TH— L\ 5 Z & TIEARW,

%2 WHO X% UMC O RAFETIZA,

X3 HEIEMEESE, T =k o A — b U EEREOBRET A KT A 2022 (HAMRFREE)
(https://www.neurology-jp.org/guidelinem/mg_2022.html)

International Consensus Guidance for Management of Myasthenia Gravis 2020
(Neurology.2021;96:114-122)

(2) BHEREERE

9.2 BHREEERE

9.2.1 BHEREBREDHLEE
KEE 7 47 7 — FREHNZ AT 255120, B LT 2500 Ll S 5358120 A 0F
MT 22 &, B EHREEE(LZ M B RARIED & bbb ed v, Rz BT 0T 256
i, EHIRICEERERES 2 E R L, BRIER (WRE, B o8l CK L&, Mk
VCRFIA 7oy EEVRCmEZ VT F=0 EREOBEEDE 2RO IZBAITE HIC
BhEHRIEd D2k, [10.2 2]

(fig &)

HMG-CoA EHEMEAK O T 4 77— FRFEAILBBOEEFHTH D, BHGEICET 2 EHRAMR
BMEICBEFEDPBOONDBEICH L AHKE 7 4 77— FREFNZOHT D 2 LR 200 &
Wr S 7-AIciE, BRER (AR, B oI, CK E&., MR ORFIAZ7ae s kR
WG 27 V7 F=0 EAFICER LR LHHT 2 &0 2O DIEIR - BlESRD b e &a
%, BEhICEEERIET S L,

T/, BE (V7 F=07 VT T A<30ml/min/1.73m2) OB FEED H D BEE T, @ER A
e~ TAH D i H i E 235 34542 BT 2 7= v R OV SIS B3 2 PR IC B\ T RAA &L
1 B REGELZHR LTS,

(VI 7. #HEAER (2) PFRER E Z0HBE | KONV, 2. AEEKOHAEICE#E T 2 EE | OHEBH)

9.2.2 BEBEXIZTOREREOHLEE
BEAUHRURIE O MBI DL < PNEHKEREL AT 2BETHY . o, BBTHRAEIC > TR
MR EHREEE AL O b Z R H D, [7.1. 7.2, 16.6.3 2]

9.2.3 EENBREEOHLEE
ARIOMARENEL b BEARH D, [7.1, 7.2, 16.6.3 ]

(R 7i)

BN D FEEOBFEED H 5 BH TlL, Cmax, AUCo2um [FEEFERAD 1.1~1.8FThH -7, E
E (7 vT7F=r 2 V7T 7 A<30mL/min/1.73m?) OBEEE O H HBE TIE, FERER AT
R 23 3 i B L T

F 7o, BHERRIK T B TiX. HMG-CoA & Jul% 32 ML E A G- 12 7 D 2 SRR Rl ARIE 0O F BB EE 7
B 725 & oW 0, 4 WO EIE %2 T (The European Agency for the Evaluation of
Medicinal Products : EMEA) [ 3£, % B2 (Committee for Proprietary Medicinal Product : CPMP)
DEFRMEZ B Y —F% 7 /3—7 ¢ — (Pharmacovigilance Working Party : PhAVWP) 28\
T HMG-CoA #EItEEFE L EANC X 2 FHEEIZ OV TRH M T, BREE O H 2 BE TR @
RIEZ R Z LT WHRRZ AT 5720, HMG-CoA ZEILEEF L ER 205 T 258 1T EEICEK 5T
RETH D EONF LRI SCEICFLHET 5 X E L ORIERFET ST,

(V. IBFRICET2HE 2. HIEROHE] KO VI EYEEEICEET 5HE 1.(3)9) BEEOE
] OHBH)




Q) MHRElEEERE

9.3 IFHsREIEE RS
9.3.1 FF#EEMNETLTWVWREEZONDUTDKLSLES
S, BEFXAOEMEE, FEZL. HE. &E
BHLRNZ L, TNHOEETIE, AFOMFIREN LT 8Z0N D, Fio, KANXE
WHFgIC 3 L CER T 20T, IFEFEZ B 280N H 5, [2.2, 16.6.2 ZH]
(f# )
VI 2. 222N & Z0E 2.2) KO IVIL EyEEICE T 52HE 1. () 8) HFEEOKE] DS
HE

9.3.2 FREEXIFZTOBREENH IS EE
AFNZFEITHFIRIC 940 L THERI 2 O T, IFREFE XTI Z OBERE O & % B3 T, ITEEZ2 Eb
SHLBENNDH D, HiZ, Child-Pugh %2 =277\ 8~9 O HEHE Tk, MAETHEE NI THE
MoloOFRENH D, [2.2, 16.6.2 B ]

(fi i)

HMG-CoA = ItEER L EALBOFEFH ThH 5, RANIZITIFIBIZ 9 L TER T 5729, IfkEE

PEASELBEARD S, (VL 2. ZB2EANREZOHME 2.2) KO VI Ey@igeiciEd4 5HEA 1.
(3) 8) HFkEEDFE OEEMR)

(4) XTEREZEHT HF
RE STV

(5) T4

9.5 147
B SUFHENR U TV D ATREMED & D I IF & G- L2 &, T v Moo HMG-CoA & ik
FIAEFEAZ KRERLG LG A IR ROBHRTENHRE SN TWD, HiZk h T, oo HMG-
CoA BILEERPHEHI T, 4R 3 » H £ COMICIRH L7c & &, RIITERMEFIEN H b b &
DI|ERD D, [2.3 B8]

(fi &)
TR £ TORARGER T, Sk 9 2 R R 22 < . LRI L TR0,
filn> HMG-CoA & uEHE L EAZ 7 v MIKRER G LIEGG IR IROEKFEA#ME I TV D,
FIZk T, oo HMG-CoA ZufREHEAIT, 4k 3 » HE TORICIRA L7z & &, Rk
KUERFER S LN L ORENH D, 16> T, flla SUFEEYR LTV 2 FIREMED & 5 T3 5 L
RNT &,
( TVIL 2. 22 NEE 20 E 2.3) OHESH)

(6) RELIF

9.6 R3LI&
TELBRWZ L, Ty FTHIHP~OBITHAHRE STV, [2.3 3]
(fg i)

AFNZ, 7 v MRALHIBRGERBRICBWTHH T ~BIT T 2 ERREINTHWD 2, AT D
MBS LN &,




SIBEBET DT v MZUC- B ANRRZF U AT T AEHRE LT 2 A At AR B i 5
% A BERNC Bl 2 L. MAE U REIL FE D 0.76~3.07 D CHER L 7= 152])

(IVIL 2. 22 NE EZOMA 2.3) & [VI. EHEhEEIZRET 2HE 4.(3) HHFH~0BITEl ©
THB )

A5 P RE IR FE A ONT R U RE TR
CPEMER e 72)

R R FEREIR L (ng eq./g)

h | " miE A it (B) B (B/A)
0.5 3 807+328 575+85 0.76

2 3 309+95 651+109 2.25

4 3 279+108 799+157 3.07

6 3 231+82 485+109 2.23

8 3 288+50 783+570 2.59
12 3 156+72 309+129 2.23
24 6 123+44 138+35 1.17

UC-B A NRAZF U AN T A 38melkg, H Al E

(D NRZF

9.7 INRZE
INREE R E LA O Z M2 & U7 BRERBR I S50 L T ULy,

(i 7i)
INREEA~OME RN D 2 OBREIZRT B ARFN O 2MEITHENL LTV R0,

(8) =EE
BRE I N TV



1.

MEER

10. #HE{EMA
AFX, OATP1B1 & O BCRP OHEETH 5,

() HtRESEEDER

10.1 BERAEE BrRALAZWLI &)

HAN L S5 BERAEAR - H5 & 515 R - falRIN 1
vornmARY VIBARY) CEERGEINTVWDALEE | 7 v AKRD 3 OATP1B1
(FrT g1, MRFICHFA LIS, v rAKRY v | KO BCRP %0t 4 HET
FA— T L) DL B IR 1208, RAND | MR H 5.,

[2.4. 16.7.2 B ] AUCo-24n 2MEEBERE N ICHMTRIE®R G- L
72 & ETHATH TELER LEEORE
Wb,

(i )

I BARY CEREINTWDMBBHEEE AR ZH LI E 7 e AR ofFREIC
R AR LN o T2, AFD Cmax KON AUCo-24n SRR AN HEIMCRE®R G Lz & 2k
TENZLH 10.6 (5 7.1 %5 B L= T &K#1i% OATP1B1 21 08 BCRP Bl B Th 5 = &
PHIHATHY . 7 r2RY id OATP1B1 & O BCRP % O#Ae 2 [HE 2 FREMEN & 5 72 0,
v aARY U EOHRICL Y ARFIOMFREN LRI EEZLND,

( TV 2. 222 NR EZOHEE 2.4) OIESM)

0 ANRRALZF UEME Y7 0 AR Y RGO BIRE X T X — X
HEANCELDBT—#)

. \ B R 5 B 5
SO IPIE PR ION 7 ee (HEHERRA) i (AB)
Cmax
. (ng/mL) 48.7 4.58 10.6
10meg AUCo-24n
(ng + h/mL) 284 40.1 71

I ARY » (756~200mg) 1 H 2 FIKEHEGZZT TV L LIBBHEZICO ANRRZF LT A
(10mg*) % 1 B 1 RIEHRS L, EFREICBIT 2 MR g A N2 2 F R E 2 JIE
(PEH$EE-RE n=10, B 5 n=21)

CAFN OB EITEY 1 B 118 2.5mg, AGRAREIZ 1 H 2.5mg~20mg ThH b, HAAND Cmax,
AUC IZFAANDOK 2 5 TH DD T, SMEANZXHT S 10mg BHIXH RN T D 5mg #5123
HeEZLEND, AFO [HELOHE] (oW X, V. iBRICET2EA 2. AELOHE]
DEHEZRTHZ L,



(2) HHREE L ZEDER
10.2 ftRER (BFRISEET S &)

PSR B AEAR - HE & 715 B - fEpRIN T

74 77— FREH T =/ 7477 — DRI T | WA AR AARE O W
NPT 4T T = E | F WTRORROMTRECS BT | 235D,

[9.2.1 Z ] HHNTVRY, Lo L—&IZ, HMG- | fafRIA -+ - BEaeIZ B3 2 FR
CoA ETTHERLEHA & OOFH T, AR, | MAEMIZRFE 2580 51 5 B
i, CK L& MR ORPI A 7w | &

v ERARSE L SR B REE L
A D BIRUBRRIE DS & b o471,

(fiF i)

HMG-CoA i#tBEEREAl, 7 4 77— FREH & b ITHMAEORENH Y | WAIOFH T,
S B REEAL 2 P D BRUBRRIE S B DN D BENR D D, 7 4 7 T — R REH LT DR
i, RIROB I EE OER, CK 5. AR ORFIA 7 ey EFFNNCmEZ LT F=
v ERSEOBFEREEO R DR bNZH A IAROREEF 1T 52 &,

BB, AKRE T2 T 4T T—FEOHRIZEWT, KAl Cmax & AUCo-24n 152 N E A B
MEFERED 1.21 AT 1.07 5 EMEHFRICAEEITRLS, 7=/ 747 7— FOIEHEREH O
Cmax XWNAUCosn b7 =/ 7 4 77— MHEMFEHRFD 091 (F RN 0.96 5 THY | KFlL 7= /7
£ 7T — b & ORI SRR EAER 3R b e oo 174,

( TVIL 6. FrEDW ZAERTL2BEICET2EE (2) BHERERE ] OHESMH)

RANAZF v T =) T 47T — MM O WA G-RORYERE T A — X
GrEAIZE DT —4)

HA 4 INT A—2Z OFAEEE (A) S (B) ke (A/B)
(ngim) 529 4.36 1.21
0 ANRAHTF AIII?Cm
0-24h
(ng - h/mL) 40.7 38.0 1.07
Cmax
GEMERET) AUCo-sn 54.3 565 0.96
(ug * h/mL)

BANAZF TIN5 10mg* % 1 A 1E 7 AMMERS, 7=/ 7477 — 1 6Tmg % 1 H 3 [\ 7 HF#X
WG HDHVEEEE ERROME - HE TG
(B ANZREF U H AT A n=14, 7=/ 7 4 75— NEME n=13, fEHEE n=14)

CAKNIOBMGHEITEE 1 B 1 F 2.5mg, AGRHEIZ 1 H 2.5mg~20mg TH 5, HAAD Cmax,
AUC IZFE AR 2 (5 THH DT, AHEANIHT D 10mg H5IEH AN T 5 bmg H 512N T
LHEEZLND, AFO THELKOCHE] I2oWTIE, V. IRRICETHHEE 2. AEROHRE)
DHEZZWS D &,



A4 BEATEAR - HEE 715 B - fEpRIA T

4

=aF UMk —#xiZ, HMG-CoA ETlEEHEA & O | LA : BRSO H 5 4
OFRIC. iR, BiJEE, CK bB&- i | &

FORFIA Ty ERER#E L,
SR R RE AL 2 A O BT BARE 23
b5 oI,

(g &)
HMG-CoA iZTRERLEA], =2 F Bk & bICHBIHMAE O 2 &H v | mIAIOPHH T, S
BEREEME & 18 O MU RMIRIED N & b D B Z N3 & 5, BRI EEOFER. CK L& 1
HRERORPIA 7 ey ERTNNCIE Y VT F =2 EREOMKRAEMORENRD b HGE
CIEAA O ZHIET S Z L,

A4 BEERAEIR « & 515 HEFF - fERIA 1
TV RT3 — %12, HMG-CoA RILEEZHER L O | fElRINT- : BHEREEDH 5 R

A FZaFy =g | BT BRE, B CK & | &
FORFPIA 7oy R RS E L,
SRR L A 0F O BRUT B RAE 735
HobRT U,

(i #)
HMG-CoA ZEITEERIAER & 7 — VR FEIEO P T, W72 B HEREEAL % £ 5 SR Bl
NHELOLNLIBENRD D, HRECHAEREOFHER, CK L&, P ERORPI A7 o e BH
WG 27 V7 F = EREOBRIKRAEEO RE BB b HGE I IAR oG 2 P45 2
L,
BB AR EA NT 2y = E ORI AH O Cmax &N AUCo- 1L 7 7 £ R OFARFZ
ZAEI 1.36 5 DN 1.39 % ¥ 23 A H T2y, BRIRPIICH B R ZE TR W EE 2 bl
72 B9 7 REIE A b Aty = (RETIANAAIORMEGGE) L OPFHFRCIE, A#IO Cmax &
WAUCH 137 T B ROEARHZ A, 224 0.95 5 O 1.02 £ B8l AflL 7 =)y —n & ot
HRFITIE, AAIO Cmax N AUCo X7 7 B ARJFHFRCEE R, £ 1.09 5K 1.14 5 TH Y
BT 4 hatry—n, ZraFy — O EEC A ERELRADNRN-T- 2 Linh, W
NHOFIC L 2 B MERE RO AEERIZA LW EEZ BT,

B ANRLF BB T Y — v R A R G- R O REST A — 2
GHEAIZ L DT —%)

VA N .

H
y FZ(?O _:; ;_/V Lome fgrgi) 7.88 5.80 1.36
(ng * h/mL) 62 45 1.39
- ’D(;)Z m/g; " Some® (;(5 f?g;j 45.1 41.4 1.09
(ng - h/mL) 370 325 1.14
b 1\(503 n;/°)~/1/ Some” E%gf) 37.2 39.0 0.95
¢ (g - L) 310 305 1.02




OANARF I 7 A 10mg™* or 80mg™, HEHEG (10mg™ M n=12, 80mg* HAlIFf n=14)
A FFaFrY—:200mg, 1 H 15 FMKERS (GFAF n=11)

ZaFY—/L: 200mg, 1 H 1A 11 HEKERYS (K n=13)

7 haF—)b:400mg, 1 A 210817 BREKERS (DFAK n=13) B AEN T AAIOH2HEE

*AANIOBAM A EIT®EE 1 H 1 E 2.5mg, AFMHEIZ 1 H 2.5mg~20mg TH o, HAAD Cmax,
AUCITHANDOH 25 TH L DT, AEANICKT D 80mg, 10mg H5 X HARANIZxT 5 40mg, 5mg
BHIHEYTHEEZ NS, AAlO THIEROHE] o0 Tix, V. {EICET23HE 2. H
EROHE) O0EEZSRT L Z L,

A4 55 B AEAR - A& 715 B - fEpRIN T

~ruTA BREVEWHE | kI, HMG-CoA EEEHRIEA L o | fabRKT- BHERERE O & 5 BE

Ty 2u~A L E | AT BRI, B CK LA, M
FORFIA Ty ERER#E L,
SR R RE AL 2 R O BT BIRE 23
b o bhF 0,

(% )

HMG-CoA TR HEMEA L~ 2 1T A RRIVEWE O T, A7 BHAETE L & £ 5 BTl
FRERN B DN DB TN B D, FHRECB I REOMER, CK LA, mPkORFI 4+ ae
LR ICMIE S VT F = BRSO A O R E R SRS IEIARI O 5% ik
LIk, B, ALY A~ A Lo L O T, AKIO Cmax, AUCo 1EZ N2 HRE 5.1
D 69%. 80% & . MAEH I E AL FI 2R STz, =V 2~ A 2 O LEER THEE I
L0, AFIOWRAET Lz TR E 2 5T 601

0ANALZF U EME R ) 2u~< A 3 o fFRGROEYBIRE T X —X
HEANCELDBT—#)

0 ANRAZF )
IRAE S VINIVAVANN IS A — K CiRiEa=2 i 5 =
a (A) (B) (A/B)
55
Cmax
)i Q= A S v 80mg™ (ng/mL) 23.2 33.7 0.69
(2000mg) AUCox
(ng * h/mL) 202 253 0.80

0 RANREF L H T T A 80mg*, HAIHEE (HME M n=14)
T A=A :2000mg, 1 A 407 ARRERS (GFHF n=11)

AR OB EITEE 1 B 1[0 2.5mg, ARHEIL 1 H 2.5mg~20mg TH5H, HAAD Cmax,
AUC IZFAADR 25 THHDO T, SEANCHT D 80mg £ 513 B AANIZxT 2 40mg #5125
HEEZLDL, KEIO THIEROCHE] 220 Tk, V. IREICET2HEAE 2. AELOCHE] ©
HEZRTLHZ L,

A4 BRI R - 518 Gk FEFF - fElRIN 1
FHhT L AFN O MFEFRE RIS X0 SRR | 7 7 L e BCRP % [RE
JERRI AR F—D Y R BNHEINT58% | 752 12X KRB OHEH N
NNnH 5, PR XA, ASH o i HE i

B EFRTDAREND D D,




(fik &)
Lehtisalo &0 gikl100l 101¢ Agjb 5 7L mr b offfic kY, AFIOMERRERS ER 2
ZEnHEINTZZ EnD, CCDS (Company Core Data Sheet: {3 H 87— % > — ) OFAAE
MO TFh7van) RBMEni, AW ThH, 71 an BCRP #[HETHZ &
(LY AHIOMIEFRREREEI L BB RARESS I A ATF—D U 27 BT 28FnA b5 E
EERME T~ UL, PFHERICER L,

A4 % BEATEAR - HEE 714 B - fEpRIA T
7= U 2RI E PUREMAE NIRRT 5 Z L 3D D, KA | P IR
U7y ZOFHT 285813, ARAOEGBItRRE K&

OCHBZERICHHENC e br BV
e E R Y (INR) B4 2 ez L, &4
BN CTCINALT 7 U O HEERET
5%, HEES T L,

(fe &)
AH 40mg CKFRAMVHE) % 1 H 1EIRERS L, EFREICBNTYU LT 7 25mg # H[AIF
L2 ZA RULTFU Y (S-ULT 7 YY) @ Cmax MO AUCo-IZFNEFNU LT 7 U v HR
FERED 0.99 5 (1.00 £5) KUV 1.04 5 (1.06 5) THY ., KANTV LT 7 U OIRNEIREIZZE
ERIZERNEZ 2 b, Lol BIVFEIEREZRFT 2720127 1 b o v R E R L
(INR) fEZHE LTz & 2 A AAIGFHKE D INREIZ 7 7 ERFHREO 1.1~1.2 5 Th o7, 72,
ZELIZINLT 7 ) ia# (INRE : 2~3) 2% TV D EEICAA] 10mg % 14 HEIRER QKRS
Lizé 2 A, THIH 26T INREN 4 B2 -0z dik Lz, £/, ®5%T L2 56ICE
W, ARG TR L B 5RO INR EEE L7 L 25, 11~3T%D 8N H 5 7= 1621 [63])
TNT 7 Yo ERFE ORI H BT BEAERIZE ) PRI EAER CTh 5 L B2 G T IEAR
HTH D,
WoT, UNNT 7 U ERRZENMAT 2BRITIE. ARAIOFG-BaaR X O &2 E R S EIC INR
EEZHER L, LEISUTUA 77V v OMBEFEST 55, BEEIKEGTH L,

U757 ) O Cmax L ONAUC IZRIEFT 1 ANAHTF D5
HEANCELDBT—#)

2 ANAHKF \
o J— gy | DR s .
= (A) (B) (A/B)
wh &
RULT7 Y Cmax 1.77 1.78 0.99
X (ug/mL)
(E£1z CYP3A4 T AUC..
Raatans) 0 82.9 79.9 1.04
. (ug - W/mL)
40mg” C
SULTFY (Qﬁ) 1.71 1.71 1.00
(GEIZ CYP209 Ty jc
Rt sn5) ( 0 49.7 46.9 1.06
pg * h/mL)

HARNASFU AL T A (40mg*) HHVETTERE 1 H 1 FKERG L, EHREICEOTIALT 7 )
v 25mg Z Wl (BB GRE, OFARHEIC n=18)

CARKIOBMAHEITEE 1 B 1 F 2.5mg, AGRHEIZ 1 H 2.5mg~20mg TH 5, HAAD Cmax,
AUC IZAANDOR 25 THHDOT, HEANCKHT D 40mg £ 513 A ARNIZxT 5 20mg #5120 5
LHrEZLND, AAIO TRHEKROCHE oW TiE, V. iBRICHET2HA 2. AERCHE]
DEEZRTDHZ &,



A4 % BEATEAR - HEE 714 B - fEbRIA T
il e Al AN R EE 23K 50%IIR T35 2 & | I A
Kigfb~ 7 x> PG SN TWD, AAIFREGH% 2 KBt
VAR R B & e B LT BB i, AH

IKEBLT LI =17 A
[16.7.1 /]

DI P EILIEEHEEOK 80% TH -
Yl

(fif &)
KT VI =0 L LK~ 7 XD DEEHTHEIEAEARH L ARG L& & KAl
Cmax & O AUCo-24n 1T ZF N E VML G- D 50% K% 1Y 46% £ TR T L7z, AFIEL 2 FKlfiEEic
HIEEH 2 e 5- U= 3A1id, AFIO Cmax M O AUCo-24n 1T ENZENIEGEHBF D 84% % ) 78% T -
7= 751 1761 A1) & sl o0 SEM B i S ROFE ELVEFH ORSFF X T B, AHI & BIEsAI 2 OF 9 2 BRI
X, ARIEE% 2 RELL LD T TR #HET 2%, EELTRETHZ L,

B AR L T BB K OV R A OF F # G-I O BN RE X T A — &
GHEANIZ L DT —%)

RTAF %iﬁﬁgf Bﬂzﬁfg f (A/B)
Cmax
il 41 (ng/mL) 5.56 11.2 0.50
[EIRF 5. AUCo-24n
(ng + h/mL) 50.1 110 0.46
Cmax
il 75 (ng/mL) 9.40 11.2 0.84
2 Rtk % 5 AUCo-24n
(ng + h/mL) 85.6 110 0.78

0 ZANZALF TN T A (40meg*) HEIBMPEL 5. HIEEH (20mL : Kb~ 27 %227 A
195mg/bmL., KE(L7 /L2 =7 A220mg/5mL) & DEEHFAKS. HAHWEn AR ZF o
AN T LEE2RHHZ ICHIRRA A 5 (HALRF n=14, FIFHR5-RE & O2FFE %I 5-FF n=14)

CAFN OB EITEE 1 B 1[0 2.5mg, ARHEIX 1 H 2.5mg~20mg TH5H, HAAD Cmax,
AUCIZHANDOH 25 TH LD T, FMEACKT 2 40mg #5113 B ARNIZKT D 20mg $e5-(2FH %9
LHrEZOND, AHIO TRHEROHE] oW TiE, V. BRICET5EA 2. AELKOCHE]
DEEZRTH L,

AN 5 FERIRAEIR « HE1E 714
rESEL Y MFE [ RAErEFEL U RFELEPFAL

HEFE - fElRIN -+
FERLEAIA OATP1B1 KO

v 7o & EAHAID AUC 2549 2 fi%, Cmax 7% | BCRP Ofre 4 HET 5 7l
TEAYFENY RFE Kb, TEFFTELKCY M FEAME | R H D,
v e ARFZ PR LTz & A HD AUC 28

HZ)F ey e
TV LEN T
LA AE )L

3%, Cmax 2 75, ¥/ FENLKE)
U RN FELmAlE AR EZFH LT & &R
#lo AUC 2349 1.5 {5, Cmax 2349 2.4 1%
ERLIZEDOHERH B, FToARK LT
LA LENL - BT L Z A LE Zf
AL E &, BAlO AUC 2359 2.2 %,
Cmax 2% 5.6 [ LH L= @ENRH
Do

1) ABARERSNOHREICE T 5B RIS,




(f% &)
TEFER AR E xR & LEAA] (20mg 2 1 H 1[H#EE) tuoveden-U hFheEnL (neren
400mg/V b EVL 100mg % 1 H 2 Az 5) OFFHREBRICEHW T, ARAIHME 510 AUC (3 50ng-
h/mL. Cmax (¥ 4.7ng/mL Toh>7=3, FHE S5O AUC IX 115ng-h/mL. Cmax /% 25.2ng/mL
Thy, rEF LU M FELOHRICLY  KflD AUC 728 2.1 5, Cmax 28 4.7 5 L7 L7z, K
#l> LDL-C & TR W TIE, AAIHMBHGRHZ 40% DR T 238 7= DIk L, JRHEGRE
2T%DIRFTh o7z, ¥, rEFEL-U M FELD AUC KU Cmax (I, HRRER G- & AHOF
FRHC W TAEFIICRE Th o7, (NI D i EhiERER)
Hoody, D. et al. : 14th Conference on Retroviruses and Opportunistic Infections. February 25-28, 2007 Los
Angeles

F o AR AR 25t g L Lo AR (10mg) &7 % ¥ EJL (300mg) KTV R E/L (100mg)
Wil (ATV/RTV) % 1 B 1 RIS U720 T ARFIEME: 5150 AUC 1% 14.0ng-h/mL,
Cmax |Z 1.90ng/mL T& - 7273, ATV/RTV #f il AUC 1% 43.8ng-h/mL (213% 5. p<0.001) .
Cmax (% 13.3ng/mL (600% [ 5-. p<0.002) T - 7=177

FTo, EEERAGRE 238 L LIoAK] (10mg 2 1 H 1% YS) & X1 EL (600mg) KOV K
JE/L (100mg) M (DRV/RTV) % 1 H 2 [5G L7 HEREBRIC W T, A B 5RF o> AUC
X 109ng-h/mL. Cmax /X 6.7ng/mL T& -7, DRV/RTV ;D AUC i 161ng-h/mL (50%
b5 p<0.003) . Cmax T 16ng/mL (140% -5, p<0.001) Tk 7= 78],

Fio, AAl (bmg# 1 H 1[EEE) &7V ATLEL - ET LU X AL (L7 L EL 400mg/
E7 LU Z AL 120mg 1 H 1 [E#E) LI2FHERBRIZES W T, AAlo AUC O Cmax @ E5F- (£
NN 2.2 %, #5615 LA RO LT,

¥TZUATLEN BT L ZRENARGEEORFILTH DT v U 1 BRSNS FEME L 723

A#ANL OATP1B1 X' BCRP OEE TH L Z EAMLNTHEY, v U ke, 7HYF
e, URFENL, FLFEN, FLITFLEALKLRET L ZZ2E LT OATP1B1 XU BCRP @
HREA R ET D RREMERH D720, T HHEA L OOFHIC L W R DOIMFREN EFE T2 LEE 260
%,

PPy B ARELR « $5E H1k FEF - falR -+
BT HRE ) KRNEH T FGHRAEN, TAFTTVLVEN | XTI THAENL RTTTEL
T AF T L EL FIIF I THEAE N T AT T EL- | 23 OATP1B1. 1B3 XX BCRP

B FHAEN « TR | R_R7FTeA® B LEEE, AFO | OMEZLET 2 /EENH
FFALEN - _RTTFT | REEN R L EDORERH D, b5, ¥, TAFFLEALN
el OATP1B1. 1B3 OihEA fHE
THAEENEND D,

) AR A0 B35 1T D3RS RIS HES<

(R 7i)
SMEINZ 5t 5 & U7 KB RER R 1T\ T AH 10me/H & %7 % AE /L 60mg/H « 7 AF 7L
E/L 400mg/H + X7 7 7 £V 300mg/H Z G L=%56. AFlD AUC KT Cmax @ L5 (£
NI 2.96 15, 9.13 15 E5H) B bz, ¥7 7 XA, X7 77N OATP1B1, 1B3 &
O BCRP O#BEA ET 2 [ ieENH 0 . £7o, 7 AT 7L L2 OATP1B1, 1B3 OHREZ BLE
THEREMERS D0, AFOMPREN EFTLE26N15,
Y TGRAEN T AFTLEN XY TTENEEEEDHEFEILTHLT VA M~ AT —2 X7 A7 (¥)
23 FE N L 72 38R




HAN 4 S5 BRI - HYE TR W - fERIE 1
TG FULE NN | RKFE 7T LD FORT A RRE | £ZRIEK D BCRP O#RE

A BV NEGH Lz & & KAl AUC 3% 2.3 | BRET 2 ARt H 5,
£, Cmax 254 5.5 fif EF- L7z & O
BdH5,
) A RSO HEIZEB T 2B RIS <,
(fig i)

AFl (10mg A& E) L2777 7L/ (200mgl H 1[A#%YS) 8L 20 (50mgl H 1
mfEh) L7 HRBRICB T, AFlo AUC KO Cmax @ _EH (22108 2.3 %, 5.5 %) 2
WO BT, AFIL BCRP OXE THLZ ENHMHNTEY, 77V 7L ELKDOT LN E VT
BCRP O#REAZPLET D AIREMENH D720, T b DA L OHFHIC L 0 AF o REN ER7-T
LEEZBILD,

¥TTGSTLENT N ENNDREGEITLTH D MSD (R) 233 L 723k

PP BERIEAR - FE & 714 B - falRIN 1
VERATE « XN | KEF SR ZREVEFHLIEEE, [N v R Z X B L R
2 A )L AH|D AUC 7357 2.7 %, Cmax 7347 2.6 | OATP1B1, 1B3 LT BCRP

fEEFRLIZEOWERD D, DOHEREZ PHE T 2 FIRetED &
50
(fig 1)

kAL S X 3 sy (YRATEL S NANRE AN RE LTI LENL) BAK & AFK L
OPEHERE 2 CCDS (Company Core Data Sheet: B3 HiET — & v — b)) IZIBIMENTZ, AFHICE
WTC 3 R RL G ANTFETE SALTWVZRWD, 2 sy (Y ARATEL AL 2 e V) BlLaHID IR S
NTWBHED, K THRE L, ~ULZ ZE/LH OATP1B1, 1B3 &1 BCRP ORERE % [HE 3
LHEREMER S BT, AFNOMAPREN ERT5ELE2615,

HEAN 4 S BEIRAEAR - H & 1A e - fERIE 1
VA=V SN AFIE oy I ReFHLEZEE, K| ez 3 K OATP1B1,
#lo AUC 7349 5.2 %, Cmax 78 5.0 5 L | 1B3 T8 BCRP MD#HE % BH.
HLIZEoHERH D, EFHAREMEND D,
(fig 1)

TS DIc RS x p a2 I R EARKE OOFEEA CCDS [SBEMEnz, FaLg I R
OATP1B1. 1B3 U BCRP OMERE A FHET A ATREME N B B 720 AFIOMFIEEN EHI 2 EE 2
Y

FEHI| 4, % BRRIEIR - HE (& 5 1E R e SN
L35 72=7 AKFN VT 7= EHLIZLE, | La2TF7T7 2= BCRP ®
AH D AUC 25 3.8 1%, Cmax 23 4.6 (5L | 2R ET 2 ML H
F LI OHERDH D, 5,
(fg 1)

SMENETE DS VB Z 3t & Lo B E R * 2\ T, AKl bmg/H &L 2T 7 = =7 160mg/H
POEAHR G LI-8E . A0 AUC RO Cmax @ F& (FF 8.8 %, 4.6 2 1-5) BNEH LT,



La7 7 x==77 BCRP OHREZIET HAREMENH D720, AFOMAFIREN AT LB 5
o,
*LATT 2 =T HOFRTICTH DA TH (BR) 23 FEM L 735k

HEHI 4 % FERIEL « HE IR S e SN
W T~ F = TR | RA L T~ T = TEBE KR E R | b T ~TF =T B ) BCRP
L7 L7-& & AHoD AUC 234 2.1 . Cmax | DREREZPLET 5 Z LI &
DRI B0ELF LIz DmEND D, 0 AR R 3 EE AN
LA REMEIN B D,
(fig 1)

N7~ F = T KR AN BN TERBE N, B 7~ F =TI K OFE BEAEH O PR
BOHEICARNTH SN2 &b, AANCBWTHIBR L,

*MET# {5 & RS20 2 TE RS (246]) ([H 7'~ F =7400mg% 1 H 2[F122 H i S E# 0
BhH L, e xAR"2%2F > (BCRPOME) 10mgaw HIERE ARG Lz L & 0 AN X F o BB 5
(T B0 T~ F =T AT GO 0 AR AL F 2 D Cmax ) CAUCintD AT A DO I, 2
N3.04K%1V2.08Th->7- JEATFT—%),

N4 5 BEAER - FRE T 1A B&FE - fERIN T

NEF2AE

KFNERTF 224y EJEHLEZ L
&, AAKlO AUC 23549 2.5 %, Cmax 239
27 LR LI OHRENRD B,

NHETF 2 2% bt BCRP
DOHEREZIET S Z LI L
Y. AFNO M R EE DS IN

LRt B D,

(fig &)
NET 2 AL RPAIITBWCTHERBI N, X T 2 A%y O AEMEHOPFHEE OHEICAKNFE
WINT*Z Enn, AFNZBNTHIBR LT,
*BCRPOIEE L7050 ANALF L 20mgh B 5 X3 NFT 2 A% > b (600mgZ1H1[E]) &ff
G Lzl & o AN ZF UBMBEGRHIIRIT 2NTT 2 2%y MEAEGRO R ARNZA L F

@Cmax))—llo\‘AUCmf@%{ﬂqzig'fﬁ@tt {j:\ ZCE}’L%E}’L?&"JZ75&U\247“C§) D f: (ﬂ‘)\%“—‘ & ) o

N4 5

BEAER - FE T iE

B&FE - fEpRIN T

T2 T XY AHK b

AN 72T I RAEZy ARG LIZ &
=, AFlD AUC 3% 1.9 1%, Cmax 239
21 FH LI oHERH 5,

T 7 XY AKX v S BCRP
OHEEET A Z LIC &
D ARF O PR SN

LAREEDRH 5,

(fig &)
Lehtisalol93l 5 03tk T, AHIL 7 =7 %V 2% v b EDOBEIC L D AUCHL.9ME, Coax 2.1 15
THZENRESNZZ LD, CCOSOMAEEROIEIZEME Nz, ARICBNTEH, 7= 7%V
2%y NISBCRPOMREATHE T 5 Z LI L0 | ARAIO M IR T 5 FIREMEN & 5 B R i
FE LR, DERERIZERE LT,



FEH4H F BRAREAR - & 715 - falRR 1
)L ha RS AKExzvbarRmRRT2HFALEZE | = v b e R TR
& ARHD AUC 2349 1.6 5 LH- L7= & @ | OATP1B1 }2 () BCRP DO#%HE
WEND D, ZIHET D AREMEN D D,
(% &)

TR AR E 25 L LAA] (10mg 2 1 H 1 [E#EYS) s bR 7 (Thmg 2 1 H 1[4
Bh) OPFHRBRICEB W T, =/ b a U RoX T EARFI ORI 513, AAHEME 5 L g U, i
a2 822 F 2D AUCo--DEMEY (90%EHX) % 55%M & 7-179, A&#liZ OATP1B1
K O'BCRP DIETHD Z ENMBNTHY, =/ b1 R327 1% OATP1B1 } 1O BCRP ORhE
BLAES 2 ATREME N B B 70D, AAIO M FIEN LR+ 5L Ex b,

FHN4 % HRARAEAR - HEE 715 P - fubRIAF
RAL<F=TF M) | REELRAS T =7 F VT LK | RAZ~F=7F U 7 LK
7 LIKF) ZOFH L7z & & AHID AUC 78 1.96 %, | F425 BCRP DO#REZ [LEH

Crmax 23 1.88 5 L L2 L OWEDH D, | THWRENDLH D,

(fig 1)
P. Martin & @38 T, AF L A2 Z~vF =7 L OFFHIC LY . AFIDO AUC 75, 1.96 %, Cmax
MN188fF LATAZ LR FEINTZZ b, CCDS DAHEEADIEIZ [FHRAX~F =7 HEM
SNz, KFIZBWTE, mAZ~F =77 BCRP OMRELZPLET L Z LIk, AF o hEE
NI 2 A REME N B 2 BVEEME N LB L HIr L. BEREEICIBRE L,

4 55 BRIARIEIR - HE5E 715 PR - fEpRIA T

BX YT a ALy b AflbaxHTaxzy MeffiLicEs (a5 2 2% v b§®
X KHID AUC 25 2.93 185, Cmax 7% 4.47 | OATP1B1 & 08 BCRP ot
fE LA LI L ORERD D, EET 5 RIS BB,

(g &)
Groenendaal-van de Meent & O LRIl T AKIE v T 2 2% v b EDOPFHIZL Y  AAIDO AUC
2 2.93 f5, Cmax ¥ 447 (5 EAT D2 EnHESNTZZ D, CCDS OFEAAEROIEIC Ta X4
TaAKy N PBIENT, AICBWTH, ¥ 4T 2 X%y b2 OATP1B1 & U BCRP O
BEZRET D Z LICL Y, AFOMPRESEINT 2 AIEetEN H 5 B IR S M2 L L, OFH
EEIZIBR L,

SR % BERIRIEIR - HEE ik MeRE - fatRE T
A7 7 IVA AKHL s 77 IVRAERFHALIZEE, K| 277 IV A) BCRP O
F D AUC 78 1.97 {5, Cmax 2% 1.86 {5 | | BBZPAEF T 2 A[BEMEN & 5,
AL L OWRERD D,
(fg 30

Pfizer #£73 %/ L 7= Drug-drug interaction study (NCT04253353)IZ8\W\C, AFl L % 7 7 2 VA L OHEH
(&0 AAID AUC 23 1.97 15, Cnax 25 1.86 fi5 EH- 975 Z &M E SN2 Z L6, CCDS O AAE
HAOHEIZ 1277 IV BBz, ABIZBNW TS, ¥ 77 I VA0 BCRP OMREZHLET 5
ZEiZE Y, ARAOMARRENEINT D AREMENH D BEEEMGE S LE LK L, SFREEICERE L
7



8.

El{EA
BIEADME

EIN - FADOEERRBRIZI VT, BIERAREMIxT 545 10380 5]/ 1950 1 (18.8%) T R AR it 52
FETRIWERNRO bNZ, TRBIERIZHN 335 6] (3.2%) . ALT E& 179 ] (1.7%) .
CK EH 171 %] (1.6%) Tdhotz, (KiRK)

i AT IS BV CL L RVERTM R SIE B 8700 B 974 61 (11.2%) (ZREIEA RS bz,

FRIERAIZ, CK L& 201 1 (2.3%) . i@ 126 1 (1.4%) . AFmER % 89 1F (1.0%) TH

ol (FFHFEAMK T

(it i)

GBI F Clo S0 S 72 E AN O KRR IZB W I EITETE U CRITERAMEMT 2 @EmIER o 6
Niginotz, Eio, EHABEHAEICBWT, 2.5mg 2B 25 HEEZH G SN EBHE L 2.5mg 285
SINZBEFIHE L TOETH 7203, 2.6mg 75 20mg DK BRIFAN CTREEIZHE - T-BIE
HOHEINIFED biienoTz,

1. BHER

ROBWERRHbDOND ZENHDHDT, BlEEZ T7ITITV, REDPRD b HE I3k E 2P
b3 %72 WY R LE 21T O 2 L,

(1) EXLEIER & R

11.1 EXLEIEA
11,11 TRAARRAARAE (0.1%A)
AgE, B, CK ES-, MR ORF I AT o e EH 2R E 3 2B R AEAE S & &
DL, AHEEEFEOEERBFEERHODNLZLNHLDOT, 2O LI RGHIZITELIT
BHEEZPRIETH L,
11.1.2 AN F— (HERH)
IRELRATE, SERBIESRCE R CK O LA RS b G ailcidREs i35 &,
(fi &)
AR F HFFGEOTEEFHTH D,
[ X A F— & BB B ARE I DV T
FAMPEDFHFEE L, BOFHRECHEEZ B R T OBEDO SO G | F WALk OAEIC L 0 SR
AeZEp| R LAEMICAREZ KTTEERLOETEDL, HIROBEORELZ ML —2>DHAZE L
TIEHF D CK DEN & 5, Z OIEILF PEECR R k4 2B TEBT5 2 L RMbNTVND
Dy, AP G o 2R 7e < FHIH 7R CK O _EF7 DA O NG XA O FilEE 258 5 . R E
IRV, RN & W o e fEIRICIN 2. FRZ2MEY CK O EFZ25RT 0% I A4/3F
=1, BT, HRMBROREIC L > TIA 7 n e U RREICHEL, BHRERELZT5b0%
KR RRARAE | & P55,
ACC (American College of Cardiology) /AHA (American Heart Association) /NHLBI (National
Heart, Lung and Blood Institute) TI& A ¥ F 12 & 2B BARIE 2 THAVEIRICRE - T, SEvEE
RO 10 f5x 2 5 CK LA, G2 V7 F=r EABRALNL O (@, SR, REIA 70
v xlEtET5) | LEs BlLTn g,




[# BT ]

HMG-CoA el sE L EANC X DU RARIE OF BT IZ 5202 o> TW RN, Fx DGR
oD, HENOLESX ) CORDBRENTH D ET LT A b= 2RSS &) SR
bbH, X E, TEFIL CoA NHEMIIL, AL AT R— /L EILEO AR CH DD,
HMG-CoA ETMHEMEAC L > TARN B UBENRBILEINDS LX) VOB BIETT 5,
X UNEDTEHEI Fa s N T OMRREFE A U T MR OEMEREENE Z H L ST
W5,

[FTHARERR: & Fr L)

R RELAEE O B RAERIT U OB . IREEZR N O%E, EE, iR, REaReETHD, HA
TS DT BT E A KT L, MiEENEITT 5 & RGO TSR T 5 Z L b b D, BRIK
BREFTRE LT, Sinbo&iL/-I427 vy CK, LDH, AST, ALT, 7/VK7—E¥7R L0k
A%< OIEFITHLND,

RS RRIE O T &2 i AT A bEMTREER T, SHBAL2TH L, BB ARL2ORIEIL, K&
KA CIEB SN I A r E KD RMEOHENRKERERTHY . P IA 7 v B ER
2000ng/mL Zi#B % 5 & BHEREREERIED UV A7 WEL b L &N TWDh, ZOBET v R—T A0
KB BMEBFARRORIECRIMIC R E PR L RITT L S, ik, 7 R—Y ADMIE, v =h—
W V=T RIRBOE e E QRPN L 72 D, BYEBASITK L CIBE ORREIZIS UC, ik
B2 A K DREME R IG R LETH D,

RERUS B ARIE |2 B2, R AT ) Z LIk o TEE(Z S Z ENEFICHETH L7120,
EERVEERIEROBIZ MR 1 » A 1 ED CK lIESEDEHHRMENIERTHY . HERE
50 TR ZRBD oA 2L, BaZeiid CKIEzZfRT 52 &,

[EE(AL T2 DRHILE]

hAgE ., BAEEORER, CK ER, MR ORP I A7 v ey EREORAEMO B NRO B
Belid&k5 e+ 52 L BLZE LTCCK2N600IU/L 825 L 972 ERNALNIZHAITIE,
CKEZBIZE LN OEEICRSG T2 L, o, EROBRAEMS S HICE(LT 556, CK OF
72 B (1000IU/L #2J) ZROIEAICITEBICHEEEZ P IR0 B MBI Ul 0B LT 2

P 22 b O BB A EPNRE SN 2B AL, AR ORIRE T E & 32 RS 72 & ORI R A O 5

FREREDOWEZITV, BB ARRIIBAT LIS E I RSN 21T © 72 EORE B BLEIT R D, 12
2L, AFNTMEENT TiEbRE S0,



s o2 ]

B BI1EA
1 B G "
iﬁ% if’?fg B 551 S DL f %
Ko EmI AT 20met | e > SHE
300 m—iliE | 6 HM |k 07 HEr 2L T o— A OBE F5 (7.3mmolL) 2 E & h e, | TEP
(~ = L 5 2 Bl PRI LD =2 L A5 12—/ 20.7mmol/L T -
7) 40mg™ .
TAm A8 HI | pnmmen KA (20mg/H) 1A 1 EREOEG A,
Bl . 5 7HE MERAICE Y B L AT o —/LE 22.8mmol/L &
wh 54 HH SRR, 73— PIER M0TUL) . AHl%
40mg/H, 1 B 1 EE 2 E, =¥ F 7 10mg/H .,
1 H 1 [E#RE A EeE-BbA,
B BRSO, BEIFITLVa—LELLERLT,
6 A~7H)
R ARIOWE L =P F I 7T ORE5EA% .. BE WL
HE LG =8 ERIZIZRITIR 2 72 0o T2,
#5 45 A H =L 25 1 —/L 5.2mmol/L IZIE T,
¥hH 52 HHA ~ N =T EEWNE O Im KK AE T, CK
(>100,000IU/L) . 7 L' 7 F =2 (369umol/L) #* I
HLTWbZ ENbhotz, BERGREFA, IT
HEREMAEIC LREORFENL LI,
Bl 54 HA ABt, BERUTELE & WL, RPIA T e a2,
FEFIER)  BEIRIEE A EITDRN - T2, FRPEGT & B R
BGIC K DIREET o1z, BITIINER L BEITYE
BBV RN TH - 12,
AR EBEF I TOFEEG I, 2-8 HRIZHERITR
XEoT,
ik 7 B CK 800IU/L 2, 7 L7 F=21% 103umol/L |2
EwFAL, IFSREREM L EWICR -2,
ik 8 H% BRSO BARIXIEE Lz & B2 b, BEILRRL,
AFE BT I TR EE 2 BT,
BERBEE
B 5 5 B 5 5 5 45 ik
107 H Al 2 HHJ 7 HH 45 H H 52 HH 54 HH 7 B4
Barzxro—L 7.3 20.7 22.8 5.2
(mmol/L)
rUZYURY R 1.0 >50 15.9 3.8
(mmol/L)
TIo5—F 40
(IU/L)
BUN (mg/dL) 12.1
CK (IU/L) >100,000 800
JLTF=v 369 350 103
(umol/L)
v -GTP (IU/L) 2045
TNAT I (gidL) 29
Al-P (IU/L) 205
ALT (IU/L) > 540
S HAN 1B
fer=r 12.1 0.25
(ng/mL)

PEREE . =¥ F I, AP F

CAANOBMGHEITEE 1 B 1F 2.5mg, ARMHEIZ LA 2.5mg~20mg ThH5, HARAD
Cmax, AUCIZHAADKI 25 TH LD T, SNEANIZKT D 40mg, 20mg H 51X HARANIZKT 5

20mg, 10mg G IS T 5 B2 6D, AFO THELKOHE] 2250 T,

THIEA 2. MEAOHE] OEZZRTL L,

[V, BRI



11.1.3 RBEMEERIENE S A/ 8F— GHEAD)
I CK @, RIEZ DRV IFMEDZEIE, T HMG-CoA Ecl# (HMGCR) #i
(KIS 2 R & 2 S0 AEVEESENE S AT =2 b b o, &5 IR b R 5 617255
HEINTWDHDOT, BEOKREZ +2ICBRT D2 L, ok, REMBIFIRGIZ LD SGERH
ST & DWEBIN D S,

(& )

2HFoRIFIIEOREERE, B OHRNIEKR & & 2 5D RIERIRE 2 £ 1 720 il i oo 12
56, Ht HMG-CoA &tk (HMGCR) PURMES: 2 854 & 3 B 5o e SENE R A/ 85—
BHEbH RS EET AN E SN TVS 2 EnD EEE L5 [81l(82](83][84]

UEB DA% ]
s o 2l "
W (&) A PR A TR
% AL AT | 25mgxl | <SEMEEBEME I AT —> E5]
80 f% | m—/LIfE, ml/2 A KB 3L L AKI2.5mex1 [E/2 B (F& A #5) Bilb, ™
ENRMAE (B AT (5B fllcy e Ry, ==Y EBE (10mgx2 [l |E
1) N H) H) . NI ATF o~ LA Vs 100mg, %% |
P— MNEERE N—%F 7 2 200mg, TV
50mg., FEE Y RIKEH, KBHEERE - & e
F FXEVEAS U TS T =T Y
A (1E/R) ZOFA,
3 » AT 1 EMERE % i,
FEHL 1 4ERT AF| 2.56mgx1 [El/H (2 H i,
2.5mgx1 | B 4 » AR PLTIREE /2 L, ALT : 27TU/L, AST : 26 IU/L,
EAS] Pebrik 16 B i A TOMEMRAE T, FFEEE EH (AST : 301
1A il IU/L, ALT : 251 IU/L) .

BEHK 3 Fth S hotz, ATRSLOENHY | #RaIT
(FEHLH) MR T 23R A e EBEICEEEIT 5 L 91

FEHIFA (5
HikA)

ER 2 o

mote, BTHREEZBR, MLz &> T\ D & i
HOBHTED BB LT,
fiulbe A VHLERNEHRN 22
TIEF#MA (WNL) ) .
AANC L DEIWERZEZB LNBRFIET 2 bk
AL, FRBE LN DREEE T RN
B CHoTo, MilE A CHWEPRECHEE LN D, Y
SEAIEAN BN b ekl L. b T~ R—/LIEmRE -
TERTI ) 72V BEARIRCTLVANY ENR
L Cui=,

U AR 22, C3/4-6/T DTG AEEL C6/T
O~V =T IND L, HHE TR #&
WL D,

HFRZE B ORI D 7= OFRENFHIFR T, W, W T
RSN ORREE G KT, M FIROBRENREHATH
D IREH, EBHEIRMARE, AR EOREE
FEhET 5 bR 22< . RS3PE 228DV 7~ F ikl
EEELI TN~ Lk,

(REFR = = —, IS CT

Hik 85 H% U v~ FHNETo M T CK &iE (7,874IU/L)
s, ZRMmK (PM) - IS4/ TF -0
THAABL, ABERHISTARETH - 7o, HEEEIR
FI7ipode, b LFFRENH D . ABERF b RS2
FRREDH & 0 . KIGESEHE « & P =T sk
1A 2[5, B0 AT TREERR L,
ik 89 H 2Rk (PM) D&V THRENRHER & 785,
FUEKI 3 7 A% @EOFE &t 5 G EAL O KT - 2
(ABE 3 H)  MEAEUEICHET L, FEALIRFFARRE T, W T AR &

EESECHE ENARWVIREEL 72 D, RN IEE I




ik 112 H#

ik 114 B
ik 133 H#%

kR 6 - H 1%

H BRI

ik 252 H#%

kR 8 & A #
ik 256 H#%

TN & HARFT RS E CRIES RN RO
PNzl (KR ERBRL) | AXFUNRE 34
BBLTNWDZ D, EEMR TR RAZT B
WOIARF =R EEEZ, EREE,
BB ORE R, BEAER & Rk, Ak CJOERA
RHEROT, IR AEGRNDHD LD,
HEEME X AN TF— DB Wi, Ft ARS Fifk. Ht SRP
PUARIIRarE, A/ L. &0 - B34 s
75,
AT A K2V R%E 2 7 —VET B b IR
TAKNIZ ULoTz, s ar ) v KRERE
(IVIg) Ejii,
(IVIg BRt4#% 3 B H)
[ES] A 2T VAR
(IVIg BRtA# 438 H)
CPK IE# b, #ha ik X OWhE b EIE,
P MK F 238 7> 7275, CPK 2% 800 &
FCHELEZ, 2 MBEA® IVIg 2FEh, Fi5, K
e, BRICE S, BIE. BEORKREZLED BN
HH, AT uA NiUE L= v 2 F U ReiE o
WEEE, CPK I 200 Aii £ Toe, W T sy
B e, b PRGN O K TR ERE Y |
MR ENRESE (VB VIEERF) Thot,
BRI A NF—%FEL EHICHEEATHE
(ADL) 28 Ensv ., ili EJ%2S OverUse & 720 i
JE BAEE S HEL, SR RN CRIfIIC Y K
A UBLORAT A FEHIES, 77 bR 7R
EHEB L L, BEMLL,
REERTICHEBENICY KA v AT A1 RO
R,
BATAIRE L 2o 72, 1BFR,
UtV B THEE B IZEsfE & 72572, 1 H 2 @D
KIGEE « & Ra /LT v OkE: % (kfE,
IRBERED ADL 13 B FRGIACAS @ -1 FREE, TR
e CREST ARG, BHRMESATA L, BALA O
NETEROT, WETE EMEEELROT, B
PHE GRS 27803, fft C 2Bl SRP ik, #it
HMGCR FLARERE (RS RIREKE) L. $t
HMGCR Bt Th - 7-72%. Hl HMGCR Hiik
SANRF LW EWr Lz, FEilin L VAR B
EZEE L, AT7oaA FKONRIZITHT,

ik 10 » A Bt HMGCR HUiRBEM: < A XF—13EIE L3,
% A F— ()1 IKT) OBBIEDHY,
iz B 2> 5386,
FRERRE(E
Mk Mk Rk MRk FIEF) 6 - Atk Mk
85 At 116 H#% 144 At %6 Hi% (2HH) 319 A
CK (IU/L) 7874 672 155 800 & 200 A 93
Jiik s
H. HMGCR $ifk . a,
(1 1k 292 F7) ELISA £ Witk

PR3 . e Ry, ~= UV, NI XA TFo~v LA Vg, 33— Mg R—%F 72 57
LJv, Y UREKE Bl KBEREE - & KaarFy o, A%y sr, I_FTY— 1 F U oA b

T R - TR b TR 7= VEAAL LAY >




11.1.4 EEGENE GHEAD)
FOEMEE (R, £5H) NEXIIET D2 L8355, [9.1.2 2]R]

(fift i)

M) @ Pharmacovigilance Risk Assessment Committee (PRAC) (2 X W A% F L HHK| (Al &A%
Eie) Tk L, EIEM S, ARAG M) AE 2 PR IRAT SCEISERL T 28 S 2 T bt AW T
B At A & F HF & TRET S U2 E R AT OSEFIHE IR 51TV D 232 & F R It iE
DEEL LTHEBBRE T X s, AXF U /AD7 T AT ~0E LTHEBBRE LTV 5,
VI 6. $FEDOERAATHEFICHETHIEE (D A0HE - BEFESEOH 5 BE ] © 9.1.2 HSM

11.1.5 BF# (0.1%A0H) . FFEEEREE (1%A0W) . BE (HEAD)

fF9¢. AST. ALT O EHEZLED ITHEREERE ., MEXAHLDLNLZ LR d D, [8.3 ]
(fig 71
GBI £ TICENE S U ERNICEB T 5 R RBRIC IO TEE R ATREREE O @S I3 2, Ll i
SRR & OB R AR SRR I B W CIRER IR O B E TE R WEE R EREEORENR H 5720
ORI G ERE L, BERZAEM L L TEEREZIT>TWD,
PR RERE IR B D % < A, AHKIE GBI % Sy HUWNICHEBLL TR0 | XV EERITHRERE ~ D
BAERIRZPI 72D b EM R AEOBIZE AT Z ENEE L EE5%IZ, AST, ALT
O EFEDOIFEREMRAEM O RE DO b NILEEITIL, AFloBGEZFRIET5HZ L,
F 72, FPHSREREE O WIHIE IR (BRI, TR - W, BACRIE, B8 5 B OV A %) ([2HERE L.,
FEPRD DNTGE I, BEHICAR O G2 1ET 2 &3, FFERERE 2 555 L, IFIEEERE
7 EY B AT 2 &
HRFRREE COENERRERICBT D0 - HERORIER (EEEFZL) ONFUILFO LB TH
%

JIT < BRIERAIEN (LRl GUE Bl 202 51 )

Bl VEF O TR B (%)
JIF - HIE % ALT (77=2 73 ) FT7 VA7 =7—8) BN 9 (4.46)
y-GTP (y —ZNVHZIN KT AT 2T7—8) H#N 9 (4.46)
AST (T ANRTGXUET I ) v T A7 =7 —8) BN 5 (2.48)
LDH (i LEEii K SERESR) BN 3(1.49)
AP (LT AH Y RAT 7 5 —8) H 1 (0.50)
JHF 00 e o 1 (0.50)
(VI 5. BEEARKEANES L ZOHB 8.3 OHESBM
11.1.6 m/pREA (0.1%K0)  [8.4 ]

(7 0

EIPIZBWTAR & DR 2 G E TERWEE 2 M/ MO ORER 2 EFRE L7-0 T, EXREIERD
HIZBRL LT,

[VII. 5. EEEARJEAMER L F0HA 8.4 DIESR




11.1.7 BEEER (0.1%AK)
IR 2 B TIEBEUER N H b s Z L vd 5,

(f &)

7%; I TS S N ENIZ R T 2 BRR RO CEEZRIBHEUER O 1372V 03 W Tl
IZBWT, RRBAROEE TERWEEZBHEUEROWMENH 570, FEOTHK N LEE L, H

K7ZEWER E U CHEEMEZ LTV D

BHRHC, MAETHIE, FHE. £ 2 FEEEOBBUER RO bNTHEITIET, EbICRA O %2

195 LI, @MURE 217 2 &

11.1.8 FEMEMM%E (0.1%AKi)
RHHBGTH-TH, FE Wk, FPRIAEE, Mofs X RS8R0 b Gaici3&kb 2%
LU, B BUE AR NE R OFRE%EORY) 2L E 21T D Z &

(g &)

FEOKHILE )R (MHRA) 12X 0 252 F o BENCBIY 2 BRRARBR A, iR ORIER SIS OVAFE
SCHRZS L B — ST R, A 2 F B & VBRI 28 & O Bd 375 7E T & 220 &)l < v, MHRA
(R E BN ER GG (EMA) 288 A 2 F R OB ERICREMEM R 2588 T 5 L 2 ffraeiro
el eazid ABTEBNTHRERICAZ F R/ HI D7 T AT~ v & L THEERELTWD

11.1.9 REMAZEEF  (0.1%A0)
MU DRI, L OFUERE QIR EE . B, &2 WIEH AR T HEORMMREERH 5
NLZENDH5D,

(fig )
CCDS 2R = 2 —a RF =B &, ENICBWTHAR L BEENGE TE RWEE R
Moo —a RF—PREEINTDZENLARTICBNTHESRE L TS

11.1.10 SRHIBE (B ARH)

(f i)
EIPNIC W TAH L BEN SR E TS RWEBRLIABEZ ER LI 2 L biEEmiE L T\ 5,



(2) ZothoEIfER

11.2 ZotoEI1ER
2~5% AT 0.1~2%Ti 0.1% A HAE ASBH
D FEIE . RIB . F B 5
&
i35
N M. AL, MRS, | BEZE. DN
WA
T
CK k& MEJIE, FH PR, BY | AR
il - BHR .
i
UEYR . REMMED E | s EIRREEE OR
FEARARRE R VY IR, B2%) | #19
D
S EaRlA LA IR
) HbAlc E&H-. fkE
R
i 5
N Jrekne % (AST
JHF M
E&H. ALT E5)
EART | BHERE
Hu (BUN L5,
R ik i
M7 vrF=>
E5)
) B@E—mMETH LN, RERHOEARNEET 2B ICITEET 2 CHEU R AEBETH 2
FEBUAFE 13 BRI AS > B FLH U7z,

(R %
(EARIZONT)

KRR £ TOEPNIOERRRRIZE N T, —EOHBREICEARSBRBO LN TEY 13 & A EDIER
THE—@atETH -7,

BRRBR CA DN RERIIT AT IV EVIESTOEABERTHY | REREEEIZLDHDOT
Fe < RMEMEERIR CTH D Z E0RBE N7, b MREMERME LR E W7z in vitro
DEBRRIZBNT, RAROREIETE L TAZF UL DTV T I U HRINOIHINE 2 b,
TR, SRMERREEIC LS DT, = R A b= R XD E A OMIENELY A Z 2 H)
flTsrZtickrEBrbN5,

ARG BN EARIT. BHEEEICORR LD TIHRNWI ERBEN TV S, KA
RADOEARPFHET 256120, BRI ZBET 572 EONEZITVEEICE ST 5 X 0 EEhi
LTW5,

~



SIER BIERARTHEE RUY BEEREEEE —F
BERICHTS [ BINBTS &t
HER REE -
{5138 L SEBI
(FEBRES) (FBREY) (FIRES)
R MEFHER R B 202 10178 10380
EFEEE SIS 72 (356 )|1878 ( 185 )[1950 ( 188 )
BEIEREBRER 181 3610 3791
BI{ERICL Sk 10 (50 )|375 ( 3.7 )|385 ( 37 )
ERIZHT5 | @Bt &%t BERIZHTS | @sTd ast
S He = s R =
A5 3K JEBIE SEBI S FE{BI 3R JEBIE FEBI 5K
(FIRES) (IR E%) (FEERES) (FIRES) (FEIRE%) (FETREY)
MiEH LV RREE 1 (050 )12 ( 012 )] 13 ( 013 ) BE 0 (000 ) 4 (004) 4 (004)
=4l 0 (000 ) 8 (008) 8 (008) Eid] 0 ( 000 )96 ( 094 )96 ( 092 )
BRZHEAMD 0 (000) 1 (001) 1 (o001) BeE E g m 1 (050 )10 ( 010 )] 11 ( 011 )
B M ERiEAME 0 (000) 1 (o001) 1 (o001) BR)—7 1 (050 )] 0 (000) 1 (o001)
UPZ4Y: ith3 0 (000) 1 (o001t) 1 (o001) Bia% 0 (000) 1 (o001t) 1 (o001)
FFehERE A AE 1 (050 ) 0o (o000 ) 1 (o001) B# 0 (000) 3 (003) 3 (003)
/R A E 0 (000 ) 1 001 ) 1 (001) H it B % 1 (050 ) 0 (000) 1 (o001)
DS 0 (000 )23 (023 )23 ( 022) BREFRMERSE 0 ( 000 )20 (020 )20 ( 019 )
MlE 0 (000) 2 (002) 2 (o002) Bt 1 (050 )] 0 (000) 1 (001)
TR 0 (000) 2 (002) 2 (002) P 1 (050 ) 1 (o001t ) 2 (002)
E—EREEIAVY 0 (000) 1 (o001t) 1 (o001) T 0 (000) 1 (o001 ) 1 (o001)
aH7Ovs 0 (000) 1 (o001) 1 (o001) ¥ 0 (000) 1 (o00t) 1 (oo01)
IDFE 0 (000 ) 1 (o001 ) 1 (o001) =% 0 (000 ) 1 (Co001) 1 (o001)
D ERRE 0 (000) 1 (o001) 1 (o001) 23S 0 (000) 2 (002) 2 (002)
HEEARE R 0 (000) 1 (o001t) 1 (o001) IBERE R E 1R B 0 (000) 1 (o001t) 1 (o001)
IDEHLER 0 (000) 1 (o001) 1 (o001) OEER 0 (000) 1 (o00t) 1 (oo01)
DR 0 (000) 1 (o001) 1 (o001) OREERNEBR R 0 (000) 1 (001) 1 (o001)
DR EE M 0 (000) 1 (o001) 1 (o001) HiRlE 0 (000) 1 (o001t) 1 (o001)
iF 0 (000 ) 8 (008) 8 (008) B 4 (198 )|137 ( 1.35 )| 141 ( 1.36 )
REITavy 0 (000 ) 1 (o001 ) 1 (o001) BT 7% 0 (000 ) 1 (o001) 1 (o001)
RTERRAR 0 (000) 2 (002) 2 (002) BiEfE 0 (000) 1 (o001) 1 (o001)
SERR 0 (000 ) 2 (002) 2 (002) Bl 0 (000) 1 (o001 ) 1 (o001)
IDEMEEASRGE 0 (000) 1 (o001t) 1 (o001) OfERE 0 (000) 1 (o001t) 1 (o001)
DA 0 (000) 1 (001 ) 1 (001) H fntEE A 2% 0 (000) 1 (o001) 1 (o001)
EBLURKES 2 (099 )20 ( 020 )] 22 ( 021 ) RIFAREIBZ 55 0 (000 ) 2 (002) 2 (002)
Hg 2 (099 ) 8 (008 ) 10 ( 010 ) WRtERE R 0 (000) 2 (002) 2 (002)
EIERMEHELY 0 ( 000 )12 (012 )12 ( 012 ) LyFod 0 (000) 1 (001t) 1 (o001)
IRIEE 2 (099 )17 (017 )19 ( 018 ) B 4 (198 )18 (018 ) 22 ( 021 )
AR AR 2% 1 (050 ) 1 (o001 )] 2 (002) OR% 1 (050 )] 0 (000) 1 (o001)
fERE s 0 (000) 2 (002) 2 (o002) HEE 0 (000) 1 (o001t) 1 (o001)
AREZIZ 0 (000) 5 (005) 5 (005) Tt 2 (099 )16 ( 016 )| 18 ( 017 )
AREFHIBE 0 (000) 1 (o001) 1 (o001) OEOUVUEIN 0 (000) 1 (o001) 1 (o001)
ARt 1 0 (000) 1 (o001t) 1 (o001) & B 0 (000) 1 (o001t) 1 (o001)
AR l33 0 (000) 1 (o001) 1 (o001) DB ER TR 1 (050 ) 1 (oot )| 2 (002)
BR7E 0 (000) 1 (o001) 1 (o001) ODEE 0 (000) 1 (oot )1 (oo01)
AR ERAERR 0 (000) 1 (o001) 1 (o001) BHERISUH A 1 (050 ) 1 o001 ) 2 (002)
ARERIZRE 0 (000) 1 (001) 1 (001) [£2BEESLIVERSEAHE 5 ( 248 )[174 ( 171 H)|179 ( 172 )
SARAE 0 (000) 1 (001) 1 (o001) = N E 0 (000 )25 (025 )] 25 ( 024 )
F 0 (000) 2 (002) 2 (002) HER A iR % 0 (000) 2 (002) 2 (002)
REEE 0 (000) 1 (o001) 1 (o001) s 0 ( 000 ) 10 ( 010 )10 ( 010 )
THFRZ Y 0 (000) 1 (o001t) 1 (o001) EN IR 0 (000) 1 (o001t) 1 (o001)
AREEZ SR 1 (050 ) 0o (o000 ) 1 (o001) " 0 ( 000 )|107 ( 1.05 )]107 ( 1.03 )
BRESFESE 0 (000) 2 (002) 2 (002) K 0 (000) 1 Coo0t) 1 (o001)
BialEE 26 ( 12.87 )| 673 ( 6.61 )| 699 ( 6.73 ) £ 5MiFE 0 (000) 1 (o001t) 1 (o001)
FEER AR % 0 ( 000 )17 ( 017 )| 17 ( 016 ) SR 0 (000 ) 4 (004) 4 (004)
AR 2 (099 )34 (033 )3 (03) BER 2 (099 ) 6 (006 ) 8 (008)
BRE 0 ( 000 )53 ( 052 )53 ( 051 ) FhE 1 (050 ) 2 (002) 3 (003)
THEERSE 0 (000) 5 (005) 5 (005) RAHMHEIZIE 0 (000 ) 16 ( 016 )] 16 ( 0.15 )
LEEEE 1 (050 )| 57 ( 056 )] 58 ( 056 ) EhE 0 (000) 9 (009) 9 (009)
TR 0 (000) 2 (002) 2 (o002) ==} 2 (099 ) 2 (002) 4 (004)
FIREORN % 0 (000) 1 (o001 ) 1 (o001) |FEEREES 1 (050 )[10 010 )] 11 ( 011 )
FRE 0 (000 )3 (003) 3 (003) (=B 0 (000 ) 2 (002) 2 (002)
Kimz 0 (000) 1 (o001) 1 (o001) BRIE 0 (000) 5 (005) 5 (005)
Efp 3 (149 )|141 ( 139 )| 144 ( 139 ) i 0 (000) 1 (o001t) 1 (o001)
YBHHE 0 (000) 1 (o001) 1 (o001) ¢ 0 (000) 1 (o00t) 1 (oo01)
3] 0 (000) 1 (o001) 1 (o001) SRR 0 (000) 1 (o001) 1 (o001)
TH 7 ( 347 )[ 99 ( 097 )|106 ( 1.02 ) FFHfRamES 1 (050 )] 0 (000) 1 (001)
OMEZIE 0 (000 )[35 ( 034 )35 ( 034 ) FERE 0 (000) 1 o001 ) 1 (001)
+_iekEES 0 (000) 1 (o001t) 1 (o001) ERIEE 0 (000) 3 (003) 3 (003)
HIETRR 2 (099 )88 (08 ) 9 ( 087 ) EWBBAE 0 (000) 1 (o001t) 1 (o001)
B TREE 0 (000 ) 4 (004) 4 (o004) EHETLILE— 0 (000) 1 (o001 ) 1 (o001)
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s 0 (000) 1 (o001) 1 (o001) ESFEPES 1 (050 )90 ( 088 )| 91 ( 088 )
#i5 0 (000 1 (001) 1 (001) BAET 0 (000 ) 9 (009) 9 (009)
ERERRE 45 ( 22.28 )| 374 ( 3.67 )|419 ( 404 ) B EifEE 0 (000) 1 (oo01t) 1 (oo01)
S= - FI/NSURTIS— R X . .
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FRNSEUBETI/NSUR BRa 0 (000 ) 1 (o001 )1 (o001)
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mshE Y JLE 1M 0 (000) 5 (005) 5 (005) BEHEE 0 (000) 7 (007) 7 (007)
mshya—)LEd 1 (050 ) 0 (000) 1 (o001) B HifERR 0 (000) 4 (004) 4 (004)
f@é;’;’”ﬁ?’ﬁx*** Y45 (743 )|156 ¢ 153 )| 171 ( 165 ) ggg%g ; E g:gg ; 91‘ E g:g? ; 912 E gg? ;
msh oL 7F =N 0 (000 )16 ( 016 ) 16 ( 015 ) BHET 0 ( 000 )28 ( 028 )| 28 ( 027 )
eI R #ERE M 0 (000 ) 4 (004) 4 (004) HEEE 0 ( 000 )20 ( 020 )20 ( 0.19 )
I F B AR KRB RSN 3 (149 ) 0 (000 ) 3 (003 ) i 2 (099 )|329 ( 323 )|331 ( 319 )
ey Ligd 0 (000 ) 1t (o0o01t) 1 (o001) FH/N— 0 (000 ) 2 (002) 2 (o002)
mELS 1 (050 )] 6 (006 ) 7 (007 ) s 0 (000 ) 2 (002) 2 (o002)
MmpFRRTAVED 2 (099 ) 0 (000) 2 (002) ZRENE 0 (000 ) 8 (008) 8 (008)
e FARAR RS AL EBA [ 1 ( 050 )] 0 ( 000 ) 1 ( 001 ) BEAET 0 (000 ) 1 (o001) 1 (o001)
e KRR RIS AL E M [ 1 ( 050 )] 0 ( 000 ) 1 ( 001 ) el 3 0 ( 000 )[69 ( 068 )69 ( 066 )
o R 1 (05 )l o (000)f 1 (o001) Z S MERAET & 0 (000) 1 (o01) 1 (o001)
DERTKYER 0 (000) 1 (o001 )f 1 (o001) TR R 0 (000 ) 5 (005) 5 (005)
Y = ILAIWISURTIS— B 0 (000) 2 (002) 2 (002)
HiEm 9 (1446 )26 (026 )35 ( 034 ) 2 5 0 (000 ) 4 (004 ) 4 (004)
TroRERRRESR 1 (050 ) o (o000 ) 1 (o001) RHER R 0 (000 ) 1 (o001) 1 (o001)
Rep TR % 0 (000) 2 (002) 2 (002) A S E EhEE B R 0 (000 ) 1 (o001) 1 (o001)
R TR #EE M 0 (000) 1 (o001) 1 (o001) RES 0 (000 ) 4 (004 ) 4 (004)
AT ED 1 (050 ) 0 (000) 1 (001) R 0 (000 ) 2 (002) 2 (o002)
ATy 0 (000) 1 (o01t) 1 (oo01) HEREIRZER 0 (000 ) 1 (o0t )1 (o001)
PR 5t 1 (050 ) 3 (003) 4 (004) EREE 1 (050 )16 ( 016 )| 17 ( 0.16 )
AESOEVELD 1 (050 ) o (o000 ) 1t (o001) BRI 1 (050 ) 3 (003) 4 (004)
AESOE M 0 (000) 2 (002) 2 (002) PO AR A PR 0 (000 ) 2 (o002) 2 (o002)
DAZUE N 0 (000) 1 (o0t) 1 (oo01) HERIREMSE 0 (000 ) 1 (o01) 1 (o001)
DMAKATR R 0 (000) 1 (o0t) 1 (oo0t1) iRl 0 (000) 1 o01) 1 (o001)
INRIEHD 0 (000) 1 (o001) 1 (o001) |BtE. EESLIVHMATRBEDOHE
A2 OE s 2 (099 0 (0002 (002)| |[m@mBEUKRI—TEEE) |0 (00 2 (0029f2 (002)
FReEFIAS OE B 0 (000) 5 (005) 5 (005) fRiE 0 (000 ) 1 (o001 ) 1 (o001)
SF R ER IS AN 1 (050 ) o (o000 ) 1 (o001) RERnfE 0 (000 ) 1 (001) 1 (001)
IRNSOA—ILFELD 3 (149 ) 0 (000 ) 3 (003) |WEREE 9 ( 446 )[212 ( 208 )|221 ( 213 )
IRR)A—)LEm 4 (198 )l 0o (000 ) 4 ( 004) B 0 (000 ) 4 (004 ) 4 (004)
I/MREUR L 0 (000 )3 (003) 3 (003) EMRERIRELE 0 (000 ) 1 (o001 ) 1 (o001)
PRAE 8 (39 ) 3 (003)11 (o011) T EARR 0 (000 ) 3 (003) 3 (003)
RERD 0 (000) 2 (002) 2 (o002) FIREEGEH 0 (000 ) 1 (o001 )1 (o001)
REHM 1 (050 ) 7 (007 ) 8 (008) b 5 fn 1 (050 ) 0 (o000) 1 (o001)
B Bk EE 2 (099 ) 2 (002) 4 (004) i o B S 4F 0 (000) 1 (o001) 1 (o001)
R e B I EK S 3 (149 ) 1 (001 ) 4 (004) HIREBHRE 0 (000 ) 1 (o001 )1 (o001)
A=y 0 (000) 1 (o001) 1 (o001) ARNEE 0 (000 ) 1 (o001 )1 (o001)
) Ui 1 (050 ) o (000) 1 (o001) EFEEHEND 4 (198 )| 43 ( 042 )| 47 ( 045 )
PRILERE 1 (050 ) o (o000 ) 1t (o001) REERE 0 (000 ) 1 (o001 )1 (o001)
DEREREPK 0 (000) 1 (o001) 1 (o001) HRERE 1 (050 )] 11 (011 )12 ( 012 )
PR A IR 3k 1 (050 ) o (o000 ) 1 (o001) BEfE 1 ( 050 )|100 ( 098 )|101 ( 097 )
Hn/MREE 0 (000) 2 (002) 2 (002) ME B 0 (000) 2 (002) 2 (002)
R ERA B 6 ( 297 )18 ( 0.18 )| 24 ( 023 ) RE SR 0 (000 ) 8 (008) 8 (008)
RPEHILTF=ttiE BRER R 0 (000 ) 1 (o001) 1 (o001)
n 0 (000 )f 4 (0047 4 (004 IR 0 (000 9 (009) 8 (009)
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GEE 0 (000) 5 (005) 5 (005) BRE% 0 (000 ) 3 (003) 3 (003)
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FAEEBTE 0 (000) 1 (o001) 1 (o001) #IBE 0 (000 ) 2 (o002) 2 (o002)
REEE 0 (000) 1 (o001) 1 (o001) EHEE 0 (000 ) 1 (o001) 1 (o001)
{ERR 2 (099 )5 (005) 7 (007) % TE 0 (000) 3 (003) 3 (003)
EXER LTRSS 0 (000) 3 (003) 3 (003) BEE 0 (000) 2 (002) 2 (o002)
R 0 (000) 1 (o001) 1 (o001) BT 0 (000 ) 4 (004) 4 (o004)
HHEXE 0 (000) 1 (o001) 1 (o001) SeHRBBIERIG 0 (000) 2 (o002) 2 (o002)
FHEE 0 ( 000 ) 3 (003) 3 (003) ES 0 (000) 2 (002) 2 (002)
RHMEE 0 (000) 1 (o001) 1 (001) TFEE 2 (099 )50 ( 049 )| 52 ( 050 )
TRk ER L TR EIREE 0 (000) 2 (002) 2 (002) %% 0 ( 000 )[30 ( 029 )30 ( 029 )
EROHET 0 (. 000)] 2 (002) 2 (002) agsidi ;A 0 (000) 2 (002) 2 (002)
RHEE 0 ( 000 )|108 ( 1.06 )| 108 ( 1.04 ) 2EMES 0 (000) 2 (002) 2 (002)
BELE 0 (000) 2 (002) 2 (002) BHK B 0 (000 ) 1 (o001) 1 (o001)
W 0 (000) 1 (001) 1 (001) I3 0 (000) 3 (003) 3 (003)
& 0 (000) 6 (006 ) 6 (006) THEMERS 0 (000 ) 6 (006 ) 6 (006)
WiE1 BEE 0 (000) 1 (o001) 1 (o001) INKAEMER S 0 (000 ) 1 (o001) 1 (o001)
FRELIKEE 0 (000) 1 (001) 1 (001) fgi® 0 (000) 2 (002) 2 (002)
5% 0 (000) 7 (007) 7 (007) RS RIBR 0 (000) 1 (oo01) 1 (oo01)
ZERD 0 (000) 1 (o001) 1 (o001) REERIH 0 (000 ) 2 (o002) 2 (o002)
BIED TR 0 (000) 1 (001) 1 (001) EEmRERR 1 (050 ) 1 (o001 ) 2 (002)
TERAE 0 ( 000 )70 ( 069 ) 70 ( 067 ) ERT 0 ( 000 )10 ( 010 )10 ( 0.10 )
JER—iB:E 0 (000) 7 (007) 7 (007) RISHE 0 (000 ) 38 (003) 3 (003)
K[AET 0 (000) 1 (o001) 1 (o001) L HMESEE 0 (000 ) 4 (004) 4 (004)
FHAT R E 0 (000) 2 (002) 2 (002) RISEE 0 (0001 (o001 1 (o001)
[N EIE 0 (000) 1 (o001) 1 (o001) |LHFESE 0 ( 000 )[45 ( 044 )| 45 ( 043 )
B 0 (000) 2 (002) 2 (002) B 0 ( 000 )[35 ( 034 )[35 ( 034 )
BE 0 (000) 5 (005) 5 (005) EimnE 0 (000) 2 (002) 2 (002)
ELBEEOUS 0 (000) 2 (002) 2 (002) REMEES 0 (000 ) 1 (o001) 1 (o001)
FEIRIEE 0 (000) 4 (004) 4 (004) IFTY 0 (000)] 9 (009 ) 9 (009)
BEHLURKEE 2 (099 )45 ( 044 )[ 47 ( 045 )| [MedDRA/J ver9.1]
HePR R g 0 (000) 1 (o001 ) 1 (o001)
mpR 1 (050 ) 5 (005) 6 (006 )
SFHSBREVR 0 (000) 6 (006) 6 (006 ) ERRABRTIL. BIERAGEEFECOSTART (Coding Symbols for Thesaurus of
MEEE % 0 (000 ) 1 (o001 ) 1 (001 ) AdverseReaction Terms)IZkUFEEtLIzAS, TR FZE TlEMedDRA (BRELE
RRESER 0 (000) 4 (o004) 4 (o00s) HHAULBTEASMTVSHLLWEZAEZRE)EAVSOH.BHWER-ERIE
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BRe 0o (000>l 1 (oot 1 (ool Meshizf=. RPOTHFHBEIRBED B HIEIETHIFHNRLED,
2HETE 0 (000) 5 (005) 5 (005)
FREA 0 (000 ) 1 (oot ) 1 (o001)
REE 1 (050 ) 0o Co000)f 1 (o001)
EBERBLVIEEE 0 (000 )12 ¢ 012)]12 (012 )
AEERE 0 (000) 1 (o001) 1 (o001)
BHEEESEE 0 (000) 1 (o001) 1 (o001)
ZHLEE 0 (000) 1 (o001) 1 (o001)
BIALAR % 0 (000) 1 (o001) 1 (o001)
HHEET S 0 (000) 1 (o001) 1 (o001)
PERE 0 (000) 8 (008) 8 (008)
FER 25 2R3 K UHEFRIES 0 ( 000 )25 ( 025 )25 ( 024 )
TR 0 (000) 1 (o001) 1 (o001)
Ik 0 (000 ) 4 (004) 4 (004)
REEE 0 (000) 1 (o001) 1 (o001)
I Of R 4 0 (000) 7 (007) 7 (o007)
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FHEH % 0 (000) 1 (oo0t) 1 (oo0t1)
Bl SEES-o1m 0 (000) 1 (o0t) 1 (oo0t1)
R 3 s 0 (000) 1 (o001) 1 (o001)
TEME AR R 0 (000) 1 (o001) 1 (o001)
KBS 0 (000)] 1 (001) 1 (001)
RESIUVR THEES 3 ( 1.49 )[162 ( 159 )|165 ( 159 )
B 0 ( 000 )] 18 ( 0.18 )| 18 ( 0.17 )
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EldrtEHELN 2 (002) FANSEUBTI/INSUATIS—EEM 47 ( 054)
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EREERE 10 ( 011) BLEUREERED 2 (002)
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=5 10 ( 011) ELE)RERLEM 1 ( 001)
T 20 (023) Rep2A5 OE VB 1 ( 001)
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HIERR 1 ( 001) B mEkEEm 2 (002)
HHERESEM 1 (001) ReEEBBHE 28 (032)
Wt BiES 2 (002) M7 ILHYRR T 75— 1Em 17 ( 020)
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HERRERR 1 (001) REBLURERE ( 12) | C 014)
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B 15 ( 017) FEPRIR 2 ( 002)
QRN R 2 (002) BhUS YR ME 2 (002)
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SRR 1 (001) BHEE 1 ( 001)
P RER 1 ( 001) BAURR 2 ( 002)
B TR 6 (007) BYLT7F-UIE 1 (001)
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Bt 3 (003) g 4 (005)
DB AR R 2 (002) RIRE AR 1 ( 001)
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LEBES SRS RATHRE ( 70) | ( 080) fh e 7 (008 )
BNE 17 (020) BAOET 6 (007)
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EWEEER 1 ( 001) A 4 ( 005)
EEMEFIE 2 (002) Pu ik 7 ( 008)
e 2 (002) B R 1 ( 001)
BEER 5 (006 ) B 2 (002)
poot: 1 (001 ) AR 1 ( 001)
B 1 (001) BFERR 1 ( 001)
BRR 26 (030) FEREE 5 (006 )
FE 4 (005) BT 1 (001 )
RAEHRE 4 (005 ) HRREE ( 53) | ( 061)
KR 2 (002) FEMOHEL 13 ( 015)
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FFREEREE ( 185 ) | ( 155) BEER AR 1 ( 001)
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FF 2 (002) TLERE 1 (001)
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L SREDRAE 4 (005)




10.

11.

RERBRERRICRIETER

RESIN TV

BERE

REIN TN

BEAEDEE

14.1 EZFFEBFOTE
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RAIRIC LD o BRI RIERE AR L, B3Rl a 8 2 U CHithRiR & E o mE 2 & 0f
EEFRET D DD D,

(fig &)
PTP Gl AN @ o EHIE, H3EEE 54 5 CEAL 3141 A 17 H) THad#EEmEIcES<E
P FH 2 2R SR SCE DRI 72 - TD Q&A IZHOWT | IZES EEME TH 5,

(ODfe)
14.2.2 AFNIEHED EICOE THERZIRE S YD LT 5720, KR LTIRAFMRETSH S, %
. KTHRAHT2ZEbTED,

(fg &)

7 LA h—/L$E bmg & 7 LA h—/L OD $& bmg I ZEMFAIRISMERBRIC W T, RSN TR
T B F7= AANLOEEN THIBET 225, LRI & OURIIC X 0 20 I8 % 1455 2
FITlX7pWi=sd, AREERL TR UK TRE Z & 2 BINCRRE LT,

¥, 7 VA R—/L OD § 2.5mg (22 TIE,  [EEN R 20 EERA O LY 7[R ST A
RT4 v (PR 2442 H 29 A, HEHEAEI 02294 10 5) | (2HS%, 7 LA b—/L OD § 5mg
ZREMERLA L LTc & & IEHEEAFEETH O | EWFRIICEE AR INTZl2D, 7 VA h—/L 0D
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12. ZDHROERE
(1) EREREEAIZED CI1EH

15.1 BRERMERICE D < 54
HEAMZ BT, AR % S T HMG-CoA M iRERILEAE 5 DBEE TlL. MERMRIED U 27 4585
ot & DEERD B,

(i @t
ESMZF 0 T HMG-CoA 12 Tt iESR [ E A O b ~D I DWW THEE DO ST E S T 5720
sEE0 L7 [85) [86] [87] [88] [89] [90]

) o

(2) FEERPREBRICE D CI1FHR
RIE S TR



IX. JFERERELERICRIT HTRE

1. —lERE

RX-1 ORNREAFUO—REBHARME
¥R, v A (Sleddy) . 7w hJcl: SD), E/E Y kb (Hartley) . V¥ ¥ (AARAM) & ; A X(B—7 1)

i A
HERIEE #gyiE (N B’5 | &5EE (ng/ke) AERFGR
3

D AOERE DT & BT

—EIR, ATENE SR ~ U (4) &0 | 30,100, 300,1000 | 300 : 1/4 BIZHREE 72 ARTRAL T,
2/4 Bl 73 R F k)

1000 : HEFEE IGEIEKT. 6
HHE TlIc2fsEe

A4 X (4~5) #&o | 10, 100 10 : 1/4 Bz mEM-
100 : 2/5 g M

2) PRI RIC R IE T R

B F&iEH) ~U A (8) #0 | 30, 100, 300 L
VBRI 5 E

a) FAZ—1-Na ~vUZ (10) 0 | 80, 100, 300 WL
b) = k3L E X —/L-Na ~ A (10) #11 | 80, 100, 300 R L
FUKEIEM

a) FEEERCI ~vUZ (10) 0 | 80, 100, 300 WE L
b) RvFL T TV —L ~ U A (10) #11 | 80, 100, 300 -2 VP
SR R A

a) FEEERLI ~vU A (10) 0 | 80, 100, 300 RE L
b) XvFL T TV —b ~ U A (10) #%11 | 80, 100, 300 R L
SR EH

a) FiEZ A ¥ 7k ~ v A (10) 0 | 80, 100, 300 L
b) w7 F—ikE ~ A (10) #1 | 30, 100, 300 R
RIR ~ A (8) #0 |30, 100, 300 300 : 1 FRFHZICIREEIRT
R T T 7 4 — YT

B, RIR. PR, A, Dk | A X (4~5) #&H | 10, 100 WAL
3) TV v ORISR T S

IEENENL /ST A —H A4 XTFNF m |1, 10, 100. | &L
(FFIEEAL, IRIE, HRBOmER, | =#HE (6) vitro | 1000 (ng/mL)

IR AV SE S )

4) MR - PEERER I KIE TR

BE . Mo, e, DEEX BRI Z > B += |30, 100, 300 300 : EHIMEAK T, Dk m
(6) i1,
5]
1320 QN (177 (NN 4 R R = += | 30. 100 B L
I+ (4~5) il 100 : M/EET
5!
5) VE{baR B ONR R B AE T
INIB N R R B 16 RE
HA[A] ~ A (10) #M | 10, 30, 100, 300 | 300 : {Ei#
5] ~ v Z (10) 0 | 10, 30, 100, 300 | 300 : 5 H B ic&fzEL
B N HE R ] 7 v & (5) £ | 30, 100, 300 300 : fEE
i HA[E1j D B BhiE E) 7YX (4) n | 106, 10°, 10* 104 —EPEIZ UG
vitro | (mol/L)
Fifi H B RG O FTSUHEVE A
ERZ IV ELEY B in | 106, 10%, 10* | ®EeL
TeFNaY v (45 4) vitro | 106, 107, 10* | L
o k= 106, 10°, 10* | &L
BaCla 106, 105, 10 L
(mol/L)
6) KK OFEMEIC K IE T A
IR, AR R | vk~ 8 | &0 [30. 100, 300 | BEARL
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HEREEHRER

B DBIEEIT T » R RS X & 2000mglkg A2 HETh o7, WOOLNTHTAIL, 7y T
FEAFIEED . A X CIIEME R OVFH, RS, AiEREO—@Eon, ar 27—, b
Y7 UtV R, /a7 A REOEO—@EDRED, AST, ALT, 77 —E KO CK O#INTH-
776

RX-2 ORNRAFUDERAIKREEM

EpiE N BERH® #E5E (mg/ke) #w R
Z v b (Jcl:SD) e 6 gl 1000, 2000 RENE DESE R - > 2000mg/kg
A X (E—=27 ) MERER- 2 & 1000, 2000 AW DOESEE: © > 2000mg/kg
REHSHEHHER

1) 7 ~Jcl:SD)

Zv b1 pH (N=MEHES 10) . 3 v (N=MEES 12) KUV 6 » A (N=MEMES 20) O AERE A&
HiBro®mErtElX, TN 16mg/kg, 10mg/kg & O 2mglkg Tho7-, 3 » HKER SRR T
X, PR UTHASE D 72 D |2 224 S BB 100mg/kg TROHNZ, T v MBI 5 X 51E
Hliders | LTI OV CL G860 DAL RFIRO BT RiL, FFEEOHN, /N E 45 R O R K & O
BRAZEMED TR, /INEJE I OREHE L, SRR ATV 28 S B P9 R SslcP 00 A oD 7  E  FeE
BN, NBEE LD A B RS S OV IR SR O ELAL, (5B ERZ /IR X OVIMNIBAE OEECL 1 A
EH G REBRCIE 50mg/kg LA b, 3 » ANER SRR TIX 30mg/kg UL L, 6 » A KIE#EGHRERTIX
6mg/kg L EOHETH LI, AiE O RITETE MIEO LR & A TTE T, 1 5 A g & GHER
Tl 150mg/kg T, 3 » HEHRGHRBRTIX 100mg/kg AR THONTZ, ZOM, 1 5 HREH
HRBrCiX, AR OERIREONRE, HURERIER ER ORI K2 150mg/kg T, 3 # HIKEH
5B, SECEMW T AST, ALT., ALP, LDH, CK Z0HhN, B IRME bR & OVE R DM -
BIER A DT, £, AFIOEBEIERICBIE LZIRE R/ 3T A —% OESE ) 30mg/kg LA Lo &
TRO LN,

I OFRERTAH BT 7 2 ZRITIREEIC LV [ U EE M 23538 HivTe,

2) 41X (B—=27)

AX1nH (N=WE#S3) . 35 A (N=ME#ES 3) RON12 » H (N=HE%R 4) OKERD#EER
BoMmEMEIT, £ 10mg/kg, 4mg/kg & T 3mglkg Th-o7-, A XIZBIT D E72 AR
PRIIARgE T, RFESREIEEAE OB, KE, ~T YT UIE L OHEEMERES, 1 o AKER
53 BTl 30mg/kg LA F. 8 » AKE R 5538 CIX 7.5mg/kg UL E T, 12 » A OE BB TIX
6mg/kg DHETHE SN, ZOf, AST X ONALT X X ALP 0828 1 4 A RO 3 » A KE
B HRERCIX 30mg/kg LLEOHETH LN, 12 » A OKE®REGHER TH ALT OfineE & &I
Rl D ZEHE K ORFlRR oL b Bl SNz, 3 » A OE#HGHERD 30mg/kg O & T, BWED
K IRBTER ORI 2N FR D AT A, ST D AL O BRSO A TR F XA b e o Tz,
Fo. 1 AERGHERTIX, HBEOBEMIZ 90mg/kg DHET 1 FlORIZBIE SN, 12
A AR $ 53R C 90mg/kg ¢ 5- SAL7- M 1 B & 15 24 A BICZEE ST, AREWIE, B
PRI Tl MEMIEOOS A, fliKIE, H. BREEARE LY oo lfko i, B RmE
LR DAY IRKE VSRR, i, S50 EESE N AR S, MR, AR EREE N, AST, ALT.
ALP, LDH, CK, 7 L7 F =V RFEEZOWEMELBLEINT, ZNDOF NG, EEOEE
AREEBITHEROHEIEEICK T DEERERI L, BIHLCbO LRIz, RAIDOFEH
TERIZ R L 72 i REE RN T A —F OB Imglkg UL EOHE& TR bz,



®)

NS ORERTH b IVIZ T T 2 ZALITIRIEIC &0 [FHESUXEHEMA A 23580 B iz,

A X0 2 WA FIRN B G- 508R (N=MERES: 3) DOMEEMERIT, bmg/kg & & X b7, 12mglkg
FETIE, FEE L ORE B LR DA B O T MO 1 B O REEhY) T —IME DRGNS D ZEiE 2 1 5 2
NHHIL, —EPETIZH 52000 & & bICHITRHbBE S,

3) Vv (h=rAH%N)

P 6 » A ORERE O 558k (N=HERE 3) O MAEIERIT, 10mg/kg &5 x bz, ARBR T,
ARFNOHIYERIC R L2 ARE RN T A —X O/ » 10mgkg YU EOHBTRO L,
DIED>, 30mglkg O HETHROKE LEORA . Z2hafb, FEMENERRS 16], Z<BERNL
W% T O SR A D AF RN AL R OV B R AN LR 2SS Bl s Bl S = LIS, BE B S
FAWAY R RN

KE#HGIZ L 0RO Sl H%E, piELOHRICE T2 L2528 RIE. 7y b, 4 XH
LZWNE~ T AW AN VR G X 5B EREBRORE R, BEH L WITHASND Z LR
AR EIL, AFIOEKEEMICER L7zbD B2 bz, £, WL HEEFED HMG-CoA #tl
FIEANCHHAONDPRTHY . AANTFRERAIZRIT 56 DO TIideho T,

HETEFRE SR

1) 7 v MEIERT M OYEAR 03 55808k T, 50mg/kg CTEIEY O R BB & QR & O |
JiR VL DML 72 S FHNH A3 A S 4u. BB O — e M T 15me/kg. ARFHAEIC XTI 5 B
PEEIE 50 mg/kg, JRICxEd 5 MEM AT 15mg/kg Th o7,

2) 7 v MBI GABR TIX. 50mg/kg LA B TREENY O R ER & O SUIHIME T 25 2~ H i
7273, 100mg/kg £ CREMWIOATRE, MBIRLOCHARICIIAARGORZETR D T, E
O— T mEME R 25me/kg, RFEMWOAGERE. MBI O AR 5 M 1T 100
mg/kg Th o7z,

3) U FIE MG TIX, 3mg/kg TREMIDIET K O—BIRREDFALITLE S JRED - 5
ATy, RIBIZIIARE G ORZEITRO b, B O —EE TR RN B K OGRSk
DM BT Img/kg, RIRICHT 2 MHEME BT 3mg/kg TH o7z, SRR S E -8 T
X, BIRME LR AN OB, JHFEREIEOIR « i, TR 2R D, LRI S TR
YO MEILFHIRRAE TIX, 7 L7 5=, JRFEEFE, AST. ALT. LDH, CKEOHEMHERD 5
iz,

4) 7 v MREIERM., A E N O AL GER TIX, 50mg/kg £ TREMW O —fRIREE, AEFHRE
K OHAERICARER GO BTGB b BEW O — st ri et &, R o 4L5EE L O
HIAE RIS 2 \EE &X' b 50mgkg Tholo, KV EHELZ R CHIRFEERS L7z T,
75mg/kg LA LD M8 TRHATENIE M O R O AAFEIS SR 2 DTz,



(4) Zofho Rk
1) BnElt
BB, invitroildBr & U CHIE 2 AW HIRERERRBE, Ty A =—X AR X—D
BEMEE AW RARETRER, ~ VRV v 7 —~F IV F—BTKRE%Z | in vivo iR
L LT U RERWIIMERBRE FE LTz, ZORR, vU A 7 —~ TK RBAGEIE [
M(equivocal) | TH 7228, Fhii LoD WT N OREBRIZEB N THBEMERIGITA BT, Bt
FeneEB 2 b,

2) MAJRME

< 7 ANIAF E 107 B KER G LSS, 200mg/kg CRAQARNE K& OSFFHIIEHE 0 F BLAE L 3 HE
M7z, = v AORFEEOEINL, BEAED HMG-CoA &t L EAI TR SN TV 52, HMG-
CoA B ILHER D EW 72555 8 5 WL EHUTHE D IRE R O BB EFR . ~ 7 AT B W TS
ERIAF LD LRI TEY ., & MZBWTIE HMG-CoA Bt O FE A2 E T & /e 2
L R OAANITBBTIEIT A DNV &5, B MIBW CRBEORTFIEE S R B4 25 v REME I
WwWeEZohi,

7 v MIAKIZ 104 BB ER S L7k R, 80mg/kg T EWNIEME R U — 7 O RS 2380 L
7o FEANRBERY =713, RAOSHEZZWICHOE 0 RE LR, Fiiica L A7 e —
DGR L RIF LT, ZRIICHERLE D LU B0 DB E2 KIF L., =N
MR Y —7 ORBEZE L /RN E 2 bz,

ULovL, ZBUBEEOBMAHGRE SO T v FOKRT, v~ U AONRAFERBRCA X, v
W BRI G BERBIC B O CIIARFT R 2 &0 7106t LHIEZ (L 2B Tnianz & A7l
EHEEKAE (20mg) @ Cmax THI 30 {5, AUC TR 6 ETIET v MZEBWTHLEENRL LI
TN & AFNFEE#HEEII AL TE LT, B N TACTH #IIZ X 2 2 /v F Y — L&
WINPT, BEOHETE MIESINHEEIC, R LEOL~L
FBIZEMEET- L, TERY) 70X OMBEMESE 25T 2 /EEIEVWEE 2 6T,

3) R

EAEY b, Ty MERB-TRAEH, UREMHERER 2 S50 U7, GEBENIME R G BOUS M OVl 52 i [ E
PIZE bICEMEThH T, RBERTWET T 7 4 7% —Kibh, SHZET 7 4 7% — KIS %l
REBRBRTIZ, ATT UL LTOHUFEMIIAT S b OOHURMEETS< . AHI %2 ¥ikdH 51 ik FCA*
& EBITOFRIE L2 BEIC B WO T BBERSIE A BT BRI 5 RE CThH AR NG L - T,
AR TAFIDNHURME 2 S 5 Witk e B 2 b hi,

*FCA (Freund’s Complete Adjuvant) : Freund (Z & ¥ AL S 7 fiBhAI <, PSRN U CREzh 2 s
S 5 AiBhAlD
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BRI EARAR

3 4
( TV, WANCBEI2HE 3. WHOFFEM TICRB T D LEN] OHESH)
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2. % -RESEH
SIRRTF
3. EAHHRFEWLLOIER
FHIX Sy - A EERT (FEE - BRSO TEZ L VFERTHZ L)
20. iRV EDEE
(&)
20.1 7V B o —adEpE IR K A8 CTIRIET D 2 &,
(0D &&)
20.2 7 v r—mERERIIRRKERT TRET AL, £, KXo THMT 5700, Ik
HAERETPTP > — b bED HERWZ &,
4 EBEH
R LR
5, A%

(LA b—)LEE 2. 5mg)
100 & [10 & (PTP) x10]
500 §& [10 #& (PTP) X50]
700 # [14 §£ (PTP) X50]
1000 #£ [10 & (PTP) X100]
500 & [, N7, #IRAIAD ]
(YU LR k—JLEE Smg)
100 & [10 £ (PTP) X 10]
500 #& [10 #& (PTP) X50]
700 # [14 #& (PTP) X50]
500 & [, /N7, HEEAIAD ]
(U LR =)L OD £ 2. bmg)
100 & [10 & (PTP) x10]
500 #& [10 #& (PTP) X50]
700 §& [14 §2 (PTP) X50]
(9 LA k—)L 0D £& 5mg)
100 #& [10 £ (PTP) x10]
700 £ [14 §2 (PTP) X50]
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11.

12.

13.

14.

15.

B—Hm5 - E%h3E
[l —R a3 72 L

FIZh3E - I RREF L F FNU DT A, VU RAEF U TARAREFF R A,

T RIVNRRAEF TN T, EENRAEF TN T A
EREEEEA A
2002411 A6 A (A7 %)
HE -WMARREABRUERBZEES
R - EAGKEREHA H - 200541 H 19 H

KR E T
7 LA F—/LBE 2.5mg  : 21700AMY00008
7 LA M—N8E 5mg : 21700AMY00007

flid - BAKGRAEA H 201642 A 15 H
KR E S

7 LA h—/L 0D # 2.5mg : 22800AMX00102
7 LA R—/LOD # 5mg  : 22800AMX00103

FEAEWNEFR B

7 VA h—/V§E 2.6mg., 7 LA h—/L bmg : 20054 3 H 18 H
7 VA =L 0D # 2.5mg, 7 LA h—/L 0D & 5mg : 2016 46 A 17 H

ZhEE - ZREM. ALk - AEZTFEMEOFAARVUZOAR
YL

BEERER. A MRRLAREABRUVEDOARRE
2017 4 6 /1 29 A

RGET 14 /55 2 T 3 5 A b AET UKRRIESFH) OVTFRIZHZY LR,

BEENM
8 4

RS ORE
M L7g

FE4 7 A EMELNBEERI—F

7 VA R—/LgE 2.5mg : 2189017F1022

7 LA N—/VEE 5mg : 2189017F2029

/LA L—LOD§E 25mg : 2189017F3025

JLAL—/AODSE 5mg  : 2189017F4021
RERWBALOIE

AR ONANA
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