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Do, FLELZEWITT T EAREL DL THEZRITRS, 2OZENb U RAAZORFEH &%
Smg & L7z Y, 10mg FTHONETIEE A LEDEIRMIELRE DMIFIEE = hr— LA aEETH D
3, OEEIRE A FEE S LDL =2 LV A7 v — /L O EIEFI Tlx, X ViR TEEREADOEL
B E 2 T B R OFIRIE AT URER DD EEZOND Lo &0, 1 H 20mg
TOMERERZ FHE L Y, 20mg §E D /&AGREISICE ~ 72,

4. AZERUAEICEET IIE

1. BZERUVEAEICHEET 55

ARAEERE . 2 L AT 0 — VOASRITEEICTTHET 2 Z L8 ME I TEB Y . AFIOREKFERIC
BNTH, HIBRICHS, YBBEEDL VDR THL Z ERMHR I TS, LIz > T,
AHOERIZHTZ->TEL, 1 H1IEYBBBEGLETHZENREE LV,

(fgsn)

I L AT a—/VOAEGKIZITHRNEENRNA DI, KEIZTLET A Z ERALNICINTEY I, UK

NZADHEIER 1 B#RE E5R% 1 RRGORERBR TR, YEZFRGCEa L AT —

IR TRMENTNVD EDORENELNTND Y,
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V. AEICET 3EE
5. BGERALHE

D) BRET—8 1Ry r—o

BRI

(2) FRERREHR

1) BEREK%5HER
[BERRRER £ 1882
A S 7 12281z, 77 'R S L<IEAHK 2.5mg, Smg, 10mg, 20mg % 5 9 FEDZE [ HE
\CHEROKRE Lz, ZOfER, AFIRGIZE 5 LB 2 M E s il NS B R ER 1T
DIV T,
Q)R FEE Mo ERREZIK 5(6) : 1097-1121, 1989

2) HE5RER

[BERDEER 5 1 HERER]?
EFEMRABF 1261 (5D BT8R 446]) 2RI, AH 20mg % 1 B 1 EIFE%E, X 10mg % 1
A2 EERELACY &% Q0mg/H) . 7 AFEROEEG Lz, TOfE, ERRGIZELDLEE
Z b5 ERIER., M RIZRD N -7, £-. AF L OREEMENGE TE 220 AST
(GOT) . ALT (GPT) EHN3IBIA LN, WINLBED LHTH-o72, alL AT a—/L
K OVLDL-2 L AT B — L OAERIKTFARD LI, 1B 1EES L 2 [B#E 5O FRIZEITR
e o T,

2) Ry FEE M o ERIRIEZE 5(6) ¢ 1097-1121, 1989

AFOAGR S IBER O RITTROWY Th 3,
WHEL. RACEY RN REZF L LT smg & 1 B 1 BRA#KET 5, 2k, S, ERICK EEsEET 5
A, LDL-2 L 257 0 — /UEOE FAR 457285813 1 A 20mg £ THEETE 5,

) ARRERARR

[BERDEERN FIMESHERERA—TUHRER]Y
MR ME B (A 5 Te) 280 {5l & %I GUIAK] 2.5mg 75 Smg 7 1 B 1[4 &#%IC 12 BN
L5 L, MEBERTFTEHNEEEL LEAIMEROZEMEZHRTT L, ZORE, Balrx7a—
JABIEIAFE G L0 AEICIKT U B GEHED & OFHR T =385 4 W% TREIC 17.1% TH Y |
e h 12 % b 172% &R HER Sh Tz,
LDL-22t L AT 0 — L35 12 %12 242% DK TFARD i, HDL-2 VAT a0 — L OfF E 7% L&
LMY 7T FROARRIKTbRD b, —J, AKAlE OBFEMNGE TE 2V RAIEH &
ORI R ORBRITENEN 3.6% M 122% TH Y . EERBVEM. BEERAEREIX
BB T,

5) R HEE fth o ERAREESE 5(8) : 1651-1684, 1989

RFIOIKB S AU R ORI FLom@ ) T %,

BHE., RAIE oA ZF L LT Smg & 1 B 1 EROKS T2, 728, i, ERICE D EEHEET S
A, LD 2 L AT 10— UEDEK T AR5 7285813 1 B 20mg £ THETE 5,

12



V. ARICEY SEA

(4) IRELRIELER

1) B REEER

OEEAELEITHERGHER
[READHERN FIHEAE - AERFRHAER]Y
%Hamﬁ%% (Rt 2 &) 252 Bl %R T T 2R UIAA] 2.5mg, Smg & EEMEFER T
BAEIZE D 1R TESY &#IC 128MKEEG L, AAloE#EHEZBRE Lz, £ORE, 5mg Tl
= 1/7\?13—/1/6‘ 21%, LDL-Z2 L A7 1 —/L T 29%DIK T, XMV 7V &7 A4 FOFER
KT, 2B WNZ HDL-2 L AT m—/LOF ER LA BPEO b, £72, 25mg 2 LT Smg T
Bavrzru—)L, NI ZUETA ROKTFRROONT, —F., BHWEH K ORI R O
FHRITT 7 B AR L W GRS ZR T o7, LEX D ARFIOR#E G 81X Smg D 1 H 18]
BGRRE LEZ LN,

D) HE 9LE fil o ERIREEZK 5(10) @ 2011-2040, 1989

[BEADAER FIHEE - YR 5HEHER]Y
EIRIE RS (FEEEZET) 1126125502, 77886 LIEAK 2.5mg Z818#% b LIX
A R%, Smg %D LIIFRZICTH 1E, R2BERRAORELG L _EERIEICE VIR L T
B L7z, ZORER, #a L AT v — /VEOHIFRPEAN T ERIE, 2.5mg @i 58 10.9%. 2.5mg & %
5#E15.4%., Smg ¥ 58 13.7%., Smg Y HHE 20.7% TH Y 2.5mg, Smg & &Y NG
WS L TR FRA KR XL . 2O LDL-2 L A7 2 — UME FRICHOW T HAEETH - 77,
—J7. BWER R OEERREMB R IZOWTARR L 77 B RBICRIEOEIA LN T2, L
FORENS A E 1 H BRGSO I BERGDPIRAEBEEFTIETHD L TE D,
4)TERE R M c ESIREEZE 5(10) @ 2041-2074, 1989

QLB HER
[BUEARHFER FNHE_E5R K]
7V 747 7= ROT 0T a—)L eI E L THEMRILEGRIC L AAOAF HAEDR
RHHNTND,

[(ERAERADHER bdmg. 10mg ZxiBE L-FNHE-_ETREEHKER]®
HMG-CoA 2 el ERRIC K 2@ FIEHR (Lo N"AZF 2 Smg b LI 732X F 2 10mg)
TRIRAA3 2B IR MAE B 380 5 & kb5 & L., IRSEMAR 2 5% 1T 914K 5Smg, 10mg, 20mg (24
DEx., SHEHICED 12 BMO _EERIERBREZITo7, ZOME, KB~ B X mith
@ LDL-21 L 27 v — /L O L #IE, 20mg #ET-18.9%, 10mg #£C-10.9%., Smg #£T-2.0% T
b HEKRFERRD DT, —F ., KH L OBEMENRGTE TERWE - MR HT RO IVEH 5 E
R OB E R T LERBRKIITN TN, 20mg BET 7.3% K% 122%. 10mg BET 7.9% K Y
152%. SmgH T 9.6% KT 154% ThH Y, HEHEMICAEZEITE O bNRrhoT,

6) iy FEEE fh : EEIREEFE 17(11) : 1501-1547,2001

AHNDOARB S NHEROCHREITITRO®Y Th D,

BE, RAZE YRR ZF e LT Ssmg 4 1 B 1 BEREA#ET 5, 2k, Fin, ERICE D EEEENT 5
23, LDL-2 L 27 = —/LEOIK T AR+ 70485613 1 H 20mg £ THETE 5,
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V. ARICEY SEA

2) REMHER
RHIR5HER
[BERERERE FOHERHHER]Y
AR ME BT (FiEMEEETe) 271 B2 G K 1 H 2.5~10mg % 1 2L B G L, ZOHME
T OV 4k % 2 sk AL RIRFZRIC & 0 Rl L 7=, = OFE R B 5 12 » A% o a L 27 a—/L LDL-
AL AT R—VERN) 7Y ET A ROEHKFRITENEI 18.8%., 25.0%. 8.5% Th -7,
Fo, BEH 12 7 A% O HDL-a L AT 10— LY EHRT 89% Tho7-, —JF, FIRENMEL
AP TZEMICER L) & L OERWZEIERIL 8 6 (3.0%) 91, ERARMAMERIX 10
Bl (3.7%) 171 TH o7,

7) R RO BRIREZK 5(12) © 2627-2653, 1989

(EREXADHERN FOHERHHRER]Y
D by 1 DORSERK T2 AT 5 B MEEE T HMG-CoA HITEEEHEER (KA X7 7
PNAFT V) OBEMIIMO E AR MIERRIE & OJFHE CHRA+STh o7 151 Hla x5,
IRFEHE 2 5% T T2 4% G- O HMG-CoA 1% % FRPHE I 2 A4 20mg/ B 1280 Bz 52 B &G L
7o TORER, LDL-2 L AT 10— )L OEEJEACERITARF~DOY) 0 B 2 % 2 BIFT-12.7%., 24 HEF
T-122%, 52 BRFT-13.1% EHERE L. W RITARF~D )0 B 2 #% 2 BRFIZIZITRORIZE L, 5208
FCLRE LT L-, BIEARBLEIT 11.9% TH Y, E-REEEREZEE CTERVEEREIE
M2 6 TRVEMERIZ) TANEOE ] | KRR Z SE T E QWK AR F A28 HBHE T
21.9% CTh o7, LLEDOFE LY, AFK 1 H 20mg ~DOHEHEIZLY LDL-2 L A7 0 —/LKF
TERIDS R S, £72, RINCER G2/ L TH ZDIEHIDRE L. 7 oZalci 5k D 2 &2
R ST,

Q) HH  HEE i ERIRIZEIE 17(11) : 1549-1604, 2001

AR OEKR SN HER ORI TRO@Y Th 5,
BE, RAZEY "R ZF e LTmgx | H 1ERAOKRET 5, 2k, T, ERICE D EEEET 5
A, LDL-2 L A7 0 —/UEOIE FAR A4 7255415 1 B 20mg % CHETE 2,

5) BE - WEBAER

RS LA TO—/)LIEEE

[(BERRRER FIAERER]Y

FiEMEm 2 VAT v — VIERE (~T m A 57 ARG ARREZ 1 H 2.5mg~10mg % 1 4
DLERG L, Aotk Zetrsmi Lz, ToME, a X7 — LKW LDL-2 L A7 1 —/L
3G 1 AUBRRE LTIK F 2R LIES 24 » A% OFEIK FRIZZNEN 21.0% K%Y 26.8% T
bole, Flo. AFOEEGPIEEZLEE T 2EEMN S L TR RAEE R OFRBUTRD b/
-7,

9) B 2% : ERIREEZE 6(3) @ 519-540, 1990
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V. ARICEY SEA

FEREIC &l&*ﬁ,a
[(BERDHER FIAERER]
ma L AT u—//VIEZ G OF LT A R ) IHEAFERE RIS B 9 BIICAR 2.5mg 2 1 H 1[H] 3 »
AMEG L, miEiEE., M, HbAl, Body Mass Index (BMI) (25 % % 28 & Wit L 7= fE 4L,
Ra L A7 — 1T 201%K F L, 2GRS, HbAL, BMIIZA B2 {LE /RS o7z, LD
FERPOARFNIFERIF O b — /IR BEL 5252 <K al AT o — LEZK TS
w5 EnREINT,

10) HA B BEIRIE 32(12) @ 859-865, 1989

2704 FRILEVIZCRIZFTEHE

[(BERRHER FIAERR]Y

E B IME 2 A9 2 PRt D&tk 7 BINCAH] 2.5mg/H %2 6 » AR, R\ C5Smg/H % 4 5 AR, &512

25mg/H%Z 2 n AMEG Lo &, &ED 4 5 AMICT NV RAT 1 o OIEFHIFAN TORTRAA B

nNi=mn, e keanrsdF v ACTH, 7A ATy TA T U — 3B E2 52 o7,
1) HH 2 fh o BhREE(L 18(7.8) @ 767-774, 1990

HE;"I‘HEEI:Z’LET%%
[(BERDHER FIAERER]?
Da, Db O EARMIEMRE 33 B, AK| Smg 2 12 MELH Lz &, Rk L AT —L
EAFREIXIZ & A EEbET, Bt a b 27 v — VR EE K OB AR R0 T 9 2 ) 25 7
BT,
Fo, BHER B S 2T A O T, AT bivienr o7,

12) 1L FEED ff o BREREEZE 6(3) : 541-551, 1990

EkhE
BE WhkT—4 WO
65 kUL EOEE m =2 U AT v— VIIERE 21 FICAHK] Smg 2 1 B 1A 12 #FE&ES L, igEE
EIZxET 280 % 60 kLA F AR 27 Bk T 20 R L e L7z, ZOfER, miEiEcidkh=
VAT R =T 23%, LDL-22 L AT 1 —/LiE 31%MK T L, HAFEFEFICE LR ISR R & VB A A3
HHNT, WL bICHEERBEHCHRAEMORE LTGRO bk holz,

13) % 7 fth : Geriat. Med. 33(8) : 1069-1075, 1995

70 ik PL B = L AT v — L IUE B CIRE R 16 B O o 2 U IEARAFRLNE IR A
F 14 12502, AH Smg & 1 H 1] 24 BEEG UMIEREICT 50 200 & Ltk a2 MGt L
Too EORER, Beh1% 4 8 BIIZIEMERIGIE L OBEIRITE L I a L A7 r—)b, LDL-2 L AT
0 —/LOABERICTRERD S, ZOMEIT 24 B £ TR L7z, BERIBEEC IS T D 22 iy i b
J OVHbALc & BIZHABREIIR O SR -oiz, £z, WK ERMEE 72 2 BIEH K OB RREE
BT SN o T,

14) —8  —R fl . 2L BEE 32(9) ¢ 1575-1589, 1995
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V. ARICEY SEA

65 LA o @Elin IR MAE BT 29 B4 %512, AH Smg (GEfn - SERIC X 0 BEEHER) % 1 H 1
18 » A S Lz, Z=DREHE, @:VXTD—»&UWDL:VXTm—w rKUZUESA KD
HERIKT, £72, HDL-2 L AT 0 —/LOFER EA BRI N, BHP k203 s LZRIER
e OB R R A 50 138D B2 s o 72,

15) A 475 fh : Geriat. Med. 34(2) : 249-258, 1996

MECRIFTHE

&%E WmhkT—42"°

T 2 A 013 5 mliE IE B 40 6] & OVEOF O 720 @ M fE B3 30 6l 2 512, AA| 5~10mg %
1 A 1[E 3 FERIfkRe G LB T 2 8 A et Lo R, miERE, FEmiER & bIfED
AEREMITFRO N o7z, Fo, RBRHIM T ARG L 2E8WEIZRD b T, BRRE
EEEFIL I (43%) IZRO LN, WTh i\t Th 0 BIKIER S 7 <M 503 FIEETH
>,

16) X¥ BZ M BRI 28(4) 1 459-464, 1998

mikRERECRIZTHE
& SNET—42"7
M/ IREREERE S OY b 1 o AR & 5 A RRBEAS TUE L TV %D WHO 4308 1 a 4 o0 i I e HRE 12 il oA
#l 10mg/H % 4 M, D%, #2321 AT 10—/ H 240mg/dL Kiifi~DIK F %2 HEZ & LT 20mg/H %
20 MG Lc & &, ARANTIM/IREEERE L OY b & 7R 35 G RlRE 2 il L7z,

17) Davi, G., et al. : Atherosclerosis 79(1) : 79-83,1989

RRBEICRIFTEE
sEZ HNET— @m
38~74 5% D Ma, b M SR MAEEE 29 BIZAA] 20~40mg/H % 2 G5 L, AU v hF7 U 7Z
K DIRBHRAE AT o T F. AANTIAKBIRICHE A 52 2o Tz,
18) Lundh, B.L,, etal. : Acta Ophthalmol(Copenh). 68(6) : 658-660, 1990

BEARELICRIZTTEE

£E HET—42 "

mﬁ%nVXTa~wmﬁ2m~w%@@%rLt#%% BB 404 A kb5 & L s EhfJREEA L

(X9 DA 20mg/ H OZHRS, —HEMRER GHREIIT 7 BAR) (kv kas (EErdshkiE

HAZ X 25 ST 5, 4FERICHE2RBOME, AAITRa L AT — 1% 23%KF S+

L7 PIMIEIRE 25T 2 & & bic, m/hENE., FHME NG, IRERZIRE & L s ke

bR 2 A I Uiz, 7o, A, F#le MR OIS b A BT S,
19) MAAS investigators : Lancet 344(8923) : 633-638, 1994

16



V. ARICEY SEA

HEEIREEEEORECTEICRIFTEE
2E NET—427
MiE = U AT 1 —/LE) 212~309mg/dL %7~ L 7= W ERE B ERE 4,444 Bl 2552 & L, #MIETRIC

FAETARONRN, 7T R e Lz —EERBRBRICE VBRE ST s, 54 FH (R
) ITh2RBROMEE, AANIR I L AT o — L& B5%IE TS5 P ERE 2k ETD L L
HIZ FECD Y 27 & 30%., HBINRREIED ) A7 % 34%, f@ﬁﬁ@ﬁ(f%%ﬂ4ﬂxm ﬁ
B E W BRI RAN) FiATD U A 27 % 37% & A BT Sz, DMEREE LSO TIC
BEH 20T,

20) Scandinavian Simvastatin Survival Study Group : Lancet 344(8934) : 1383-1389, 1994

AR OAR S NI AER OHARIL FFEO@EY Th b,
WH, RAZE R AEZF oL LT Smg % 1 H 1 EROEET 5, 7k, . ERICE D EEHERET 5
23, LDL-2 L 27 = — /LEDIK T AR+ 70485613 1 H 20mg £ THETE 5,

(6) BB
1) ERARERE (—REAMERE. BEMAMERE. CARELRERAE) | HERTSR
T—E2R—XFAE. HEHRFTRERABROAR
[(BEEHR]
JEA B S KA 1003060 5 CFRL 2045 10 A 3 BF) 12k 0 BEAME @ S, [306E -
Zh ) KON THE - HE) 1I3KERDO LBV b,

2) RRBEHWE L TEREFEONENIIERE L-RE - HBROME
(S RE&EH]
AN D HE BEIRF T 33 1T 2 BERUT b ARIE B EE ] DFEBLUZ DWW T, il 3 AFMEARICHAEL, £
DFERZ WS LT,

(7) T D

1) ERERZhR

ENCEM S - KRR (CEERILERBRZ &) ORIER 1,002610 5 5, FiEERm = LA
7 u— VIE R 170 6% & Tem i e B 545 Blicxkt L, AK| 5~10mg 2 1 B 1[5 L7
REBRIZIUN T, 85.0% (463/545 1)) OBFEZhFEE R LIz, 209 biRE 27 » HE TR LI-EW
ARBRIZBE N T, AAOENTZ MG E BB L NWZRPERTRO Hiv, AhEE 88.7% (134/151
fF) &R LT,

AFNOPFEGIZ L0 fiERa L AT o0 —/L X LDL-22 L AT 10—/ /LOERREK T4 54, HDL-
ALATR— LD EAPRRO LN, £, BEO KU VBT A Rk L THIRTFEHNGR
bz, Fe, THEHERERERIC LA OF HAERFRD 5T 5 DO,
AHK|5~20mg & 1 H 1[EH#EE L7z5o " EERLERERICIHB VT, 10mg X 20mg 58 THE
KGR 72 LDL-2 L A7 0 — )LOIK T 54, Smg 1 B 1 B GERCE LT & s azh i
BROHLNTWVWD, BB, HEMICEEEIC O W TOERIIFRD STz 9,
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V. ARICEY SEA

BEREFHENE (RERZDHFERLRER)

THH FHhE (%)
“%J“ il 85.0 (463/545 i)
B 4 (123/1
P % 80.4 (123/153)
L8 86.7 (340/392)
~29 933 (14/15)
30~39 85.3 (29/34)
- 40~49 84.0 (63/75)
i (%) 50~59 84.0 (163/194)
60~69 83.4 (156/187)
70~ 95.0 (38/40)
; Ma 85.2 (287/337)
H /\*E
WHO 73 b 85.6 (172/201)
. FH* 89.4 (152/170)
Ikt non FH 81.4 (236/290)
L 87.9 (218/248)
5 I E 83.3 (95/114)
A PHE R 81.5 (53/65)
R 82.5 (245/297
B K 1 R AR 90.2 (55/61) ( :
F D 81.2 (125/154)
L 85.4 (264/309)
36 R Rof 12 3 86.9 (106/122)
HY BRI TR SR 100 (14/14) 84.3 (199/236)
D 83.0 (127/153)

* FH(Familial Hypercholesterolemia) : FiEM: R = L AT 1 — VIfiLIE

2) HMG-CoA ZETTEERIAEFIDIEAM - KBMICEDCBRHEDIERUVREE~ADEE
HMG-CoA 2Tl & B EA O BEER I 81T 2 H 90 K OV M1 d IREEME SOIKEMHEIZ RS o T
Een, Bis | AL FROrEE ., EEEH ., OB 5% OENEIEENLRAMIZELNL IR TH
%o BRARTRBR OfE 2 BIRANE, KIEHEOE N LV fh, BEIR~DEES eIl EZRmRN 6N
% & OREREIXS DAL T 202,
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VI. ERhFER(ICRISSHIER

1.

2.

EEPHICEEH HILEPRITLEYEH

HMG-CoA It ER] (T T RAXF T MU T L TURARZFUF R T A T MR AH
F o H v BIKF)

HE B0 H 5B OREE - SIRFIL, B OEFELLESZRTL L,

EEEA
() YEFRERGL - AR

VUNRARZF FRINE, 2 VAT B — VG RO EE A T D IFIRISEIRI A L, TEERLO
F =TTy FIRIOAKSIREND, =TT REKiZa L 27 o0 — VAESKRROREEETH
% HMG-CoA &t 2 Fr Ao FEHavICE L. Il LDL A MRIEMHA RS 5 2 LI
XoT, MERa VAT a— Va2 OMAIE N EE 5, £72, VLDL DA E D S+
HAEF, VLDL OfEHES CTH S LDL AP L, i L AT o — A BNMEF+25 2 6E 260 T
W5,

Q) N EEM T HERAE
1) HMG-CoA ;Z tEE R E1EA
(invitro : 7 v MFI 7 a Y —A57H)
7 v MO HMG-CoA IEILHEFH KT 2 ICso flIX, v o N AZF v (A—TF 7 v FK) T
163ng/mL, 77 /XA & F L CliE 1,06Ilng/mL TH Y | U NAZF LT T NAZTF DK 6%
OHEEREZETHZ LRI D),

2)aLRTO—)LARMBEEER
(in vitro : Hep G2 i, invivo : 7 v 1)
Hep G2 A 7= 5BR CIHUCIHERR > & D[ UC) =2 L AT 1 — LSRRI O W THET L7 #6 5.
SUNRARF L (=TT U RIK) | I ARREZF D ICs EIZFNER 6.6nM, 680nM T
b, VURREF L (=TT Y RE) ZTTARREZF DK 100 (GO EEMEZAT S
T EBRENTE 29,
Flo, Ty MV URRAZF URBEBROEG LR, VU NAZFUIIHEKRFNICa LA
T — /LA EE L, IDsffiiX 0.15~02mg/kg Th 5 L HEZZ Stz 27,

3)LDL Lt 74 —F s /E R
(in vitro : Hep G2 &, invivo : =2 L AT 1 — LA 7 %)
Hep G2 fifid Z T, LDL L& 7% —IZ X A ['PIILDL O BAGIZ DWW TRREF L2/ R, v o3z
Z F E[PILDL OR RATRE S (LDL Lk 7% —~OfE4) . WML (N ~OEGAL) K&
Oz RES S, ZNODOERIT T RAZF T LA THh - 7= 29,
Fiz, AL AT RV ARM YT NAZ T (0.7, 2, 6mgkg/H) & 6B OEE L,
FFO['PIILDL @ L 7 ¥% —fEE'&E RO, Vo NRNAXF UL, a AT e — VAMIZL DI
T LZ[ILDL ® L& 7 % — G &% F B FNICHN &% Cmgkg AL ETHE) . 2O
BEOHENMIXLDL L 74— DI K-S Z EnREIiz 2,
—JF. TTNRAEZF T 18mg/kg HEEIZB W CORAERBEIER 2R LTz 2,

HEEETER
(invivo : £ X, a L AT o— LAY F, WHHL 7 HxP )
VIUNABZFATRAEGIZ LD A X a L AT a— VAR T 292 K (X WHHL 7 5 ¥ O ifi
BRIV ATo— LA BT SEE, VonRRAZF U Fal A TFa— VAT HE 29,
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VI. EDFEEICEI SHIER

WHHL U4 X125 L7 IDL-a2 L 272 — L KN VLDL-2 L AT a0 — L2 FEICKT &

B, F/2, AL AT o= LAY P TICBON T RAZF 2 0.Tmgkg/ BIXT T RALF o

18mg/kg/ H L IFIEAEO MIEAEER TIEHZ R L7229,

1) Watanabe Heritable Hyperlipidemic & ¥ = : 0 S MECANKE R Lz b FFEEEE 2 L AT 10—/ VILE
DETIVE

5) 5% : BIARRE{LHE R HNHI1E A
(invivo : I VAT a— )VAM 7Y, WHHL 74 %)
VUNRAEZF AT a L AT a— VAU HX (25, 5. 10mgkg/ H. 12 #fE) . WHHL 74
(10mg/kg/H . 2438[H) NI 5 REIRE OSeEBhRAEA b oD 1 f 2 A7 3 (4l L7z,
Fro, AV AT —/ VAR T Y T REINRIC IS T 2Rl Z: & omfilnd8o sz ),
I, R EZTF L (10mgkg/ H, 2438[) X, WHHL 7 W O Rit& ik o v o lf%s A4 2 i
L7,

6) 5% : AN LR T O— LRI FI¢E A
(invivo : a L AT 0 — VAR 7 HX)
AL AT a— VAU N AEF L (10mgkg/H) % 8 HEEFHRRO#KS LT, 8 HH
W gPHIZ VAT B — VA2 BRI L A, MG T HGHERMEIZE I N U T i
EERICHEM LI Z b o N RZF U HEE DO PH] 22 L AT a— L OWI % ] 4
HZENBOONTZ I, B, 20 L EOANEMN T L AT o — LRIERITK 172 (65.9%—30.2%)
IR F L3,

15% : ACAT (7L CoAaLRTO—LT VILVERRSEER) SEIMEINGI1ERA
(invivo : 2 L AT 10— LA 7P X)
AV AT VAR UYL RNRAZ T (1omgkg/H) % 1EMEGEREAKRS L&, =
L AT 0 — LA & A IR S 7 10 Y — A0 ACAT 1V i EFITmH < iz 32,
HED /MED ACAT IZ =2 L AT o — VIR EE R A Z R LTV EBEXLNTWD

(invitro : VY FHEI /7 m Y/ —2L)

SUNRZRRF AT T RIBE I v Y — LD ACAT ZHEHIRIICHHE L. ICs i 20uM %75 L
7o, VUNRREF U DA—T TV RIRH DI T T RNA K F L TliE ACAT [EEH 238
ot 3,

(invitro : & NHERH R~ 07 7 —)
VUNABEF T invitro Tk NHEERBRO~ I/ 07y =BT A alL AT a— /)LD AT )L
ﬂﬁ B2 ZHE L, %@ﬁfﬁﬁ 7T NREF LD 10058 T TH o7 39,
H2) R LR AICIE I L AT B — LT ATV E REICEATHEEKBRRO~ 7 a7 7 — V% ERE LT
/@/ﬂ%lﬂﬂ@ﬁ‘ﬁ(g EENTVWD

Q) Ve F TR BE - B

DERFEERER : 20 H 2
2) Y A%t Esf - 48 HFfA]
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VI. EMERRICEEI HIRE

1.

mehREDHR
ARHN D e R R K OVR P B SR IR L EE (A —7 > 7 v R OIEHAEME & 7 7 U ABlo
EAEFLEWE D) & IETEFLEYE O HMG-CoA E B L EEMEZ N ET 2 Z LIk VR T,

) BELEEM MR
MM E R L

Q) EERABRTHRE SN LPRE
1) BERAIZET2HERERSHOMAERE
TERERR A B+ 1244127 0 A4 — R—EICTAAI 25, 5. 10 LV 20mg (5 HE 64) ZHRERE D&
HL7-b &, EFITIIREIA L & BITIEEREm E LT, =707 ¥ RIERRHER S iz 9,
Fro, MIETHAPL S E IR A & ONE MR E Y IR L 13 5% 1.4~3.7 R O 2.0~3.7 R§f] Tl
fEICEE LT »),

OHREEME
B ESFOMBFHREENEDENHE/ NS A —42 ¥
4& HE Tmax Crnax tl/Z(hr) AUC.24nr
(hr) (ng/mL) 2~12hr 12~24hr (ng-hr/mL)
2.5mg 1.9+1.1 3.2+0.8 - - -
Smg 3723 5.1%£2.0 23+09 - 26.7t16.9
10mg 1.4=+0.5 94+38 227+0.6 - 44.5+223
20mg 26+1.1 15.8+7.4 3.1£0.3%* 15.6+7.5%* 90.0+46.8

5 +S.D. (n=6, **:n=4)
- (F=HERA U IREDZD) B Lo,

i) . 20mg
(n;gl_ﬂ‘) O——0O | 10mg
e— : 5mg

O—{:2.5mg

EH#+S.D. (n=6)

15
FE.
E 10
W
b3
;3 5
I
0 T T T b
0 4 8 12 16 20 24 (hr)
% 5.7% OREA

HEZSEOMmMFERRESMERE ®
) BEEIZMIE ImL B2 O v NAZF o OF—F T NMEOT = A EE L THER,
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VI. EMENREICEAY 51EE

QFHEEEYE
HE®REHOmMEFELEEDEDENEIRE/NNS A —4 9
4& g Tmax Cinax t1/2(hr) AUC g.24nr
= (hr) (ng/mL) 2~12hr 12~24hr (ng-hr/mL)
2.5mg 2.0+1.2% 1.5+0.8% - _ -
5mg 37423 27405 3.2+ 1.0%* ) 173+ 5.7
10mg 32+13 22409 3.74+1.5% - 153+ 7.6
20mg 3.7+0.8 41+16 4.440.8%* - 35.6+12.3
Y +S.D. (n=6, *:n=35, **:n=4)
(F—FRA L FREDTZD) BH Lo Te
(ng/nL)m A—aA  20mg
CummeO 2 10mg
) 6 1 —— ! 5my
‘@ }——: 2. 5mg
FA. 44 F9+S.D. (n=6)
£
4
A 2
RE
0 ; : * — :
0 4 8 12 16 20 24 (hr)

5B 0D g
BRI EHFOMmMFEREFEEENERE ®

) BEEIZMIE ImL B2 O v NAZF o OF—F T NMEOT = A EE L THER,

FANOERS NI RER O RIE FRROMEY Th 5.
WE L RANTE Y AAZF e LTsmg 2 1 H LERERESGT 5, 72, A, RIS LD T 2
A3, LDL-2t L A7 B — U EDI T AR +43 7235815 1 B 20mg £ THRIRTE 2,

2) BEKAICETSERKGROMAPRE
RN 4 2 IZARHK 20mg 2 1 B 18] 7 HE#FRE OGS Lic e &, &5 7 B BOMEEFEREY
BRENORDFIEYBIRE T A —2 1%, &5 1| BH SR L CHEREHIALN -T2,
F R G WM, a4 2 R O M PR B E R K ONEE R 8 B 13 4% - a5k o B
WD BB EERD DL o T, Flo, FEGHICBIT 285 24 Kefilth ORI EYE O
FEEIX, SEHETHTRDS IngmLEL FTHY | EREMEZ R ITEAIERRD bt o7z 3,

BRI EROMBEFEENEOENBENFE/NF A—42 P

Tmax Crnax t1202~12hr) AUC o240
(hr) (ng/mL) (hr) (ng*hr/mL)
ML E 1A 29+13 22.6+8.4 32404 101.5+443
e % 7H 28+15 33.4+29.4 2.6+1.1 108.4+56.1
%1H 4.0+0.0 6.1+0.9 44+0.7 46.5+8.0

HEWE —
. aliEEL 33+1.5 8.0+2.1 49+25 50.2+14.8

FHESD. (n=4)
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VI. EMENREICEAY 51EE
o IR
O : it
N F#9+S.D. (n=4)
(ng/umL)'?
501
il
%g 104
g
= 30 )
% \HE 7THH
B ol
FE 20
e/ / M
4 8 12 2 2 2 & 12243648 (hr)
&%&@ﬁﬁ
20mgl B 1|7 BEEHKESHOmMBREEMEEE P
) BEEIZME ImL H720 O U RREZF o OF—F T RMEOT =7 MY E L L THER,
ZIE%W)?( L ENTHELOCHEITITRRO®EY Th b,
WHE, BAIE o2 EZF L LT smg % 1 H 1ERAREGT 5, 2k, S, ERICE 0BT
23, LDL-2 VAT B —/UMEDIK TR AR+ 7e85813 1 B 20mg £ THETE 5,
3) k&=
M ERE L
4) BE - tAFOEE
RN 16 4412 VXA Z T 10mg & 7 B AA— =R TRAOKES L, AFORIICH 2 58
FOREIT OV TRRET LR, ﬁ%%ﬁfiwﬁﬁﬂﬁ’mﬁfﬁﬂmﬁmmwﬂﬂﬁwaﬂ
7R VRIE & IR OB FETUAENS TR BT, MRS ENRE T A — X OEITV TR E K& D
i&<\ﬁ$_;éﬁ%ﬁ%@iﬁmk%z%héo
2. EYEERII/SA—4

() BRI AE

layR—=RhA METIL

(2) BULEREER
AR L

@) HEBEEH
DR L
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VI. EMENREICEAY 51EE

@DOVT7I2R
A v/
2% HNEANT—X
L8527 U7 T A 530mL/min3®

(5) HEHK
AR L

(6) T Dt
MR L

3. B&EH (REaL—ay) @
(1) RHTHTIE
MR L

Q)N A—AEBHER
MM E R L

4. IR
fERERR ML 2.5, 5, 10 KON 20mg % 1 [BIfR OG- Uiz & & s Sz 39,

AHNOAEBENTZHEROCHEITXTRRO®EY Th 5,
WH RANITIE R REZTF oL LT Smga 1 H 1 EIRAEST 5, 7235, Fl, ERICK D EERT 528,
LDL-=t L AT 0 —/UEDK TR AR+43 7058131 A 20mg £ THEHETE D,

NAFTRASEYF 4

MY BRI L

2% HNEANT—X

5%KNM (o NRAZF L DF—F T RiEELT) D

MR AR ER iz

MR L

2% #WmT—% (T v 1)

7 v b EAWTIHEERIRL— 7 2B U, insitu \ZB T D[UC1 R AZ F o OWRIERALIZ DWW T
BEt Lok R, RO GEHO T AL F AT/PNBE AL TIRWGEFICDIZ D RINEN D LB XD
i,

A

BRI L

BE @ T—4 (LX)

A XZMCIY Y RAZF U R OHFK G L & & OWRILERIT, FRIRP 50 &8 0 58 o gt s s
5 DRI HERIED N | K 85% Th -7z,
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VI. EMENREICEAY 51EE

5. o
(1) 1% — ix B3P EE T
LR L

(2) % — Ra BEEAPTE A 1
A v/
5% @WT—4% (v 1)
R 18 HH DT » MI[MCly /N A X T 10mglkg % HIERE D45 U, RHA R OR VL O #Hk N ik
FTREIR B 2 U 7oA S B 5 2 RE 4% O iR VAR BEIR BE 1V 3 AL O © & REAR IAE R IR D 172
T Thol, #h5 8 FfZIIL, BIEFICRHAMIED 13 /50, Fio, JR OIS IR mEE &
FIEFRE ORI RENTRD b, &h 24 Rl ORI Z < MEDHGTRE L 2D b /e
ST, FERNIREE DS b mEZ R L85 2 R OB A~ DU RERATRIL, 52D 0.02% &
W CThETH -7 37,

Q) it~ iTiE
MR L
BE @ T—% (T v F)
St 11 AR OBRILT 7 v MI[MClY v R A X F o 10mgkg & HEIREO#ESG U, $Lit g & Ovn
W DU RBIR B 28 U 725 5 Pt H o0 S RE IR B 13 i e R OASH BEIR B D 20~ 54 % D i THER:
L., 48 ML ISR LA T L Zp o Tz, VU NAZ F U R OZEORBI O I P ~DORBITHITKL |
RS RN EZ SN,

(4) A~ OBITHE
gk L

(5) T DD~ DRBITIE
MBI L
BE @ T—4 (LX)
A XNV Y NAHE T 60mglkg & 14 HFERERR O 8G L2tk [“Clo v /SA X F 2 60mg/kg % H
BRI 3EE- L, 2O 4 R 2 M AE o R OFERR N A AR B 2 I E L 7= 39),
ZOREE, M. I B KOZEGBICEREOBINRED RO DAV, R, A, N, K&Kk
OHREAIC MR U, KR EOMERE LB T, 2 A X F U 3RS SN 0 A
LZEDIFE A ERIEHHICHEE SN D Z L AR S iz, I o[MCly v R A X F o O HiE T
BH LI [MCly v AR F o OIEE L ZIERIETH Y | S G Ic L2 EREEIE R0 L b
nos,
FoA RIC[HUCIY v RAFF v UFZ DA —T T ¥ R EZ N 50mg/kg HAIFE 085 L,
A R BRE Y B IR % HMG-CoA I#tBE R FIEME L W Rd Tz, v "R F %OV
HEPABLEMEIRE I A — 7 0 7 ¥ FIRIZH AT D IARE THER L. RS ~DOBAT IO T 72
WZ ERTRENTE ),
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VI. EMENREICEAY 51EE

(ng eq/m.)™

201
JiiiN —a LRI F LD
gl& =TT YR
% e I UINAYF

%mﬂ

%
K 51
]
3 e
Qi —o—" T = y g y -—
0 1 2 3 4 5 6 7 8 9 10
Fr 5.0 DRER (hr)

miEhRAEMEREDOHE (1 X) ¥
) VUNRRAFLOA—T TV RERE R L L TETR

EHIT, VINREZFURIMEEARBAERENZ EbRESR TS, ¥

BB, UEOXIT, Yo RREF U LEOF =TTV IR IR, KNEREN RS20, B b
& AR MR TR iR 2 52 2 < <L iER ERE QR 2SEEL L TV D A XA e b ORNE)
BOET/VELTHIEE L3I,

( TVIL 6. (1) 1) MAEFRCTOMKIIR) DIESR)

5% @ T—% (v F)

Z v MI[MCly v RAZ T 10mglkg /R OG- U R 2T A — N T U477 AxER LT,
530 0t FEOVE . NEORNEDEOEERENGRD bz, —J7, BIZHV, i, DI
IRV O B REN TR B LTz, 5 2 BEEIRITITB O G RE 8 U, BERENIC 99V BE DN R
DHND LI IRoT, HEREDOTEIITESCH T, 24 FERIIERIGNEY O ML IR B E O
HHBERRD LNTZDHRTH -T2, B 72 FE%RIZIZ, oA F U RO ORBEIZIRIEE
N2 T v MERNSHE L TV, 20X HIZ[UC] v XA Z F o OB A0 T B A1 &
<\ HERITHRSTH - 72 40,
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VI. E¥E

RE

o

B9 5IEE

(&5 30 )

oral cavity Heart Liver Intestinal contents

Center

Lung Gastric Kidney
contents

(&5 2 BEREI1R)

Intestinal Urinary
Esophagus  Heart spinal cord contents bladder

Center

Lung Liver Gastric contents Kidney

(&5 8 BEREI1R)

Liver Intestinal contents Urinary bladder

Liver Caecum contents Kidney

(&5 24 B5RE12)

Liver Intestinal contents Caecum contents

Liver Caecum contents Intestinal contents

RHEA— I OFTITT4— (SY M)W
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VI. EMENREICEAY 51EE

(6) MWELRKEE
VUNRABF U RN U RABF o DF =TT RMEO e Mg () EAESRIIFENEFNR
1 98% (CFEMREHTIE) 30, MUK 94% CEEREHTE) 39, 98% LI E (RAMEIRE) LmEThH-o7,

6. R
(1) FRHERGL B U R R
1) M ToMmKks i

2% invitroT —4% (b ML)
SUNRABF UL in vitro IZBWT, v U A, T v M RONT B F MR TESCHIT KR S
e, A XKV hOIMFEF TIIRZETH 723, b ofEEXET = 27 F —BiEED %
kDD THD, VoNAXF A XKV FTEHEROEGR, 2O F F O CTHIBIZET
T5, — . FoEEIY CIEMIRME T TAH—7 07 3 NMEICEBR SN S T7-0, B FROA X
TR DENEREE T Z ERBR I T Y,

2) REHIERL

A ER R L

zE @ T—4% (7 v 1K)

F v MY A X F 2 10mglkg % HUAIRE 135 U7 Rg, FIRIMAE - OFR PR E Y E 1342 B 16 B 1
HEHIZHE AT D DITEWERE THERB L. Con 1ZTNZE1 1,260ng/mL & O 40ng/mL TH Y, FFT
D JREIRAH A R S iz,

2E @ T—5 (4 X)

A XIZ[UCI v N A X F o 10mg/kg % HERE O # G- U7 g, U R ORRBRE W E O IR B 1 i s
DORBIITREILEE DH) 50% LR T, o N2 EF U 3E L LTTFTRBEZ T 2 &N
R E T,
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VI. EMENREICEAY 51EE

3) HRHHIRER

(0 & b Iggh Al

oo SV:v RS FY
f} SVA: 4 ~7> 75 ik

’>£0’

ooy
A// SURAFL
~

4}
HO HO 0 HO
COOH
% N0 o GO

HO Q
Sl || || o e M

F=TLF LR 6’ —CH,—SV § —OH—SV - von 3" —OH—SV
l AN A”—-3’OH—S‘V/ l
HO 0 HO o j \
[ N 4 o Lb HOn g

o] Y GH ©

> /><L0H ; /><J\ H ’ o OH o g %ou
%y deon Ao 2 Dol 3—OH
N HOOC 2, 2—Dimethyl— /i:t& s imethy —OH—
7 OH

B—Oxidized—SVA| HO butyrie acid butyric scid
6'—CH,0H—SV||6~COOH—SV // \\ 4453, 3"—gi—

OH—-SV
coon)%o o
Ik O{kN’\coou
HOT £, ) H

Glucuronide of  Glycine Conjugate of
2, 2-~dimethyl— 2, 2—dimethylbutyric acid
butyric acid

DUNREFUDHETEREHRE

Q) RHMICEAET IEE (CYPE) OHNFiE. F5F
e T N7 m—2A P45S0 BB AREAWEFE R END L AN F T o ORBHNIES T 28ED
SyFREIZ T CYP3AA TH D Z LR ENTZ 4D,

Q) VEEENROEERVZTDEE
YRR L
25 BT —% (4 X)
A XPARIC[NCTY v R A X F o % BARNICPH]Y 8 A X F 0 02me/kg ##H-L, o
AUC ZHH L TROTZ "R 2 F O (FIELE&IAE S it o®IE) 13 93% %R~ L
723, Eo| FRRDFIETRO I U NR S F o DA =T 27 ¥ RO 80% TH b 9,
FeTF Ty REED b Y r SRS F L a RO G U AR T & 5 FFIRIC X 0 SRy (%
W) 120495 2 LD L,

29



VI. EMENREICEAY 51EE

@) REMOFEOFERVEEL, EELLE
VUNRABEF DI —T T FIE (SVA) O HMG-CoA & TGEEZEFLETE A 100% & LTI N

ABF AR DOF—T T NRICHOWT, BEZREEEEESRICTT,

BB, TNENDT I S ARITZZEDOEEOETITEEZ RS 220,

O UNREFURED HNG-CoA sE TEERAEE 4

w # »

PLETENE (%)

VUNRARBEF DI —T T RIE (SVA)

: 100
6~ -CH,OH-SVA 87
6~ -OH-SVA 55
6~ -CH»-SVA 50
6~ -COOH-SVA 39

7. BEi

1) HEER L B U R

1) Bt ERAL
M E R L
( VI 7. HEQ) DOIEZHR)

% HNEANT—H

AW CE I L AT 0 — VIIE R IC[UClY VN A X F 0 100mg 2/ A& G Lz b & &5
% 96 FEfH & TICEE G- B DK 13% O HUERES IR I e S v, #PITIEK 60% O REH HEE <

j/b 7'*: 27),35)

2% @7 —2 (1 X)

A IZ[MC] /S A X F o 10mglkg &% O 572 5 NS Img/kg BRI G- Liz& 2 A, &5
%2R E TICENENE G ED 10.7%.12.6% (A1 2 B RERS R IS, -85 B 74.3%,
79.8% AR 2 S RE N PRIt S Nz, Fho, HE I = — L EJE Lo A XIZ[PH]Y o
2B F v 02mgkg kNG Lo & 2 A, 5% 24 R £ TR G- & D 56.8% 24027 2 Kkt

REDMARTH ISP S 7 39,

2) BRRFEIR
2E W7 —2 (v k)

7 v MIMCIly o "2 F o2 nH&h L, #&51% 24 R E COEWZBE I =a— 1L &L
72D Z > O+ ZEEBNICEE Lic, BG4 48 Kl & TOMRHFICITR 58D 24.7%, R
121E 6.0%., FEHIZIE 63.6% DU RENHEME S v, FHRINERITH 31% Thotz, Y NAXTF
WEBIFPEERIC L D . BRI E D 2 & DRI Z Tz 40,
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VI. EMENREICEAY 51EE

(2) BEit 3R
1) BERE#ES5H
AHN D FEHHRR IR ITAT R CTH D & B 2 Hav, M A FBIEITAA] 2.5, 50 10 LT 20mg (4%
ME 64) #HERRAOKG L- L&, H51% 24 B £ COREDE K OTEMELEYE O B
JRABEER 3P 5D 0.34~0.42% K 0 0.20~0.35% & D TIRE TH - 72 39,

EWME DRSS 24 B E TORBRFBEME (%) ¥

5 &
B R T 2.5mg Smg 10mg 20mg
I EmE 0.37 0.42 0.34 0.41
TR EYE 0.20 0.30 0.29 0.35

( VL. 7. (1) 1) BRISEAL ) OES)

2) Bk 5
RN 4 41K 20mg 2 1 H 1Al 7 SRR NG Lz & & [HEWE O 24 K Z L DR
FEIR PSR ITNTIE — & CTHER L7z, E o 5% 48 Wil & TORFEME K OVEMERLEY
B O RRR PRI TR R 5B 027 LTV 0.25% T -7z 39,

AFI OGRS NI HER O RIZTROMEY Th 5,
WH, RNIET AN AZF o LT Smg 2 1 A 1 EREORGT 5, 2k, Filn, MR &0 B 5

723, LDL-2 L AT B — VEDEK T AR +3725613 1 H 20mg £ THETE 5,

8. FSVARR—42—IZEAT S1EH
AFNOEMF TH B4 — 772 FKIZ OATPIBl OETH 5 2,

9. EHHICLIBEE
AR L

0. REOWREHT2BE
DR L

11. ZDfh
RO EERR L
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VI. Z&4(EALOFEF) ICETHEE

EABTEEFDOER
EIN TN

2. BEEARELTOER
2. ZE (ROBHICEIEELEGEWNI L)

2.1 RHFIDO RS % LiBEUE OBEERE O & 5 B

2.2 WERIFEED H 5 BE [93.1 5]

2. 3R IR L CW D A REME D B D et R O i@ (9.5, 9.6 &1 ]

244 FTar—, Jatry—, R¥baF— THEFFENL, BT EN A LR,
ARy NEGAT HRAE G R OBRE [10.1 /]

(fifEsn) * (fiR#h) OF B ILE IR OEE BT

210 RANBEHIZ X D MBIEOFKBUTENTH 5203, MEUERA 2 L2 BE CIIHERGICEVHERT D
BENWRDH D,

22 ARFNIEICHFIRIC I W CTER T2 2 & ERANC L0 TR, HESOFEREREERALND Z
EEEEE L,

23 IV 6. (5) 4w KO IVI. 6. (6) #3lim) DHEESM

244 NTaF V=) IF b7 m— A P4503A4 (CYP3A4) ZiE< [HET S0, JFHIC X W ARFID
RIS D AREMEN B D, T2, FEHIC X ABHREIE RN R E SN TWAZ Enb, A b
Fary =B EROBREISERE L (VL 7. AEEH] OESBR) , 237V — L TiEpk
FANC & D RERUS RMBIE DA 1720 b DD, CYP3A4 & FHET 5 728D AH| & DA EAEH o "TReME
EEECTET, A hFary— L rREEICERE L, B, 223y — OB CEEESH
. FARORKANCBNTORAF EZEEDLE LTS, RPaty—iv (V737 4 0) 1%, 6F
I X0 REFIORBBIH SN D REMER S 5, £, PEFHIC LV 27 BHEREE L 2 £F 5 B
REIE N & Db < mb 2 b, Aratry—u (V747 4 0) 5P OBEIIEZRL
OBFHZ R E LTz, 2B, RYaty—in (V737 40) OFFIHRLTIE, KAl 222K OGEH
ML LT\, T FENL, X F LA EEITH HIVIETH Y | CYP3AL 2 [HET %,
I RAH Y MICYPIAFHERNC SN LEAITH 5,

3. BREXEHRICEET HEREEDEB
(V. 2. EESUIPRICHET H1EE] 22MTLH 2L

4. RERUVHAEICEEYT 5B L ETDEH
(V. 4. EROHEICEET IR 22HT52 L

5. ERGEFNIE L ENEE

8. EELEAMIEE

8.1H 5L L@ MIEIRFE DA TH 2 BFFIELITV., TITEEFIESC, SifE - BIEZORE
MAERBOY 27 757 7 X4 —OBEEL BB T5 2L,

8. 2 B G- IR & BRI L, WIS T A SRR b W& Ik 52 ik
THI L,

8. 3T, HBIEHEDIEREREENS LDLNDZ LN D, T2, FNIHFREBILELZ EBHHD
T, EHIICHSREEREZ OB 2 +oIciTH) 2 &, [11.1.3 2]

8. 4 M/ MR Hbid Z L ndh DO T, MIRMREEZEOBEL+HoIiTH> 2 L, [11.1.5 2]

(f#t)
8.1 BHFIIEITENREMIEDIGRICH T > TOHMTH Y . WlFMIERRAIC IS L EEFETH D,
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VII.

et (FERLDIES) ICEYSHEA

6.

Q) BHEEESRSE

REDERZRT IBEICHT IER

(1) SHHE - BEESFOHL8F

9.1 AHHE - BEERZFOHIESE
9.1.1 Z)a—)bEEE
AANIEICHIICB O TR S, EHT 20 CHESE 2B IS B8ZN00NH D,
9.1.2 BEBRMBENHOHONPOTVEDRENHIUTOESE
 FRRARBEREIR TE O RS
c BEEEORE (YA hue 7 4 —%) LT OFEEEOH % B
< HEEIME O FRFEE DR O & 5 BE
T a— L hERE
[11.1.1 & /]
9.1.3 EERENEXIZTOBEEOHDESE
HEAEF I E (IRAEL, 2H8) NEASUIFERTLIZENnH D, [11.1.8 M ]

(fiEsn)

9.1.1 7V a— )LHFERFIIFEELZEZ L TWDAEANRZNEBZ 65O T, EHMICATHEER
BEEITWVEEICEGTOLERD D,

9.13 ENANDTA KT 4 > CHRIEFHEEICB W THEREZ BT 534 £ LT HMG-CoA = tiE#A
PR (A2 F ) DiEdliah sz b, £2, AFFURA%RIC TEIEFEE (IR,
EHR) | BRIETEL LT OWENDH D Z EMbIBR LT, B, AZF UG5 TIE#%IC
[F U D A X F v IR E LTERIC, RN HR LI L OWMENRH 570 ER
THZL,

9.2 %*&ﬁbﬂﬁ%%%

9.2.1 BEEXIZOBEROHSESE
RS RARIE DM E B D% < NWEREREEAL AT HBETHY . Eo. BBEIRAEICE-> T
S BREE OB NRO LTV D,

9.2.2 BRERZEEEREEDHHEE
KL 7 77— NREREZ VAT H5EIIE, IBE LD E/RWE B SN 558104
PEAT 2L L, AFOBRGEIT 1I0mgHEZB RN &, 2% BHREE(L 2 £F 5 BREUH
BUENR & Db T V0, Rz G AT 2581213, EHMICEHERESEZE/R L, B
AR (FF AR, B o%H, CK EH-, PR ORP I A7 e ey BRI NCmE s LT
F = FREOBHBEOEAZRBOHATEDLICEEEZF LTS 2L, [1022H]

(fifeain) * () OFSILEFIRLOTE I

9.2.1 NG MAETAIERANC K DA A ARIE R BIB DL < NEEERETH Y . £7-. BEHBAREC
PEo TBHEENE(LT S 2 L3 5,

922 AR OWNRMN CETIZ T 4+ 77— FRIEA L DPFHIZIHB W T, AAI%Z 10mg/H % 2 TH &
T 5 & I AT —IHBEHRAIED ) A7 N ER T LRI NTWD Z b, R aHT
T2 BEIT TAFIOB G &I 10mg/B 222028 L LTW5D,

RYP T 7T — MUK O FEER T TIL. HMG-CoA & Tl HEILER & 7 4+ 77— FZREH O OF
I £ 2 U5 AARIE O R BUCEI L €, BHEEICRENRO LN HEIC) A7 DNEE D Ll
INTW5D,
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VII.

et (FERLDIES) ICEYSHEA

Q) FeEEERE

9.3 FrikRElEE RS

9.3 1 EELHEEDHLESE
TG L2 &y AFNTEITAFIIC SO TRE S ERT 2 O TIFEE 2 8L S8 2 BT hds
b, [22ZM]

9.3.2 HEEXRZZTOBEIENHSEE (EELHEZTOHHLEBEEZRC)
AANZ I D TR# S, ERT 20 THIEEZE(LSE BTN H 5,

(f#t)
9.3.2 fFFEFE Z i Z L TV % B XIS OBEERE O &H % 8 TIXE WA AT sEm A 217V VE
HICRGTOLEND D,

4) ETEREEHT 5E
FRE STV R0

(5) 1w

9.5 1F4%
B0 XATIEHR L C WA RTREMED & B EICIF R G- L2 &, 7y R TU U ARRZ T U OiEHE
Rt GF—7 073 RK) J OB o> HMG-CoA 18 Tl 32 PR EH 0 K &% 5- TRV OB & 57 7%
NPEEN TS, [235H]
(figEsn)
ARENTIEAF T 2 AR 72 < | IEIRF OB GICET 2 REMERHEL SN TN RN & B
THRIBIZBITT A ZERHESNTEY ¥, BiZa L AT e —a L AT a—/LnbLEmREN5
AT A RHRNLEVREFBROBEIIEINHEDOL D TH D Z LB TR L TV 5 A EE
HOH DL~ 25a L L,

(6) RALIR

9.6 2R
BHLR2NWZ L, Ty FTHINF~OBITHABE STV D, [232H]]

(fEsn)
AR IR D ARRER 2 72 < . FETHH T ~BITT D Z 2B HESINTEY 7, B
Wt 23 LR, ARORBIZa L 2T 0 — LKA N VORIV EATHDH EE X
LD, BIHPOLME~DOEGIFEZRTH D, B, Rz ETRET A EAEFFELE P IET
A&,

7)) INRE

9.7 MR
NG & LTz R RARBR 1320 L TV 72wy,

(f#t)
AFNTNRFIS T DR D 72 < L LRV L T 72wy,

8) ElnE

9.8 SErE
WETHREEEETHIZ L, RICEEBENMETLTWS, £72, BB RAEENH &b
TN EORERDH D, [11.1.1 K]
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. 2t FERLOFES) (CEY 5IER
(L)
AENOEHAZ XD | @l CTRICRIEH OBBUBEE N E < 25 L OMEITBIIEE TO L Z AW,
RIS E S E T AEHBENMET L TWD 2 Enb, EEAMmEds 2L L,
7. ¥HE#%EH
10. #HEERA
AANT, EICHCHEERE T ~ 7 10— 4 P4503A4 (CYP3A4) 12X D E &b, AFNOTEMEH
W THHA—T T ¥ RIKIL OATPIBI ORHTH H 9, H/o, AANIAMMVEE R (BCRP)
DHETHD P,
) BtHZEE EEDER
10.1 FAZE BFRALAZWI L)
A % B RAEIR « i 715 By - falRR 1
A TaFy—n BB REEALE | 25 OFANL CYP3A4 ZTH
A hU V=1 PE D BRSO BUARIE DS | L. AFN ORI IH S
SafY—; H BT, Do
7ul—F
R atFy—
JI7Y%T7 4
[2.4 0]
T7EAYPFFENL R ARIE 2 & T | 20D OFEANL CYP3A4 ZH
LAT B Y IANRFHEOEE | FEL, AFOMRFBIMH S
P XF LA ILERE REMERANE X 28 | 5,
A7 —8 EFENRDH D,
IV VAX Yy NEEGHT HEA
FURA
A=
Y —H
[2.4 B
(fiF7L)

A N7 ary—nEDOMAEEN 5% WHT—X
70 DB BAEH O B, 34EM., VN AEZF U 40mg/H, YO RRY . AFALT L R=Y
ny, =y FI77YV N FJUXRL XX TRTY =R IRTH
7=h. CK (CPK) fEIXIER CHIEIR S 72hoTe, 7T T U THEBEYYEICH LA N T a) Y —
L 200mg/HEBEGH L, A 72y — X 5RO EBLZER LTI/ rAR) v okha
BRSO Lz, A N7 3y — b 2l %, BREERIKTORD AL D Lo/ b &
W2 T 52 EbREETHST, A N T7a Y= YRR ETF Y ST LOEREEH
1B U723 B3 K F 2L L, CK (CPK) fifi% 14,000 IU/mL % T EF L7-%. 10 H CIE
IR T, M bREY ., 2 EMEAITARE L 22 D IERIIEIE Lz,
FURA Y, FLVavy s x, AV —HFEOMHENEMN
FHEROHMTFRE OBAMEEZKY, ab v A Xy b EEGHETIRAONRERRTHD [F R
A4¥, Tvrvavyv s A vAY—HF] ZERLT,
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VII.

et (FERLDIES) ICEYSHEA

Q) HREE L EDER

10.2 ftAEE

(ftRICEET S L)

AN

EAER - FFE Tk

BFF - fERRIA T

7= U VR PUEEEA
A IV B Ry NN

PrEEMmAE R 239 2B 5,

7=V R buEEA = O T 5%
a N = N = R el (= s St
— L E R o BE2FG T2 2 L,

B P

7 47T — FRIEA
NPT 4 TT— M E
[9.22 B /]

B — )

IR ARY

S 72 R B RE AL & 1 O AR A
FEREN & & oL d v, I E2LE
LT DHGAEICIE, ARlOR S &EIX
10mg/H #2722 &, HREIEIR
(P9 A1) D3EHL, CK 5,
mMPERRFIA T v e BRI
N7 V7 F = EREO
BREDOTEA ZROT-HAITEDIC
BhHAEHRIETDZ L,

T B D FRAN b B AR E
WEIHITWD,

FEBRIAT- - BHEEEIC BT D BRR
BAMEICSETE RO 65 85

BBEEO H D BEITITRICE
BEIbz L,

v ARY it CYP3AS %
FHEE L BFHIC L 0 AFI O
NIl S s BENRZH D, v
7 v AR Y D OATPIBI [H5E
ERIZ XY KA OA—T2 T
¥ RIROFFEL Y A B 23 i) &
o, Mg EEN LR 58%
b5, BEEOD DB
TR EET D 2 L,

i) B G w R SNV VS
7o)z~ A v
HIV 7'r 77 —EBHF
Al

SO 7 B RS RE FEAL & £ O BB At
EIEN & B oL T VW, HRIAER
(P9 i) DR EL, CK L5
M ENRF I A7 e vy B

B DAL CYP3A4 % [H.
=L O L0 KB O
milsns2BETnnd 5, B
EDHDHBREIIIRFICERT

U M ELVE RNZyE 7 v 7 F = FRHEOR | 52 &,

—aFUm HREDEAZZEDT-EAEITELIC | BEEDH D BRFITITREICE
BehZ2HIE+ 52 L, BEthzZ L,

TT7yEL LY PERICEZ D AFOMIEFERENME | =77 L2 YD CYP3AL 5
TLIZEOHENRD D, HAEAIC L0 RKH o2

EINDIBENLD D,

TIFHa PRI X W AFID AUC B EH L. | #EFARH

V=Rl =g BEBCHD bR AE XX 2 AN F— e

~NZT NI )b XHBENDED D,

CNVFTE A NVFTELIZLEY CYP3A4

2T D ARFN O ARG A ] =
NLEBLNDBH D,

T —TIN—=
— 2

BERIC X v AFlo AUC BN EF- L7
EOWENDDH, AFNOEGHILT
L—7 70— a— Z0EBRIT
WETDZ L,

TV —F T N— Y 2 — T
CYP3A4 % BHE L, &K DR
NS HBZNRH D D),

T F L

INET 2 AH >k

OF AT & 0 AFH o i 8 v B2 A8 B
ATLHBENDD D,

75 L E NS D
CYP3A } ) BCRP #fHET 5,

INZT 2 A Sy 3 BCRP %[l
,E;E:j—éo

Al N A

BER L7288 CK 28 53 % mTgerE
BHDHZ ML, T <A B
Gz ARBIOREEZZBETHZ &,

HeFF A

36




VII.

et (FERLDIES) ICEYSHEA

(fiEsn)

DORRKRYVEDHEEER

2% WHNT— 4

58 7%, BVE, OIEBMEE S 7 v AR Y 390mg/H 13 G- S TEH Y, b MEBMEma L AT 17—
NMIJEIZXH L Talb AF T It a b AFR—ARNEEIN Tz, DIEBENS 1.5 00 EfkiE
L7, A EZ S A ZF v Q0mg/H) ICEE LTz, OO, 7HF47) v, 7
L R=ynoy, J=FTV0, IV UL, =72V Thotz, VUNRNRARZFUORE LG L
TAWABIZ, =72V E=INTVENIER L, Y URNAREFUERB LTS » AR%RICH
JWEFZ, TOIERIFTELL T oz, FAOREDIK FIXA bR 72h, CK (CPK) fE A5
WIZEWZD, AR ENTZ, /-, IS4V VRIEEREIBAE (LT F=v kR
MRD BNz, T NRAZF o OMFLV~IVIE, F&& 50 30 Ffil# T 10ng/mL Th o7,
NRARF e EZPIET 5 LI A Ttk Lz, £/, CK (CPK) EIXEFIL, 7 1
TF = UMEB T LTz 49,

I)RARA L EDHEEER

2% W7 —

MEVELEIT —EEHZ o 24— "=k, RADREEIC1S5g/Ho) 2a~A, i 7F o7k
Rz 2 HREEEG L, 2 HHIZ 40mg/H DY U R AL F U AR OFRG LBOMET DY R AL F
V. VURREF L DF =TTV RIE, ) Ra~ A VDR A 24 BRI £ CHRIE LTz,
TV AR TUNE, VN RAET U OREMIERE (Cnx) % 341 EHSH, 0~24 K2 £ T
DIIFL > RAZ T D AUC (0~24) % 62 fFHE RSz, =V Au<wAf TV Uidv iy RAZ T
DHA—=T"2T 2 FIED Cux & S5 LEFEH, AUC (0~24) % 39K I,

BlER

11. Bl¥EE
WOBIWERNH 5D Z ENHDHDT, BEL DTV, RENBD NG EIITERE %
k9572 ClE B A2 T Z L,
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. 2t FERLOFES) (CEY 5IER
1) EXLEIER & MEER
1.1 EXLEIEA
1111 EEsEHMEEE. A4/ 3F— (WFR L EEER)
PR . ik, CK E&- i R ORI 427 m v B2 R & ARG B IE S & & b
N, T TREBBESORERERBEENL LN Z 085, /-, IA4/3F—N»
bobhbdZ ENHDHDOT, INERFHAN., MATESCENZR CK ERZ2EICEET S Z L,
[9.1.2, 9.8 %]
11.1.2 RENEMERME I A/8F— HEELRH)
WAL S, CK i, RIEZFED 2RO RMEDOEESE . T HMG-CoA & tl:3% (HMGCR) Hifk
A 2 I & D S0 M AEMEEESENE S A F — 0 b bh, BEPIEE b EH§ 5 008 s
ENTVWDHDT, BEDIRREZ T3ICBIET D2 L, B, GEMHARREG L 0 ekEN RS
Nz OREFLH 5,
11.1.3 FF#. FFHaefEE. FE (Wb HER)
FNCHFARRICEDLZ 0D D, [83 ]
11.1. 4 RIgMHRESE (BEER)
PURE DERSIRR, L OFUK - MIEREOKREIEE, &2 WIIH K N EO R EREENH 5 b
NHZENRNH D,
11.1.5 /R (0.2%)
(8.4 &]
11.1.6 BBUEIEE (BHEARH)
Jo— T ARIEWERE, RS 2 & R EUE RS S ST b,
11.1.7 FEMEM% (0.07%)
FEHifGCThoTh, FE ik, PERREE, Mods X AR E N DG a3 &5 24
1EL, RIBRERLVE CAIORGEOMEY 2AEZITH Z &,
11.1.8 EEMBENAE BEE R
EIEA S E (IRGA, 258 NEXIET2Z2 20855, [9.1.3 58]
(2) T DD EIER
11.2 ZOOEIER
1%L 1 1% A5t A
TH{bas HEm ., WRA, TRM-, L | R, SHIBAUR. ER
HIEARR, B R, {H
Bk, NETOREZRGRS, DN
JF gk AST k5. ALT F5-. LDH | Al-P F5H.. ey e
5. y-GTP L5 8 R 5-
B & ZOFE, BB, FMIE, B | R, ROV
£, FLBE
i A CK B, SA7uvry bq | HRE. Rt
1% F i Rk s 2 1f1
FE . OEV., LU IR, FB AR REREE (FLl&
R R P, JRELE) L #o o
Z DAth, ERUE, BUN E& &, | O e, SR, 0ie, B
BEEI . 1E T, fdm, ok | i, 8B
T PhE A4, HbAlc
A fkEE EA LT A B
AFa KT
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VII.

et (FERLDIES) ICEYSHEA

S EEAIEIERRBEEER VBRRREBRE K

1) BIER. BRERREEEEOHE

RagwsoRy, | SR | Ao | UGS
145 2.5~ 10mg DRE FREIRRER | L e a
A [IZIVARE=EN
A e A 122 968 108 106* 1,297
FRASEBIEL 1,002 8,123 531 764 10,420
BIVE %5 DR BURE B3k 192 219 120 40 571
BIVE &5 0 S8 B3 310 299 222 52 883
BIE % DI BUERFI R 20.26% 2.70% 22.60% 5.24% 5.48%
2) RBEHH—F
o b A5 HH Pt
ey | v | Y| wcwes |
TLIRSER HOBH R & s B a5t
2.5~10mg/H o o S
(FH =)
B BIVEFH O fEY BIVEA ORENFBES] () %
Mgt Lt R E 2(0.20) 0 0 0 2(0.02)
U U RREEE | Al 0 2(0.02) 0 2(0.26) 4(0.04)
KRB LT T V3 — VAR 0 1(0.01) 0 0 1(0.01)
REMEE BRI IR 2(0.20) 3(0.04) 0 5(0.05)
AR pEiE 0 0 0 1(0.13) 1(0.01)
AR A ISE 0 0 0 1(0.13) 1(0.01)
BRI 0 1(0.01) 0 0 1(0.01)
FE R U B Rk 1(0.10) 0 0 0 1(0.01)
RHRSE 0 1(0.01) 0 0 1(0.01)
PR TR B E iRy 0 0 1(0.19) 0 1(0.01)
S 1(0.10) 1(0.01) 2(0.38) 0 4(0.04)
SR 0 0 1(0.19) 0 1 (0.01)
A 0 1(0.01) 0 0 1(0.01)
U 0 1(0.01) 0 0 1(0.01)
B 2(0.20) 0 1(0.19) 0 3(0.03)
[ 0 1(0.01) 0 0 1(0.01)
BV 1(0.10) 6 (0.07) 2(0.38) 0 9 (0.09)
D F 1(0.10) 3(0.04) 1(0.19) 0 5 (0.05)
R 0 0 1(0.19) 0 1 (0.01)
R Elgl 0 0 1(0.19) 0 1(0.01)
EBSHGE) [ElfEE D F 0 1(0.01) 0 0 1(0.01)
PR I g 0 1(0.01) 0 0 1(0.01)
LM TEENR 0 0 0 1(0.13) 1(0.01)
1 5 IETY 2(0.20) 0 0 0 2 (0.02)
MR, MRt | NHERRZ )R 0 1(0.01) 0 0 1(0.01)
FOMERRRE S | B 0 0 1(0.19) 0 1 (0.01)
RV P e iR 0 0 1(0.19) 0 1(0.01)
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VII.

et (FERLDIES) ICEYSHEA

s gt A5 FH
Ty | wonsg | REUEY | mcwes |
TLIRSER HORF R & Sk BE &t
2.5~10mg/H e vy ey )”

B BIVER o™ BIVEAH ORERIFBUES] (80 %

E e BLY 1(0.10) 0 0 0 1(0.01)
G 2(0.20) 7 (0.09) 1(0.19) 0 10 (0.10)
Gl 0 1 (0.01) 0 0 1 (0.01)
Gl 1(0.10) 0 0 0 1(0.01)
GRS 0 1 (0.01) 0 0 1(0.01)
ERNSES 1(0.10) 5 (0.06) 1(0.19) 0 7 (0.07)
T 3(0.30) 5(0.06) 2(0.38) 1(0.13) 11 (0.11)
537 0 0 0 2(0.26) 2 (0.02)
A EP AP 1(0.10) 1(0.01) 0 0 2(0.02)
RlaES 0 2(0.02) 1(0.19) 0 3 (0.03)
N R 1(0.10) 0 0 0 1(0.01)
o PR 0 0 1(0.19) 0 1 (0.01)
Rt 0 0 1(0.19) 0 1 (0.01)
LB B EE 0 0 1(0.19) 0 1(0.01)
HIERE 3(0.30) 2 (0.02) 1(0.19) 0 6 (0.06)
- REEIR 4(0.40) 2(0.02) 2(0.38) 0 8 (0.08)
DA PR 0 1 (0.01) 0 0 1 (0.01)
R 0 1(0.01) 0 0 1(0.01)
R 0 0 1(0.19) 0 1(0.01)
& 3(0.30) 1 (0.01) 0 0 4 (0.04)
HE B A P 1(0.10) 1(0.01) 1(0.19) 0 3 (0.03)
HE EB i 0 1(0.01) 1(0.19) 0 2 (0.02)
R 1 (0.10) 2 (0.02) 4(0.75) 0 7 (0.07)
& i 2 (0.20) 1 (0.01) 0 1(0.13) 4 (0.04)

JIEERREE | HFHRe R 0 21 (0.26) 0 6(0.79) 27 (0.26)
R 0 0 0 1(0.13) 1(0.01)
& E UL v MmE 0 1(0.01) 0 0 1(0.01)

BEB LW % ) FENE 4 (0.40) 9 (0.11) 3 (0.56) 0 16 (0.15)

B TAAMIRE | s R 0 1(0.01) 0 0 1(0.01)
FLBE 2 (0.20) 1(0.01) 0 0 3(0.03)
% 0 0 1(0.19) 0 1(0.01)
SHVEE O FEE 0 0 0 1(0.13) 1 (0.01)
Jii B 0 0 1(0.19) 0 1(0.01)
W5 1 (0.10) 3(0.04) 3 (0.56) 1(0.13) 8 (0.08)
ERLA 1(0.10) 0 0 0 1(0.01)
AR 1(0.10) 1(0.01) 0 0 2(0.02)
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VII.

et (FERLDIES) ICEYSHEA

= N = N '@Eﬂgjﬁ‘z%ﬁgﬁ
Ty | wonsg | REUEY | mcwes |
TIRER HOBIH WIL & e &l
25~10mg/H o HRRB | e
[IZIVARN=:N
B BIVER o™ BIVER ORERIFEESN () F%
BERRRE | 34T — 0 0 0 1(0.13) 1 (0.01)
[0 ey ek 4 B Rl R 0 1 (0.01) 0 0 1 (0.01)
it A S AR 1 (0.10) 0 0 0 1 (0.01)
BAHR 1 (0.10) 1(0.01) 2(0.38) 0 4 (0.04)
5 R A 0 0 1(0.19) 0 1(0.01)
B A AN R 1(0.10) 0 0 0 1(0.01)
iR 0 5 (0.06) 7(1.32) 2(0.26) 14 (0.13)
R T 0 1(0.01) 0 1(0.01)
A 0 0 1(0.19) 0 1(0.01)
ik 4 3 (0.30) 0 1(0.19) 0 4 (0.04)
Egé% e R 0 0 0 1(0.13) 1 (0.01)
EARB LY | AREE 1(0.10) 0 0 0 1(0.01)
LM AL 1 (0.10) 0 0 0 1(0.01)
L EE FLE 0 1(0.01) 0 0 1(0.01)
BLIW AR A 2 (0.20) 1 (0.01) 0 0 3(0.03)
5 JRPTRERE | v 1(0.10) 2 (0.02) 2(0.38) 0 5 (0.05)
5 T 2 (0.20) 6 (0.07) 6 (1.13) 3(0.39) 17 (0.16)
=R2) 0 1 (0.01) 0 0 1 (0.01)
FEBA 0 2 (0.02) 0 0 2 (0.02)
AN 0 1(0.01) 0 0 1(0.01)
I 0 0 3 (0.56) 0 3(0.03)
A E 1(0.10) 0 2(0.38) 1(0.13) 4(0.04)
3L 0 1(0.01) 0 0 1(0.01)
i AR AR AT Y-IIVHEIN KT A
D = 5B 15 (1.50) 15 (0.18) 15 (2.82) 2(0.26) 47 (0.45)
TANRTGE BT I b
527w PRI 27 (2.69) 22 (0.27) 11 (2.07) 1(0.13) 61 (0.59)
7;; ;:3 f Jg i% JJE 7| 313.09 30 (0.37) 16 (3.01) 2(0.26) 79 (0.76)
TINTIv a7y
e 1 (0.10) 0 0 0 1 (0.01)
N7 UAT IF—E ER 0 1 (0.01) 0 0 1 (0.01)
~< h7 Uy N 2 (0.20) 2(0.02) 3 (0.56) 0 7 (0.07)
~ES B U 3 (0.30) 2(0.02) 3 (0.56) 0 8 (0.08)
NT RS RERR AT 5% 0 2 (0.02) 0 0 2(0.02)
IJE 5 0 0 1(0.19) 0 1(0.01)

41




VII.

et (FERLDIES) ICEYSHEA

s gt A5 FH
Ty | wonsg | REUEY | mcwes |
tUAELIA HORF R = Sk BE &t
25~10mg/H o HRRB | e
wEOE BIVEH OFEEY BIVEAH ORERIFBUES] (80 %
AR A M R 0 0 1(0.19) 1(0.13) 2 (0.02)
(RIS —= O | i/ MRE N 0 1(0.01) 0 0 1(0.01)

ot RS

i) %f;’gﬁ; IwAZ 7 12 (1.20) 9 (0.11) 1(0.19) 1(0.13) 23 (0.22)
G D IRN %% 1(0.10) 0 0 0 1(0.01)
M U o A H 3 (0.30) 1(0.01) 0 0 4 (0.04)
v w7 Mg 1 (0.10) 0 2(0.38) 0 3(0.03)
7 vy F = 2 (0.20) 0 2(0.38) 2(0.26) 6 (0.06)
f&jz;g;;“hx N 4.19) 65 (0.80) 26 (4.90) 11 (1.44) 144(1.38)
M = VF S — L 0 0 1(0.19) 0 1(0.01)
A = V- — VBN 0 0 1(0.19) 0 1(0.01)
M7 2 k27w @b 0 0 10 (1.88) 0 10 (0.10)
MAF 2 -2 b a HEN 0 0 1(0.19) 0 1(0.01)
MmUY v LaEs 0 0 1(0.19) 0 1(0.01)
e UL e s 1(0.10) 0 0 0 1(0.01)
i eV Le 1 (0.10) 3(0.04) 4(0.75) 0 8 (0.08)
L7 Ko b 4 (0.40) 0 2(0.38) 0 6 (0.06)
2 27 a e 0 0 20 (3.77) 2 (0.26) 22(0.21)
i HPELEEDLKSEREREEN | 39 (3.89) 19 (0.23) 16 (3.01) 2 (0.26) 76 (0.73)
1. A RN 2 (0.20) 2(0.02) 4(0.75) 0 8 (0.08)
1A PR AN 10 (1.00) 2(0.02) 3 (0.56) 0 15 (0.14)
U B ER S 0 7 (0.70) 0 1(0.19) 0 8 (0.08)
U P ER B 1(0.10) 0 0 0 1(0.01)
PSR 30 (2.99) 0 4 (0.75) 0 34(0.33)
AR EREE D 2 (0.20) 2 (0.02) 3 (0.56) 0 7 (0.07)
R H D 1(0.10) 0 0 0 1(0.01)
R HE D 0 0 1(0.19) 0 1(0.01)
BEERECEN 1(0.10) 0 2(0.38) 0 3(0.03)
B — L ARBRHE 6 (0.60) 0 0 0 6 (0.06)
SRR 25 1(0.10) 0 0 0 1(0.01)
PR R I B 0 0 1(0.19) 0 1(0.01)
SR AR 0 0 2(0.38) 1(0.13) 3(0.03)
SR i SRS 0 0 1(0.19) 0 1(0.01)
I I ER s 1(0.10) 1(0.01) 0 0 2 (0.02)
H i ER 0 1(0.10) 2(0.02) 0 1(0.13) 4 (0.04)
WERT BRI 0 3 (0.30) 0 0 0 3 (0.03)

*: MRS

) BIVEA OFEREIEX MedDRA  (verl1.0) % fEH
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VI. Rt (FERALOZES) (CBYSI1EE

OERERE, AHHE. EEERVFHOARFERIIOBMEARTRIEE
{5 RGRE AAE 8,123 B 381 % A 15 5l O BIVE I S8 SIS O P +9

" I EFH B
pmENE FED _ — i
ik P e T e | e () =
5 2,910 79 118 2.71
l |
e e 5,213 139 180 2.67 N.S.
~39 7% 364 14 19 3.85
AR fin I ~64 7% 4,690 130 179 2.77 N.S.
=65 % 3,069 74 100 241
=g e 7,962 215 294 2.70
{55 FHEE FR 1) FH 143 3 4 2.10 N.S.
Z DAt 18 0 0 0.00
o ~5mg 7,496 203 281 2.71
=Bl
1 B 5 RA >5mg 627 15 17 2.39 N-S.
~ 250mg 8,123 87 129 1.07
~ 500mg 7,978 55 75 0.69 » "
7N =, ’ . SE! i?% f
ot acn vl ~1000mg 6,543 48 60 0.73 ﬁ%ggi{zgﬁ*%
~2000mg 2,921 24 30 0.82
>2000mg 928 4 4 0.43
~1%H 8,123 65 89 0.80
~3 %A 8,038 71 108 0.88
, b G 1} B
o FA A D ) ~6 % f 7,290 51 65 0.70 ﬂ%ggﬁgﬁ@
~1 4 3,158 27 32 0.85
>] 4E 937 4 4 0.43
e 2L 2,719 71 90 2.61
D] N.S.
G HY 5,404 147 208 2.72 S
L 2,482 52 63 2.10
A0 ’ P<0.05
A DHE Ho 5,641 166 235 2.94
L 7,811 207 284 2.65
s > N.S.
sl Y 312 1 14 3.53 S
L 7,566 194 255 2.56
;m—%‘;_» > P<0.05
s HY 557 24 43 431
. 2L 7,924 206 280 2.60
L L — R i <0.
i HY 199 12 18 6.03 P<0.01
= it 8,123 218 298 2.68

N.S. : not significant (P=0.05)

9. BERBRERRICRIZTTEE
BRE I LTV

10. BERE
B STV

— XA 7o E A T L. ITERBIC DWW TR T 5 2 &,

(%)

PDR (Physician's Desk Reference) 59 Edition 2005 412 LA F OREHEi H 5,
VUNAGZTFATBWTEFIOBERGORENH Y . KRR EZ 3.6g ThHho7c, BTORERIC
BWTHRBIEILRD HTEIE LT,
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11. BREDZIE

14 BREDIEE

14.1 EFIRZFEEDTE
PTP @l2EDFEAIX PTP O — F 22V ML CRAT D L 258352 &, PTP v — FOREAKIZ K
0, OB RN B EREA~RIA L, I3 2B 2 L CHERRAAR SO EE RS IHEE IR
LT ENDD,

(fiFaL)

PTP SBEOIEA| OFEMEA ML ENOEER— RN FETHDH-H, RAZZFOEEZRLHTHIZ &

L L7,

12. TOMDFE
(1) BEERERAICE D  1E#H

15.1 BEEERERICE D 1EHR
HEIMZ BT, AF % 5T HMG-CoA iRt R I ER B 5 O EF TId, FERBRIEO Y 27
MEDST- EDOWENDH S,

Q) ERERARICE D 15
BRE I LTV
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X. JERRPRERERICREI HTHE

1.

FRERSIER
(1) FEFEEHAER
(VI BEIEFRICEE T 2IEH | OESMH
Q) R

A RNTA—F T v K Smgkg/H2HELZE X bF/ @ MIEIE FA R 5L

I, YRR ZTFURBEDOF =T T 2 FRIT T OV H AR R, FRRESR. THIEER,

fig7e SIZZEW 72

1) HIRAERIC

B G- R 120 T2 ¥,

Ry EE

T

AERIA H EubZkia Beh (mg/kg) K OPEHREE BRI
UNRAEF 03, 10, 30
— AR TR | =TT N30 —ER IR L
<R 0>
UNAEF 3,10, 30 B Strychnine K& Y
FUKREEN ~A | =TT RIE 30 Pentylenetetrazol
<> | BRI TR L
SUNRZEF L 3, 10, 30 HoEl L, k5 T
MERRIERVER | 72y b | =72 TV RE:30 thiamylal 7% & MEIR RFfE] (2
<PEO> | R L
SUNRZEZF 3, 10, 30
IR Ty b | FA—=FrT TR 30 EB RIS L
<f& >
UNRAEF 03, 10, 30 I .
0 VR | =TT R 30 gi& ,i;‘f;thﬁlg
<> +
UNRZAEF 30 ATSABERCE . WERS . Rk
Jilkgsd THX | =TT RR 30 ., PR N ERATEPAM B 1T
<fEO> | BHIEELR L
UNRAEFL 3, 10, 30 e
H 6 ) & Ty bk | A=T T RE 30 Eﬁ@@]g‘
¥ Ef%fcﬁ L/
<>
VUNRABEF 30 EREIEIE s S Ul ]
SMEEBEESS | Ty b | A= TV RIK 30 BEROSH, 3w 7 ¥ 1Al
<BEO> | WER|IZEER L
2) MR, BIRFBRICRIFTEE
HERIE H )l B8 (mg/kg) MOBEHREE R R
LIRS 2.5mg ’Caﬂiﬂfcﬁ L
JiiINER e s e . Smg T O 1 AKX
B A X F—=T T RK 25,0 5 <ERMN> T b RO
DA%
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3) BEMBERICRITTEE

MREREAE | T > b

F—F T NIK 30

ABRTE H g FE Pe 55 (mg/kg) M O G2 #% R AR A
B . — Ty Rk ~ , & e |
s L o4 ﬁ-7/7/h¢.011wégll [E105 D F F BB B e
invitro> | L
P~ VUNALF 30 <+ ZHRBN> 3mg §FIRA R 5T
\ﬁ@’”"g THE | AT TR 05, 1.3 <EHIRI> | 6 Bl 1 Flich AN —
= 30 <+ B> | BMO B ESING
IR P F =TT FIE 2, 6<ERIRP> 6mg CIB D ILAfE Bl
4) HIELBRIZRIZTEHE
ABRIE H R P (mg/kg) M OGRS R
SUNZAEF L 3010, 30 L 7y B i 3 L B
P w2 | FeFT s KK - 30 g;ﬁsmm*%ﬂéﬁbauﬁv
<R 0> *
UNRAETF L 3,10, 30 B e, HiK pH, M
SR ERRIA Tk | =TT R 30 B, MRERPEH BT
<®ro>| L
5 Zhith
BRTE H 4 FE P58 (mg/kg) MO HREH R R
e L | TR ETF 030100 30 carrageenin % J& /& BV
PLRAEEH Z vl <BEO> | lTREL L
TUNRAZF L 10, 30
<& O> | RBEE RN X D HE

JE A SR PO S 5 2 7 L

<t fREHN>
[ B | AT T UREL 2505 EQIVSUSI(RIN
FPURRHEN | 2 ¢ < AIRS<BP> | IRIRRRRAER 22 L
7wk et 1 a7 —47 U EHE ADP R
i A =TT KK 1~100uM e e |
AR | M e T
i F =77 KK 1~100uM ADP Bt 75 % R U
EHEIC B L
(3) F DD IEEEER
MR L
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X. JERRREERICEIY S1RE

2.

=R
(1) B E1# 5 H 1R
LDsp (mg/kg) 0
e ~ U A 7 v b
¢ 50 Jii3 i I i
% M 3,000 4,411 4,438 >5,000

—IER E LT A, Ty N ELICEHER CIREMEOMRD A LN, Tz TR LTI
TITHPE R 2 ER Bl S s, ETIFEGZE A NS 10 ALLEIZhic o TOREBILEMIZHE
S, AFPNCE T 2 REIT, ~ 7V ATIEEELGEET 14 BREIZDOZ D IHBASNTZR, T v b
TIHEGZFICEAD LA TH 15 BRICIIEG HOERE L F%EH 50 IixZ2h % BB EER
B BT,

HRTIE, v U A, 7y bEBICEMHERTRTE SMEO Bl OIEEDS, BRI A
BIE., BHIAIE CREE FYZME R E3RD bz, 2, v 7 AR THITIEAFOER & Mg ks
B AU B L VR IT AR D BEBE & 22 Jafb 358 6D B 7= 50,

() RIEHEESERAR
1) BSMEH

Z v b1, 5, 30 KUY 180mg/kg/H % 3 » HfR 5 L7238k CTld, Smgkg/H UL EOH &R TR
ALY, 30mg/kg/ B LA EOHERETHIE b7 v A7 I S —BEOBRAEMERT KO
AT ARSI O JEE A3 FR BTz, ﬁ%%®lﬂM%@HﬁTﬁt%ﬁ%ﬁbk&ﬁ\
R 80 THEEE D ITAIGERIE, B A SN B S Lz,

oL 20 10 RO 25mg/kg/ H A 12 B[ # G U723 BRICEH W T, e 5B L 723k iE A o
iz ot=,

2) 1gMEn

Z v b1, 5, 25mg/kg/H % 53 RO &G L7-aBRClX, Smgkg/ H LA B &/ Tl E S
JEOREE DS, F 7= FRIFEOME T &K ORI O B &I B Sz oY,

A X 10, 30, 90mg/kg/H % 28 AR 5 LR L2, 10, S0mg/ke/ H % 105 JE % 1
FeH L2 B Cix2 2 30mg/kg/ H & OF 2mg/kg/ H LA Lo & T B2 b
EEDRWINE N7 AT I —EB0—@E0 ERBREO b, FnEnOkE &
FETH 2 90mg/kg/ A HEM O 50mg/kg/ A H#E (e BRI & DO ZZ 4L 450 5% O 250 £i5)
TIRE ORI, B E O K O O BNFED RO b,

) Bi=HHHAER
EERMEHAR
AT 2 O 18 IR 2R A A BR . BE I L O~ » A B BEIE 2 O 7o e iR L s sl 1T s D O
BFME 2 R 3T RISGER O B o 7z,

4) DA RSB
~ DA 1, 5, KO 25mg/kg/H % 92 MR OG- L7 ilBR Tl 5 & B 0 & 5 5 DR A 1158
O LIRS T,
v k1,5, &@%myga%leﬁﬁu&ﬁbkﬁ%@\%m@@Hﬁ@mmﬁﬁ%ﬁ%%
ENHEICGRDONT-DHRTH T,
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) EERESHHER

T b AEERAT R ORI 1~25mg/kg/ A 2 # A &G L7 RIS W T, MERET » b O%IHEE
X 2 A FEMITRD Sz no> 7252,
SREARMNC 6.25~40mg/kg/ H Z /& N4 5 L1=5A . 25mg/kg/ B UL EORETIEIE R OER
(KEDOBE LD NI DI EATTEAEIEEER O Higino Tz 9,
JEPER R O FLINC 6.25~25mg/kg/ A 2 # O 4% 5 L= 5A . BEVRORE, 37E, 178 & OV
JEREICA H R BITRD bR o 72 39,

U SR E AN 2.5~ 10mg/kg/ H 2 D% G- L7z & & IREME R OB IEIL A Do 7 9,

BB, VUNRAEF DA —T TV KK 60mg/kg/ B & UM > HMG-CoA & TTlEE L EHR O K%
Fv MIRRO#EE Lz L&, RIBOFKGEABILZ SN, ZND0aFIE, AN U BOFFHE
HIZX0BhIE - B SN2 2 &5, HMG-CoA 3% e 58 P A O b S VF S P |2 B B2 B 5
HHDEZEZ LN,

(6) RIS AR
gk L

(7) T DO RSN
PR ER
YUALENEY b VN RZFUORARGIIREREA RS T, £, BAFEMMICR LT
FIFEMZ2 R S 720y T2 39,
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11.

RHIX S

A . URANREES, 10, 20 : LHFEEHES (FEE : EEZEOMFZICIVHERTHZ &)

AT

FRRAMA
AR - 347

VUNRAEF L (ARIKE)

BERETORE

SR RAF

WFEWEDEE

BARWANA

20. MWL EDFEE
BREMR IR 2R ThRFT 2 2 &,

BEM T EM
KFVDOLBY : HY
R—R5 - RIRE

Fl—pm3e - 7p L
[Fh3 : HMG-CoA B TCEHEEK (FINRNRAZF U F MY UL, TANRREZFUF R T A T B
JWIRABF U I TN EHENRAEF LT A, B ANRAEF T v LK)

EfRELEFEAR
198844 H 6 H
HERTRBFEAARVERREES, EMEENSFEAR. REHBERR
oe4 TERFE AR A B HKRE FEAMFEHENGRAE A B WFEBRAREA A
U RN 5 1991410 A 4 H 20300AMZ00735000 | 19914E 11 H 29 H 1991412 A 5 H
URANZ®EEL0 | 2001412 A 26 H 21300AMZ00847000 20024F 6 H 14 H 20024F 6 H 21 H
URANZ®EE20 | 2001412 A 26 H 21300AMZ00848000 20024F 6 H 14 H 20024F 6 H 21 H

HREXEZREM. AERVARZEEEANEFEOEABRUVEDOAR

EEEAH :
EEANR :

2001 4 12 A 26 H
FEVEFRRF Tld R K 10mg £ TOHRE-H37K

XU EK 20mg £ TOHGINERBI NI,

BEERE. HIIMERLAXREABRUZOARAE
HREAREE (FRk204 10 H 3 H)
[ZhAE - 23] RN THIE - HE) EEo &R

BEEHME

104E (1991410 A 4 H~2001 4510 A 3 A)
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HNETORTXE :

KEVRASCEORNE (2024 4 5 7 K )

5| 4 FS 5|

i 76 4 | ZOCOR

=t A4 Organon LLC, a subsidiary of Organon & Co., Jersey City, NJ, USA
IR - HE | BEAl (1 BEh "X ZF L LT 10, 20, 40mg &A)

< TEARBIRME DR BIC X D BB, FEEFEME DA E e OS2 oo ) 2 7 OBRIIC K
HRMFECEOY 27 OIRT, Fio, mREIRMEOEE, W ERER, RIE0E %R

B OV ST AR BIIRME IR B A X R DY 27 D3E O BERIE O BRI & 5 R
W31 2 IR ENIR M OFE DR BOAR O AT B0 D LB DIK T,

c TRAFEICBIIEEEYRZ R EalL A7 r—/L (LDL-C) K FS®2%

RFEIEOHB

OJFURM: = B MAE D %A

O~T o EAMFEKREE 2 L AT 0 —/VIE (HeFH) DA KLY 10 5% 2L _E o /)
IR

c REBEAMFEEE 2 VAT v —)VIE (HoFH) O AIZEIT Hthd LDL-C %

BT EELH7-00EFREORH

© FRRORANBE BT 2 B FRIEOHD

OJFF MRS B U A& A MIERE

O/ MY 7YY Rl B

M - &

MEEOHEICET 2 EEFHR

+ ZOCOR @ 5mg K O 80mg AN TR FE AL TV, Smg DFEHIZIE, BlDv v
WA F U EERTZ L,

1 HIEYFICRAOTRATAZ &,

CHEESN SRR, 1 H 1H40mg TH D, ZOCOR @ 1 H 80mg IRAIEZ,
VORAHE T 80mg BRI (12 5 AU ERE) IRFAILTEB Y fiEto=es
VANIRWEFIZRE SN D,

cRABENTGAEE, TEARETRLMRAEENTDERATH 2 &, RIEIRAFREC
2 ERA LN &,

CEBREAX T NE LT HHBE . LEH ZOCOR 40mg & 5L CH LDL-C
HAEA R TE eWEFIIE, B0 LDL-CIK FIREEZLET 52 &,

- BRI E Y] 72, ZOCOR B4 4 REILANIC LDL-C 2§l L, SZEISG T
THEZHRETDLZ L,

FRNEBFIZR T HHEEME - 1 H 1A 20mg~40mg
10 5P E0> HeFH /NRBFEIZHIT 2 HELEME : 1 HH72 D 10mg~40mg

REEBRFICRB T AHEAE
CcHEOBEE (v T7F=227 YT 7 A (Cler) 15~29mL/5y] DHEFE
VUNRAEZF ORI EIZ 1 H 1A Smg THDH, 2D XD mBE~OKE
AT AT, MO RN REF UL AT A b,
B I EE OB EED B DB
TR OHEEFIH T 72\,
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FRWFE AR ’iéﬁﬁ%@ﬁﬁ

uT®%ﬁkw%¢é A1, ZOCORDHEAZEWT L L,

ogIZE R

ZOCOR OF 58 % 50% 53 Z &, ZOCOR20mg % 1 H 1[H (XiE, I E
RZARHHIZ 1 H 80mg @ ZOCOR ZBYEFICIRH L TWZBFHEDOHEIT 1 B 1
@40mg) EHZIRNEDICTHT &,

NGV DATFTEL, T RaexrF o

1 H 18] ZOCOR 10mg #8272 K HicT52 &,

T IAFn, TrAuVEy IET )Tk

1 H 1[F] ZOCOR 20mg #8272\ L 912 HZ &,

* HATIIAERTH D

KIERACE 202348 AL V5
) EANOKGRAE ORI TAR 2 HHT5Z &,

2. wBHCRT SEREKXRER
() BRI X9 SilmsMER
AIROEFIHILO 1954w 19.6 :FLc ] OHEOLHIILL DO LY THY | KE O LE K
OA—=A T VT EITRRD,

9.5 1F4F
T AR L CW A ATREMED 8 B MBI G- LanZ &, T v FTY U R AX F U DOIEMEN
W (A—7 T v RR) KOO HMG-CoA & Tt HER| DO K EHR G THRIED BRI H)
HEXhTWnWb, [235H]

9.6 RILI%
BELRNZ L, Ty FTHIR~OBAT BRI TWD, [233H]]

i P L
KIEAAT SR 8.1 Pregnancy
(202348 H) Risk Summary

Discontinue ZOCOR when pregnancy is recognized. Alternatively, consider the
ongoing therapeutic needs of the individual patient.

ZOCOR decreases synthesis of cholesterol and possibly other biologically
active substances derived from cholesterol; therefore, ZOCOR may cause fetal
harm when administered to pregnant patients based on the mechanism of action
[see Clinical Pharmacology (12.1)]. In addition, treatment of hyperlipidemia is not
generally necessary during pregnancy. Atherosclerosis is a chronic process and
the discontinuation of lipid-lowering drugs during pregnancy should have little
impact on the outcome of long-term therapy of primary hyperlipidemia for most
patients.

Available data from case series and prospective and retrospective observational
cohort studies over decades of use with statins in pregnant women have not
identified a drug-associated risk of major congenital malformations. Published
data from prospective and retrospective observational cohort studies with ZOCOR
use in pregnant women are insufficient to determine if there is a drug-associated
risk of miscarriage (see Data).

In animal reproduction studies, no adverse developmental effects were
observed in pregnant rats or rabbits orally administered simvastatin during the
period of organogenesis at doses that resulted in 2.5 and 2 times, respectively, the
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human exposure at the maximum recommended human dosage of 80 mg/day,
based on body surface area (mg/m?) (see Data).

The estimated background risk of major birth defects and miscarriage for the
indicated population is unknown. In the U.S. general population, the estimated
background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2 to 4% and 15 to 20%, respectively.

Data
Human Data

A Medicaid cohort linkage study of 1152 statin-exposed pregnant women
compared to 886,996 controls did not find a significant teratogenic effect from
maternal use of statins in the first trimester of pregnancy, after adjusting for
potential confounders — including maternal age, diabetes mellitus, hypertension,
obesity, and alcohol and tobacco use — using propensity score-based methods. The
relative risk of congenital malformations between the group with statin use and
the group with no statin use in the first trimester was 1.07 (95% confidence interval
0.85 to 1.37) after controlling for confounders, particularly pre-existing diabetes
mellitus. There were also no statistically significant increases in any of the organ-
specific malformations assessed after accounting for confounders. In the majority
of pregnancies, statin treatment was initiated prior to pregnancy and was
discontinued at some point in the first trimester when pregnancy was identified.
Study limitations include reliance on physician coding to define the presence of a
malformation, lack of control for certain confounders such as body mass index,
use of prescription dispensing as verification for the use of a statin, and lack of
information on non-live births.

Animal Data

Simvastatin was given to pregnant rats at doses of 6.25, 12.5 and 25 mg/kg/day
(0.6 times, 1.3 times, and 2.5 times, respectively, the maximum recommended
dosage of 80 mg/day when normalized to body surface area) from gestation days
6-17 and to pregnant rabbits from gestation days 6-18 at doses of 2.5, 5, and 10
mg/kg/day (0.5 times, 1 times, and 2 times, respectively, the maximum
recommended dosage of 80 mg/day when normalized to body surface area). For
both species, there was no evidence of maternal toxicity or embryolethality. In
rats, mean fetal body weights in the 25 mg/kg/day group were decreased 5.4%.
Similar fetal body weight effects were not observed in rabbits.

Simvastatin doses of 6.25, 12.5 and 25 mg/kg/day (0.6 times, 1.3 times, and 2.5
times, respectively, the maximum recommended dosage of 80 mg/day when
normalized to body surface area) were given to pregnant rats from gestation day
15 to lactation day 21. Slight decreases in maternal body weight gain and pup
postnatal day 0 weight were observed in the 25 mg/kg/day dose group. Mean body
weight gain of pups during lactation was slightly decreased at doses >12.5
mg/kg/day. Post weaning weight, behavior, reproductive performance and fertility
of the offspring were not affected at any dose tested.

Placental transfer of simvastatin was not evaluated in rats or rabbits. However,
it has been shown that other drugs in this class cross the placenta.

8.2 Lactation
Risk Summary

There is no information about the presence of simvastatin in human or animal
milk, the effects of the drug on the breastfed infant or the effects of the drug on
milk production. However, it has been shown that another drug in this class passes
into human milk. Statins, including ZOCOR, decrease cholesterol synthesis and
possibly the synthesis of other biologically active substances derived from
cholesterol and may cause harm to the breastfed infant.

Because of the potential for serious adverse reactions in a breastfed infant,
based on the mechanism of action, advise patients that breastfeeding is not
recommended during treatment with ZOCOR [see Use in Specific Populations
(8.1), Clinical Pharmacology (12.1)].
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(202348 H) The safety and effectiveness of ZOCOR as an adjunct to diet to reduce LDL-C

have been established in pediatric patients 10 years of age and older with HeFH.
Use of ZOCOR for this indication is based on a double-blind, placebo-controlled
clinical study in 175 pediatric patients (99 boys and 76 girls at least 1 year post-
menarche) 10 years of age and older with HeFH. In this limited controlled study,
there was no significant effect on growth or sexual maturation in the boys or girls,
or on menstrual cycle length in girls.

The safety and effectiveness of ZOCOR have not been established in pediatric
patients younger than 10 years of age with HeFH or in pediatric patients with other
types of hyperlipidemia (other than HeFH).
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