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(fign)

5.1 @ma L A7 v— VIEIXFRME S RO SND, IR VAT v—/VIE & 13, hEESe
FHRIOBEIZ LY a L AT o — 3@z~ IR T, ZALIFRREBOIREICL > THa L AT
o — )VIMGEIREE DN LTI B 760, AFIOE I TIEZ2 V. ARG ORI+ 4o7emEm 2 FEiE L., F3RMED
FILVATO—VIAECHD I 2R LI ECAAZEHAT S 2 L,

5.2 FlEtEma L A7 o —)VIiE (FH) @ 5 HAREEAERIT, 100 HAIC 1T AOBHETHALND XD T
72 @ ntE DR T, RIGEFEOKR 2 L 2T 1 —/ L (TC) 1% 550mg/dL LI ED & AR L, 4 T
ARFEALAE DR B AFIE L L CHICE D, 26D HEE T LDL OUEHTSHEZ: LDL Z AR OTEMEAN
FEAEROD, BOINVERD LN THDLT N THY, PiEIBIERZ ZH0FH LT HERMFEIEZ T T
X7 ERE LN, Lo TERIBEEE LT, WEMICmE T O LDL ZkrE+ 5 2 L Ca
L2AFa— L% T3 LDL-7 7 = L— 3 R EOXHERENHWSILTVWS ),
AFNZBNTHZEOERKRF (LDL AR MMIEMNO#EINC LY fH LDL OFMIEAN~DE Y A A % (2
L i a b A7a— Uz K FEE5) nb, EYHEIMTOFEMER L EMEORGTHIIT > T a0,
LDL-7 7 = L — 3 A & JiifT L T\ 5 FH AREEAROEE 9 Flicxt L, K] 10mg % 4 38 % 8 i i
HL, Z0% 20mg (8 ). 40mg (8~20 i) ~&iliiHgse s L= F Tl 6 #1C TC 73-31.4~-4.9%,
LDL-= L 27—/ (LDL-C) 73-39.3~-4.6% S {&X T L7z, o 3 ] Tix TC 23 1.2~152%. LDL-C 2%
3A~118%MEIM L7, DXL T, fllx DBFICE AN T HIeN R D Z LN TPHEENDS, DE
DZENS, FH R EEAIROBEEICBWTIL, LDL-7 7 = L —3 R0 JERYpRTE & 5 T H
WD, B DHWIEEIN S OIRFEIENFIE RG2S S AR OIS 2B BT 52 &,

3. AERUVAE
(1) RERUVAEDHEHR

6. AERUVAE

(&3 LRTA—/LIME)

W, RACIET ML ARZEZF L LT lomg % 1 B 1R O#E53 5,

Rk, i, ERICE D EEET 22, EIEOEEIE 1 H 20mg £ THETE 5,
(REMESa LA TO—)/LISE)

WH L. RAICIET hAARREZF L LT lomgZ 1 B 1 [EEO#EEGT 5,

7eB. AEEN, JEIRICE D EEEET 52, FIEOSHAIT 1 H 40mg £ THEETE 5,

(fiF#R)

B 1 HRBROF RICRB N T, #5144 12 BB EIch7= 0 i Ed HMG-CoA i Jels 3 E I AL FE )
MEFF ST, F7, AFIOBRIUTERIT X0 WIGHE DMK T L2y, WIE~ORBITIZE A R
bhehrore (VL1 (A BRE - HRAEOFE] 21 , B, WA CESNTABERL Y . AF %
1 B 1EEXIEIRICES LT EDONRALFT AT T 0 135S LN E A o 7208, LDL-C, TC
DOEALFITBE G L KB GHETIREZERR CThH o2, TN AR E X TAFIOMEZ 1 H 1 RIEFEELE
( IVI.1.(2)6) BARE LY ZITREDLE | &) 4,




V. JAEICET SIEE

(2) AZERUAZEDHRERE - B
B TARER Cld, AAl 4 HE (2.5mg, Smg., 10mg, 20mg Z#Zh i 1 H 1 Y EBEZEE) 12Xk5
CHEEREERBR AT o7, TRTOHEIZEB VT, LDL-C KON TC 3% G-AlZ T ERIK T 2780,
FERIFH T o 7=, TC ORI HEEEINCHIIN LT, BN SN T, BIERHORBE TV
NOHBETHIZITRBEDIBERTH - 7=, IBBRFE & OBIEME T E S 7270 72 B R Al 5 25 B 36 5
L, 20mg/ H T 2.5~10mg/ H IZLEA_REFmfEZ2 R Lie iy, BTN T olc, TNHOREFR LY,
KT DOBRETIRTBIOBETH S TC 220mg/dL AR 12K T & 5558 E LT 10mg/ H L L3 %Y &
Ezbhiz,
FiEtm 2 VAT o —)VIlE (FH) T, 58N RR B E L S b Z &b AFl%Z 10mg/H 2> 5 40mg/
= O L5 L7z, FH ~7 a A REE IR Cld, 40mg/H £ THET HIC L2 ->T, TC KT
LDL-C D& FER OEEN A DTz, £, ZEMEOE THRENR -T2,
WA C N ST R B 123610 DM IENEIRE O Tk, M HMG-CoA & oEEFHE BTG A
IR NI, mroTe, —FH . BHEEBIK THZ x5 & Lo EMIERNEIRE ORMGETCTIE. R
LTI Do T, Fin, AR TRESIE ORYBRELZ KRG L2 & 2 A, BHEE A TIIE T SRR B
DK 2 s o 728, v iE E B A 81T L7z iBRIC I T AR M OV MR I AH o fth iBR 12
BIFAAE LR TH T, Fo, AR TEIGIMERBRE 2 %512 LKA, TC, LDL-C »ZH1tb
R RIWEHBBRRCIRRE & OBEMENTE SR - KR EE R EBORBEEE 65 Ll L& 65
AT, FPRBOFETRER LER LR, HELVERLIRD N7,
UUELY ., RAOYHHEIL 10mg/ B 3% THY | JRHFHO TCEZ R~ w2 L AT v —/VlEBE I
LT, AEEZAEETHZ LV IBEBEIIS U MEREICHE T2 Z ENAEEE XL bz, Lz
No T, WHEOE A L AT 1 —)VIE TlE 20mg/H £ T, FH TiX 40mg/H E THEHETE 5 &L L, £,
AHFNFEEAT LB SONERZED & 25 rTREMESC, Ml CIINTFRERECRRBE D B EEDIR TR E X b D
ZEDD, FERPIERICE Y, BEBRZEEHHMT AL TELIEE LY,
(15, (D) WREEAERER ) KON TVIL 1. Q)RR THRRA SN -OPREE) S2H)

4, FRERURAEICEETSEIE
BEESH TV

) ABOAGR STV D E 2 L AT B VIJER OF IR 2 L AT 7 — VIREISRS 5 AR O R, @
HLOANZIEY PSR EF L LT 10mg, 1 H LEITH Y | AR, SRR & 0 EEHERT 223, BEOSE
I3 = L AT B — L IAE Tl 20mg/ A . FEHEMERE = L AT B — L E Tl 40mg/ A ¥ THIRTE 5,



V. JAEICET SIEE

5. ERERRLE
() BET—2/1\vH5r—
TRER . e POES Ak - HE
e RO TS N
s . ROTI GBI (5 80
e WHERAD T M feiF 025, 5. 10, 20mg (i)
% HEE SRR HEB A S Hl) | £ omg (D
s B[] 5 e - RR . WeH BT 1 B 1A 10, 20mg
=% (10mg, 20mg) - (AT : 136, P:6fl) | (BEE 7 AR
L B [o] e 4 $e G- ekl - 557 R fE IRE s
\ (40mg) HEHR (s f4) 1 H 1[E40mg (WAL 7 HIED
E RITION45 TAR 7R T S o9 1 H1EZZER, 5 10, 20mg
pt (75 & R%HIR) o (AT: 91/, P:30 ) | (38R
II 1 H 18] 10mg
=} |=1 ) %
il 12 ¥ 5 R S - ?ﬂﬁ‘;% (e T4« 12 R
B (I T~ 1L < 24 )
%N AR =i IR My AR 1B 125, 5, 10, 20mg
(A ERERR) - (243 1) (12 )
e T e e I I R AT : 1 H 18 10mg
(fﬁigfiﬁﬂ%) “EHEWM (AT : 129 51, R: 1 A 1[5 10mg
B R : 134 $i]) (12 3E#)
. - & I g AR 1 Bl[jlomg (52 D)
SRR R (311 1) WLLFEIE 5~20mg T b A
e . - v i i M LA R 1Hl@ﬂMgesﬁ%)
AR AR FEB (57 1) 12 LA X S~ 10mg T
e - FH ~7 wiEa ks | 1A 118 10—-20—40mg
| PHATRARSE ) RER (24 ) Wi (4 8 I, Gt 24 SN)
S 1 B 1 [H 10—20—40mg ML (4% 8
3 ) T R .
B FH £ KR HER FHAEBERBT | Sapn) 1 A 1 1 40me (12 588 (B
(9 f51) .
36 #HH)
REHIEE I 5 2 D522 e G LE R E .
5 N
i K sk HE®R (17 ) 1 H1[E 10mg (12 )
K MR R R R R E I i Mg i i FR 1 H 118 10mg (28 FARH)
& EBRIRR o (20 f51) 12 LA 5~20mg T b
= . mIEIMEZ AP L7 | AT : 1 H 1[5 10mg
dale (-2t~ R A
B EORCAETESS | cmEn WREEE | Po1A 1
e o (AT :26 5, P:24 ) | (12 38R

AT : 7T hWARAZF L P TT1K,

(2) PRERZEIEAER
1) BEE&EE5HERY

TERERRA B 11761 (5 B 7 78R 56) ZREIZ, KK 2.5mg, Smg,
B L7z, ZOfEE, 20mg £ TDORA

F O WIOEEE DM T L7223,

E) AFIOEBENTWAE I L AT — )VIIER OFEMES 2 U AT a— LiiEl
W ORRAICIET ML RREZF L LT 10me, 1 B 1EITH Y, Fn, ERIC X 0BT 555,

@ﬁ%%ﬁbtoit\MmTﬁ$@%@%%Eth%\
&SN

Bz
AT

PR: I NRAXF

10mg 1% 20mg % ZE g IRf B[] f¢
B

i}:/u&muy)%ﬂfotﬁ)’)ﬁ_o

T MER O EIT, @
HIEOHE

M3 L AT m—)VIIJE it 20mg/ B RIS = L AT 17— VIfE CTid 40mg/ B & THIETX 2,



ARICEY SER

2)

3)

)

(4)
B)

HME - REHSHKE (10mg, 20mg)

R AT 71961 (2B 7 Z78R 66 ZxIZIT, AF| 10mg X% 20mg O H[E# 52470y, 2 HE O

%%@%Klﬁl@%ﬁ&\7aﬁﬁﬁﬁﬁbto%@#% B IR ERRE & 72 2 B AT P L & OV R
HEEFELZHITGRO N T AFOEHEN TH o a L AT 1 —/E,X NLDL-21 L 2T 1 — /U EDOH

B3 Hiviz,

B - REHRSHE (40mg) ©
BTEASE MARRBR OB ICFEEEE a L AT e — VIIER FOERES 2 L A7 2 — VI ERFEICR LT
X1 H20mg 2Bz 5HEZRGTHLEENEZOND Z L0, BAEEBIESE (Hal A7 o—
JVIMSELAF DA OHIE D 7o\ R T) 5 1 % RS ARA] 40mg O HaI# 542170, 3 HREIOKRIEZIZ 1 B 1
Ml 7 BMRERGHRBRZ BN U=, T O/E, K LRMEE 722 B AT B O E R
ERFEZEIRD ST, 40mg 2 1 A 1[5 7 AFEREG LIEBROBREMELZHR L2 b, ma L
AT a— ) )VIIJEBF TR L TR 1 H 40mg £ TOE G237 HE &Il L7,
%%&mﬁiﬁﬁ

BIMLE B 121 Bl & 51277 ' AR UIAA] Smg, 10mg, 20mg % B EMRAERILREICK D 1 H 1
E&ﬁ& S MMI# G- L, MiGHEE DL D HEKIGHER WEEEE BT LT, ZORER, 77 v REEHC
EEUKBEHETH D Smg THRa L A7 r—/UE (TC) . LDL-22 L A7 n—/Lfi (LDL-C) KXk VU 7Y
TV MEOAE K TIENZ HDL-2 L A7 12—/ UMEO A BRI Z580 7=, £7=. TC KO LDL-C I3 H
BIRIFK T 2R L, i H i 20mg OZB(LRIZTZNZEN-37.9%., -49.6% CH o712, —J., BIEAKRNY
BEELE 3G E S R0 o T BRI A E R A B ORBIRIL T 7 e AL A EER S ETEHEERFELR
O BRI Tz, VB0 ARH] 5~20mg O & T, WRIE RS (25 2 B R VRN /R Sz 7,

FRELAOEAER

AR AR

(&3 LARTFO—)LMmJE)

=] PN % 11 275 T AR 3R

T I IE FRE 243 5l 2 b RIS AH 2.5mg, Smg. 10mg XIE 20mg % —H B LR HRisIc 1H1
E&ﬁ%c12@%&5Lt&%a>m@ﬁmwﬁmmﬁiﬁF%Mﬁoﬂéiéﬁﬁﬁé k W2k Vg
IR EAZRE Lz, ZOREE. FHEHTRa L 2T o — /1EIZFNE 20.0%. 25.0%. 30.2%. 33.8%
ERHEKFIZIE T L, LDL-2 L AT B —/LE S [FEERITIR T L7z (29.1~49.5%), MU 27UtV FElX
Smg L ET 12.0~19.7% LK F L, HDL-22 L A7 v —/ UfifiiX 3.2~6.1mg/dL OEMNR A Hiviz, £7-.
Wa L A7 v — /UENIERHE LR TH 5 220mg/dL Kl £ TR T L72EFIOEIE b A EKFIEMm LT,

A= %k WMalL 27—/ KU Z U R HDL-ZX L A5 12—/
(mg) (%) (%) (Amg/dL)
5 51 25.0 197 32
10 51 30.2 16,7 52
20 52 33.8 -12.0 6.1
- _ ol A7m—/L | LDL-2 L AT 1a—/b
Fi %% umji;fm M <220mg/dL <150mg/dL
me ° EHE (%) HE (%)
5 51 32.0 56.9 74.5
10 51 39.6 725 86.3
20 52 495 86.5 90.4

1) ABNOEKRIN TS E 2L AT v —/VIILGEK OF S 2 L AT v —) )VIEIZ
W.ORANET hARZREZF L LT 10mg, 1 H 1EITHY, i, ERICE 0 EEHERT 528,

WEEa L AT 1 —/ VIIIE Tk 20mg/ H . FiEMEE = L AT 2 —)VIIJE T 40mg/ H £ THETX 5,

D HEL ORI, W
HIEDOHE



V. &

RICBY 5EA

2)

BIER & OB N T E S L7270 o T B AR A AL 5 A B O BURILENEI 5.0~12.1% K DY 33.3~
46.6% TH Y . R F AEIRILEN 20mg FETOLE -T2 00, FARKFHEITRD bk
olz, ERBEWERAIXE AR 2 #1 (2.5mg. 10mg 45 1 1), —#xAEH IR 2 #] (2.5mg, 20mg 45 1
) THotz, £, EELEWER., BRBREMEREZLEIIAONR-T72Y),

EeBkEAER
HMG-CoA B TLEERFAEE CI-981 (7 FILINR A F ) DEGRZNE 9
—FINAZF IR L U S I S MR Eie sk —
RGP v - &
. AH| 10mg : 1 A 1[4 7RI DS
5 15 MLE &
R LA A FSRAEFF R T A 10mg: 1A 1Y B#ICROES
TR
F AR 5k 10

AR ME B 311 Bl 2 x5 & L C 52 MEME 53 Bk % 50 U7, & 5% 28 WL 1 H 1 [H4 &£#%I2 10mg
ERGTLHZEE L, 5% 28R T24HETORI VAT B —VEOHBE RO L 2L EEO L
T S5mg XX 20mg ICHGEAZEHETEH &L L, ZORR, Ma L A7 o — /BRI LDL-2 L X
TV, B 4% D 52 % E TIRIE - EOM THER LLE LI IRE S EER 2R L, 10mg
TEEDFAB S IIIER D 9 5 85.3% (232/272 1) DFEFITIE 10mg D F ke Ziv, 14.7% (40/272
Bil) OIEFICHREENET STV, RITEHORBEIL 11.8% (34/287 #i) T, BIEMENEE TE 2
U B A AR A 1 2 AR B D FE BRI 41.5% (119/287 f51]) Tdo o 7275 K ITTRBRIE DMk 5 FTRE T dp o
Too LEX D KHZ 52 G LTZBROGRME, ZeMni@Bo b, REIFHEH T 28 ATHD &
Ezbhi,

(5) #£3FE - FRERIFER
(REEMEa LA TO—)LI5E)
D ESthERSHER "

i E R MIE B (65 kLl b)) 57l ARSIz, JRAlE LT 10mg % 1 H 1 BIA &% 28 WM& 5L,
NEESEER (Bahth) &R OSEWIRNEEZ et Lz, TOE, 5% RBETRaL AT
17— /UfE1E-28.9%, LDL-2 L A7 1 —/Ufl1$-42.0% & . WTHNOHEHE b E5RMEICR LA E R dGE
Zor L, ZOEIL 28 M F TRE L T e, FIER R OBEMED TS IE S 4172 o 7o Bl A B AL 5 248
BORBRITZNZN 53% 3/57 B]) K 38.6% (22/57 f5]) T, EELRLOIXALNT, FlE IH
B ORI 72 D> T,

PLEXY ., BEICBWTH AL 10mg 232 & & 2 b,

@ REMEILATO—LIME (ANTAOEESK) BETRHRER?

FiEtEE 2 L AT v — VIlJE~T B 85 R B 24 BlIICAA] 10mg % 8 WG L, 0%, 8 EEEIC
20mg, 40mg ~E Wi L. JEEM - FEHBGABRIC TRET L7, ZOREE. 10mg KT 40mg T TC IXZ 4
Z1-31.8%. -41.1%. LDL-C 1ZZNZE1-37.7%. -48.3% LK T LRI S 57, BIERIT 16.7%

(4724 B1) . BIEMEDEE S V720 T BRI B 22 80T 41.7% (10724 6) 1288 Hivlz, F7RE]
TEANZ, #KMEED - 18 Q) Thotz, 7k, HELENWERHK CERRERERFEBOREILRD
LR o T,



V. JAEICET SIEE

@ REMEILATO—LIE GREHESHK) BERNRHRY

LDL-7 7 = L — ¥ Z & MifT L TV A FiRME S o L 27 10— L IUER AR EE 9 Fillc, A 10mg
Z 4 AT 8 HMEE L, T0% 20mg (8 R]), 40mg (8~203#) ~L Wiy, JFEEMH - FHELLEGRBRIC
THELT-, TORE. 6 5T TC 73-31.4~-4.9%. LDL-C 73-39.3~-4.6% 1K T L7, fthod 3 fFlTiL TC
23 1.2~152%, LDL-C 73 3.1~11.8% &N L7z, (K TR LTIERFID 5 5 4 il TIEAAKB G-RiIIZ
2 L B O U7z 3Rk S IZIERBRE O TC L OV LDL-C K T2 ® b7, BERIIZ 11.1% (1/9
{m R AN T S 7R D> o T2 B R AR A I S E%iMm%M@m)_mth BIWERX. AFL
&) Thotlo, ek, EERBIEMKOERREERFEEBHORBIIRD Lol

(3ﬁﬁﬂl&% B EIRELEER 1Y

BIMAE & - 7oA > AV IR TFVERE R f(mmmn%%ﬁom(77?TﬁMﬁJ¢%mmmm
%ﬂ% W2, 77 'AR EARHF 10mg/ B 5 IZH 1T DHEREN RIE T 8L HERIEIC THRRE L7,
mﬂw\7»0##i7&@L57ytPnﬁka~w(MAG)@&5%% Téﬁk%ﬁﬁb
TR, ABBEL O T 72 RBEOWT LA BERESNIAONT, 72, WEEORICABERZETIRD 5
n&wok:aw%\$ﬂm%ﬁ%mﬂfé%§iﬁwoko@@mﬁ\fﬁtﬁﬁ\xﬂﬁk%iwé
(/19 f5l) \2H b, ERRRAE R A8E S 7 B AREE263% (519 #) . AFIEE21.1% (4/19 f5]) 12
BN, BIWERIZ, 77 B REENEEL, AARES R CH o7, 7ok, BELBERL OB
R A OREIIZRD bz oT-,

® MmKRE - FRBRICRIZTITZERETHER

R ME RS 20 B &2 )52, ARH 10mg/H % 12 [#]. Z D% 5~20mg/H % 28 1 £ TG L. MRkt
[« BARICKITTHBIZOWT, EEM - FEHIERBRIC TRFT Lz, B PREEO 9 B, BEEVI
K15 (F VIie) J OVR[E 25 VIR -FUi (F Vilag) CA E72RIKT 258 8 AR AP It 7 23 7 A7z,
2B, BHWERITERD O T, BRMREMER L8 31.6 (6/194) IZBDLNT,

©® FEAIREICRIFTHEMREHER ©

(6) &

eI ME SR 17 01 256821, AR 10me/ H & 12 R #5- U, IBHHIEEC f#%@%@ﬁbt#a@
R BRI B W T, It L AT e — 1, U URE, @Wﬁ&@%ﬁ&@%ﬁ%ﬁhﬁ ('S
BIFRD LT MEHIEE LR DB 2 KT S 72 o Tz, FT2, il & ORERIIC iéwﬁﬁﬁhﬁwﬂ
o v 2o — L ffiE) OBbERELIZE 2 A, a L AT o—/LilfafikiEIC H - 7= 4 il T
N E SRR RIS LT, BIVENT 6.3% (1/16 1)) . BRI A 5 258X 25.0 (4/16 f5]) (23R
O BT,

FREaE A

1)&%&%%@(—&@%%@%@ HEEARERAE. EARELEERE) . HERTERT —F~—2X

2)

AE. HERFTREKRABROANR

ﬁ%&mﬁﬁ#%

ol AT o — ) VIIE TSRS 2 U AT o — VI OREF % Skt 52 & LA %2R 97.2%
(4186/4307 i) THhH 7= 17,

AKREFHELELTERFEDARXITIERL-AE - ABROBE
AR



V. JAEICET SIEE

(1) 0t

1) BREMmE £ E xR
TEERIEICE D Eii SN RBRICB VT, KA 5~20mg & 1 B 1 [HY BHICES Lo MmIEREED
BALE L O 2 L AT v — U (TC) <220mg/dL & 725 7-EFIOEIE (TC<220mg/dL #I4) ., LDL-=2 L
27 m—)L (LDL-C) <150mg/dL & 72 7=fEfOEIEG (LDL-C<150mg/dL FIE) 1L FREDiEY Th D,

JH B B} HDL-C LDL-C TC<220mg/dL | LDL-C< 150mg/dL
(mg | P TC R TG0 | ) Ha (%) HA (%)

5 51 -25.0 -19.7 3.2 -32.0 56.9 74.5

10 51 -30.2 -16.7 52 -39.6 72.5 86.3

20 52 -33.8 -12.0 6.1 -49.5 86.5 90.4

2)

RiEMHESa LA T O—)LMAESEXRHER 2

FHENEE 2 L AT v — VIIJE~T B 825K 24 HICAA] 10mg 2 8 BMH G- L, Tk, 8EMEIC
20mg, 40mg -~ & it UG L7z, £ OfES, 10mg & TN 40mg C TC 1XZ N E4-31.8%. -41.1%. LDL-C
ILENZEIN-37.7%., -48.3% KT LHHER S L7,

72, LDL-7 7 = L— 3 A ZJifT L TV D FEME R 2 U AT 1 — /VIIE R T IKESE 9 e, AH
10mg % 4 X% 8 M H G- L. £ D% 20mg (8 HH) . 40mg (8~20 1) ~ &Ll 5 L7z, & DfER,
6 5 C TC %3-31.4~-4.9%, LDL-C 23-39.3~-4.6% &{X T L7=, o> 3 I Tix TC 23 1.2~152%. LDL-C
233.1~11.8% M LT, MK TAFRD HATIEFID 5 B 4 HlTIEIAANIER SR 2 FILLEZ 0 L7-3
L EIFIERFEFE O TC & OV LDL-C 1K F 23§88 H iz,

2B, ERRWTORERIZE W T S EEZREIWEH L O RR AL F EBORBUIRD b ho Tz,



VI. EHEHICEII HIEHE

1. EEPYHICEEHSHLEVMRITILEMEH
HMG-CoA & T 1% 3% [l EH#
HE  BEEOH LAV ONRE I REIL, BFORMNCEEZZRTHZ L,

2. ZEIF(ER

(1) YEFRERML - 1ER%F
7 MR ZZF ATMPE RO 2 VAT v— ) L EE T 5 T EEs T 5 HlKD HMG-CoA & LR %
BN NOBAMICHE L, 7 hAARRZF U LRBEOIEEEZBET 2R E & i, Figo=a L 27
0 — /LA EMEIT 5, TORE, 7T M ANRAZF IO LDL B ARE AR INESE, o U REH
WEIEIT S Z LI L M IEEEAIK TS D, 2.7 MR X F T R BN RE A ckE L T,
3 VAT o — ) VIE I D BIRAE(L O FIE 2 $l -5 19,

//,[Tt%wuH| \\

A 4

HMG-CoA
7’}\)1//<7\57—7—‘/|_> HMG-CoA

FESTH. T

TARZANB

AN )
v ZNITRES
= (B
L ATU—) | ~ L7 12711 K
be?””lz*”U M(pme R
\\\\\‘ )R
LDLZ %1k, —
mRNA VARIZATDEA: |

T J/
! oLZait | )
i

DA A N T N DENAVVE
sfb e | DLV LoLD SR T

| fpaLxasra—i | |

(2) ESEZENTHRBRE

1) HMG-CoA :ZTEERIAEIER (/n vitro: HepG2 #RE) '©
b bR A B Sk HepG2 MBS 38 Al TATERBI /2 12\ T, 7 R N2 X F 2 (0.3~100nM) (IR ERIFR
{2 HMG-CoA & iR IER 2 HE L, TOMEERITICETHIERTHE T T RAZF D 5%, v
INRABF v LIRIZRRETH - 7=,

T RILIRREFY, SUNRRBFUORVTSNAEFOD
HMG-CoA ;2 tEE R (2 xt 9 S BAE A (HepG2 #fa)

N HMG-CoA & uFERAEEM
L i 1Cso fi5(nM) TR
T RANRARTF 6 1.9 1
UNAK T 5 2.7 1
TIGNARTF 6 9.4 1/5

ICsofiliE [MC] HMG-CoA % HE & L7z & & O HMG-CoA & eEEH ML E dhr s SR 7=,
X T MARREF a1 & L&D ETRT,



VI. REEICEY SHIEE

2) REMD HNG-CoA B TEERIAE.ER (/n vitro: 5y FFEI /7 0V —LES) ©
BERIRIZBIT 2T MAARAZF O EMREITT 2 FEANMEDOR Y U BRO 4 MKEBILE (M-1) L2
NAKERIEAR (M=2) Toh otz T M 7 2 Y —AESIZHE T M-1 (1~300nM) KTM-2 (1~
300nM) [TZFNE IR KA 72 HMG-CoA Z iR ILEERH Z R~ L, ZOMEERIZT b "X &5
vERBETH T,

T RILIARZF 2, N-1 BU M-2 O HMG-CoA ZcEERFE=/ERA
(Zy FHFEES Y Oy —LESD)

. HMG-CoA & e & HEEH
o s ICo . LRI (M) FAA
T MR AR T 1 13 1
M-1 2 12[11. 13] 1
M-2 2 15[11. 19] 1

ICso fi1E [*C] HMG-CoA %Z 3 & L7= & & D HMG-CoA =Tl L Efh#R ) & 5K b 7=,
KT MNANRREZF %1 & L2 EOMIMN T Z2RT,

3) aALRTFO—ILERKINEER (/n vitro: 5 FEFES 4 OV —LES) 2
25%AVAFIIVEREE 3 ARG 27Ty FOFEI 72 Y —AESIZBWT, 7 MR ZRZF
(1~1000nM) FREKFIC T VAT B — VAR ZMEl L. & OMEITERIL ICs fETriig 32 & 7 F
NARZRF L LREIRBRETH T,

T RIUNRREFUORVTSNREFOOIALATO—ILEREEER
(Svy FFEI I OY—LER)

N ) S U AT L R

*x 7 e 1Cso L LIBIE] (M) L
7 RN B F 3 13[3.6. 9.5. 25] ]
FINAL T 4 13[63. 10, 13, 21] 1

ICso fiE [C] EEEZHE L L= & XD a L 27 o — LA RINEIVER dig &k 7=,
T MANRREF R E LSO BT,




VI. EEEICEY SIEE

4) LDL ZRIKRZEEMER (/n vitro: HepG2 fHfa) 22
b NI oK HepG2 AR 2 AW 723 BRICE VT, 7 R RA X F o (1~1000nM) % LDL 52 1K
TEMEZ NS, ZORKREMFEIL3000M T46% %7 LTz, —J5, Y /NAZF 2 (1~1000nM) [E[A]
FRIZ LDL 2 BRSNS 8, Z O KB IT 100nM T 46% Th-7- (X 1), £7-. HepG2 #ifi
IZBWT, 7 MARREF 2 RO S A S F (45 1000nM)1E LDL 52 %5 (& mRNA FBLR 2 N & 4
ZOEIMFRITZENTN 2% KN T4% ThH -7 (K2),

1 PRULNAREAFUORVPYUNREF OO DL SREKEMEIZT 5 /EA (HepG2 #ARA)

(ng[(1ZT]LDL/ pe g7z A K1)

0.354

0.304

0.25+

0.20+

LDLZ 21 v

0.15+

oJ

—O0—7 MIVINAZF ¥
eV UNAIF Y e

IO1

T
10

100 1000
e BE (nM)

LDL Z RRIETE IR SR AL E # 24 RIS, MUK 59 2 45 Ry
['®I] LDL f&& » BUAR & HRD T,

DB AR HERRE 2 R 3 (n=5),

ko b — U A A EEEZ AT (** : p<0.01, Dunnett

M) 7 RV AR L F o RN /R AHEF D LDL Z BETE

T D B IR (e RKIEME R BUR D) IZ, 2 b r— /LT LT

FHEN 4615%(300nM) K TY 46 £7%(100nM) T - 72,

2 FRULNRREAFUORUVSUNRZF O DL ZBAmRNA HKBREIZx9 S 4ER (HepG2 #fa)

2.0+

_
3]
|

1

LDLZ 2 /AmRNAZE B 4
o —
o o
| |

L

(=]

4

(+62% )
*

:

1

(+74%)
*
T

4

1000

T 5 = : 1
Ay ha=N TIVARIFY YINRIF

1000 (nM)

mRNA 3 Bl & XM ALE % 24 RIS 5 L7z total RNA 726
¢cDNA ZARLTHMEL, 2> bua—L%E 1 L Lz EOM
KHEME TR Lz, O FEE A1 E= 2R, BT
AP ORFEIOEERT, ( YNOEFIZ T b r— kT
LN AZRT, *ida s b — ST A A EAEE TR T p
<0.05, Dunnett I E),



VI. EEEICEY SIEE

5) YiRf-ABHETHER
D 7RI=ABBDWETIER (/n vitro: HepG2 #Ra) »
HepG2 Mz T, 7 b Z X F 2 (1000nM) 1E7 AR7=AH B /3 WAEMEIC R LT, ALE R K AT
A7 T T A B UMK FYER & 7% L, 24 BRI RIALE C O AR ERF B B2 FIER 278 Lz,
Fo, FABREOa VAT a— LARMHER 2R LIZREICBWT, YU XA XF 2 (300nM) (X7 b
NN A KR F o L [ARE DB MK F 72 7 R 7= VA B SWME FER 27 L=,

7 RILINREFoDTRIzABBRMHEIZXT % 1EH (HepG2 #1A2)
(pg/mgl=AH)

1.2
; —O— a2 bu—J
- 1.0 —e— 10nM
[/'Vl —&— 100nM
R —&— 1000nM
3 0.8
i ok
(-29%)
Oj T T I
0 1 14 24 (h)
A7 AQL i RS ]

DUNREF DT RIZAEB R MEIZR T 1A (HepG2 #fa)
(pg/mgl=AH)

1.87
;}- —O—ay ba—)b
/,CI 1.4+ —e—3nl
I
B i, —A—30n)
Va3 ST
P —=—300nM
B 1.0— Fok
*ok (-24%)
/r (-21%)
(U I I I
0 1 14 24 (h)
A7 AL i R i)

7 W= A A B &IZ ELISA HEIC L W HlE L7,

B 6 BIE DFEE HIEHERZE A 7R T,

ORFFBLERBE O =2 > b v — BT (bR 27T,

#Xary hr— /I T 5 A EEL AT (** : p<0.01, Dunnett fi1E),



VI. EEEICEY SIEE

@ 7HRE=ABBWMETER (invivo: EEEILEY ) ¥
EFHENLE Y MZBWT, 7 MR AZXF 2 (3~30mgke) X2 MEOKEROFEGICE Y, ARKF
AIZ VLDL-7 A7z A H B pWEE A KT S E L2~ L, £ DOZEIT 19% (30mgkg) Th o7z,

7 RILIAREFUDEEEILEY MIBITETRI-ZAB B BEEICHT /R

(g2g/min)

o 157

= T o GE%) C19%)

o 10- i U7 7RI A B AN USEEE I D R A 51 4 BERIC, U AR A A Y

= PSP e e S 7 8 FUEEMEA TritonWR 1339 % BHIRINEE 5 L

O Z D% 90 AR LsRid Tz, RO MBI TEHIE + e 2 77,

% 5 W5 DR ORI R

E ( YWOEFITay bo— it I8 FRERT,

= 12 10 9 9 TEMEDFEDREIE T > b 7 —AkE L CHl L (Dunnett BE), #
0 LI T T 0 g | HOREEESRD bnAo e bon, HRIEIHERERE

) TIEHEP<0.05)TH -7,
7 AR5 F > (ng/kg) JCHARP<005TH

® 7RI=-ABBEAERERTHER (/invivo: 2 =T48) ®
=T HIZBNWT, T MAARZAZ T Bmgkg) X, 400mg 2L AT Er—LEFEE & HIC3EBOK
BRRO#HE XY, VLDL-XO'LDL-7 /R A A B EEAEEZ ZNEN 34% K21 %K FEE5 L &
#1Z, VLDL-X TN LDL-pool size (U R7zAH&E) & EILEI 28% K N 30%IK T =7,

6) M LRTO—)LIETHER (/invivo: 3=T45) ®
=T XIITBNT, 7T MR AZ T (Bmgkg) 1F, 400mg 2L AT r— LEHEEE & HIC 3 EMOK
EROBEICEY, R L 27— KRN LDL-2 L AT 80— /Ul & FILEI 16% K O 31%IE T
K7,

FRILNAREZFoOOALRATA—ILARGIZJRICEITS
miEa LA TFa—ILEICXT 5/ER

. miE= L A7 v — U (mg/dL)
e -
Total™ VLDL LDL HDL
oy fha—)b 115*+6 2.6+0.2 60+4 53+3
Q7 = 4%* 2.0*t04 4] =3%* 54+2
7 VR AL T 3mg/k
meke (-16%) (-23%) (:31%) (+1%)
[FE - T 2E M OEMW 22—/l (2 ha— L RO "R ZF b)) L35, i 6 TEREZIToT-, EOMEITEHEE

HHERE R (0=6), ONOEFIZa Y b o — /x4 28INUTE FRZ2RT,
oy hr— LI AR EELTRT (4% p<0.01, 3D H 2 Student's t FRE)
KIMER = L AT v — Vi E R,




VI. EEEICEY SIEE

1) 3% : BAREILICRIZTEE WHHL HH5F) ©

WHHL 7 FI2B\WT, 7 b R2AZF 2 (10mgkg) 13 32 B ORER Q512 X0 M KENRO R
EHFERE 2T%IEF &2, KETICBWTT MR Y F I KBk 2 L AT 0 — &%
KTFEE, ZORTRIIBILATa— ELE ORI L AT U LT AT )UETEILEI 23% K TR 29% T
Hotlz (M), £, KAETMTBNT, 7 MANRRE F UATEBIRICEIT 2 NEIREE  (RER R/
RS L) . BHERAE R L IR A RIER LR T S E R L, ZTOEKTRIZZNEN 66%., 72% K
N63%ThH-oT- (),

T RILRAREZFUDOWHHL D9 FICH T2 RBIRFEREER U
MEAEART I LR T O—ILEEICRIZTTEHE

(%) (mg/ gl )
160 Jarybu—n ] Jariru—n
17 PSR Y F >~ 10ng/kg . C 17 SRS F ~10mg/kg
80— g 40- —
T (-23%)
& P
a7 (M [ o304 | Fo
H (-27%) o
= o p<0.05 T (-25%) = <
& | (-14%) p=0.19 = . (__17%) (-29%)
gz 40 p=0.88 b, 2 p=0.05 ™1 6,01
20— 2 10
1112 11| 12 1 | 12 IRETRET 1| 12 11 | 12
0 T T | 0 - | “m |
T g6 ENIN # it JVAFY W
AVATFE-ME aVATE-ME ATV
KERFAL Jg R Bk

JEBRERF 2 L 2T 0 — L E RIS KBIVE A mENER, IFEE 7 nadr/V A/ ALY 7 — Q2 1)THHL,
BEFEIC L VRE Lz, KOS EEE A EREL R T, BT AR ORFEIIHEE R,
( YNOEFIZa Y br— W 2R FERELRT, REITT Y b —icxh LT L 7= (Wilcoxon JIEAZ

HE),
7 FILIAR B F OO WHHL 93 FIZH 2 BHRBRELREICRIFTHE
LIRS R L9 25

AR e | weee | ek | mEpk | 2 6 —

avbar—A | 11 | 0702032 | 0.10=0.10 | 0.22£0.12 | 0.060.06 | 027+0.10 | —
RIS TIMWAZREFY |12 | 0324020 | AL | 0042004 | AL 0'?_96202')0 > | 0.0ss

—— avhe—1L | 11 15+7 242 11+6 1+1 742 —
(%) T MANAREF | 12 6+4 AR L 242 AR L (_250/10) 0.050

——— L ho—)b 11 |45 (511 | 9 aan |27 GaD | 9 (/11) |23 (10/44) | —
(%) TIAREF |12 |25 (3/12) | 0 (0/12) | 8 (1/12) | 0 (0/12) 8(_(:3/32 0.081

i L7 DA 10% Y IR E AL~ U RIS COEBIRZ VR E S ., DI 8 Bl v~ 7 ZER L, ##kbYI 7 % elastica van
Gieson Yefh, L C. PRNBEARIELEE (PGS I AR/ - ISCI AR L) K OV A E S8 (PR Rt/ P S AR PN TR X 100) 2 T figdiT > 7 b TR L7, R
DIEITFEEIE R E 2 R T,

( NOEFIT= > b — ST IR TFRE TS,

MREIL = b — UKk U CHe U 7o (NIREIE R EE R OV IR 42 3 Wilcoxon NIEAZFIMRE . FAFIER © * MAE),



VI. REEICEY SHIEE

(3) YEFARERR - b

1) YERHIEM Y
5% VAF T IVEAME3IHMEG 27T v ST AR EF L 03~3mgkg & HERFR ARG LZ L &
Beh% 1 R IE = L AT o — VA REMHIER &2 o8 LTz,

2) {ERR¥FGRRER 2
25%aVAFTIVERME 4 HMG 27y MBWT, 5% 1B T2 2L A7 20— &%
PIHIZR D) 80%I272 D I ECTHIEMEHZ G T H L, 7 MANAZ T (Bmgke) 13H5-1% 4 FEff £ T2
L AT o — LA REHIE 2R Lz,

—J5. YRR EZTF L Bmgkg) KOT T RAXF L (15mg/kg) O OVER 134 514 2 FEl £ TR
WA, % 4B CITMk L,



VI. EMENREICEIT S1EH

1. mPREOKS
(1) AT LA MebiRE
LR L

(2) BBRABRCHIAIN-IIFEE
1) BERAICET2ERESHOMmMPERE®
fERER AT FICAAL S, 10, 20 LT 40mg Z s & FICHERE OG- L7z & & O PR IRIEE I3
54 0.6~0.9 FEINT Coax 278 L7284, 9.44~10.69 FE ORI TR T L7 (X, 3) o Coax XU AUC) <o
GBS LTI L, Toa V& Smg BE TR N 72 b DD, NI Lo T2 (32), LA
Oz ENBARFOE MBI DIKNEIREIL S~40mg O 5 E#H TIIMEEEZ R~T b0 EE X L,

BEMABFICEERERNRORS Lz E0mEPRECERE
(6 Bl FHME +HIRERE)

(ng/mL)

30-

1 —eo—40mg

4 —0—20mg

25 i —a—10mg

i% —4&— 5Smg
o 20
]
1t 157
k]
i3 1
11: 10 5
== ]

16 20 24 28 32 36 40 44 48
¢ (h)

0 4 8 12

BREABFICERFERZEORS L TONERRECAOEE NFE/NRT A —4
(6 HIDFE+FERE)

hiE I )P RTA—H
(mg/man) Cmax (ng/mL) Tmax (h) t12% (h) AUCo..o (ng-h/mL)
5 2.64+t1.36 0.60.2 10.60+2.91 17.33+9.29
10 3.42+1.51 0.8+0.3 9.44+2.50 34.57+15.79
20 11.29+4.42 0.9+0.6 10.69+2.91 50.87+18.44
40 27.05+10.75 0.9+0.6 10.08 £2.65 117.91£40.88

3 HIFRIT I T B I

) ARIOHB SN TNDE 2 L AT B VIE R ORISR = L AT 1 — VIUEIS RS 5 IR O &I, i
W RAIIET PARREZF L LT 10mg, 1 B 1EITH Y, FEiln, SERIC K 0 EEEET 528, BEEOCHA
I 2 L AT 1 — U IfUE T 20mg/ A FEMER 2 L AT B — ) VIIJE Tl 40mg/ B E THIRTX 5.



VI. E¥MEREICEAYT 51EE

2) EHRBYORER/ANSA—2

Be G R A ERER (ORA] 10mg KON 40mg Hi[al#k OB G5-8E) offEz v ¢ IEERE M-1 & O M-2
DO MAERPRE ZBE LTz, 10mg H5%OMmEHR M-1 21X, T X TORERCTHRHBARARKCTH Y | 40mg
BH#% S 48 FEfH £ TIRVREDSHERF v (M, &) o —F57, 10 X O 40mg 5 5-FE o S M-2 JREE 1T,
BEHHZITNEFN 6.2 KLTN1.5 FEH T Cuax (23 L, 8.0 LN 8.7 BRF DY CH& Lz () , 2D LED
Crnax 2 TN AUCo4sn 1F, 10mg 72> 5 40mg ~D 550 4 {FHEINZK LT, £RZE4 8.6 LN 7.0 fFIZHE ML
7= (&), INOORKE LT, BEEEOHEMIFE D HERBROPMFINE X biviz, £o, M2 1TR%Eb
KIZIEEEd 5 AUC 29 Z EMBEIAPHROBHICHE G L TEY ., ThEERGETLID RKEWEE X
Lz ),

BEMABFIZI0 HDHU T 40mg ZZEEFHEORE L= & E0MBPRELRE,
M-1 B U M-2 SR (6 Bl DTFHE L IRERE)

(ng/mL) (ng/mL)
= 10mg#% 5-%f 30 40mg ¢ G-
—o— KLk —o— KLk
4 —0— -2 —0— -2
—A— -1 —A— -1
IfiL
P
h
-3
0 8 16 24 32 40 48 0 8 16 24 32 40 48
I (h) IR (h)
BEBRABFIZCI0HD L 40ng ZEEREORSLEEED
MmIFFRERAE, M1 RUN-2 OFEBAFENS A —4 (6 HIOFHELIZERE)
BhEE g REY S FRT A —H
mg) | TR T D) Towe (h) WY () | AUCo. (ng - himL)
10D REALM 3.42+1.51 0.8+0.3 9.44+2.50 34.57+15.79
M-2 1.39+0.65 6.2+3.4 8.00+2.139 19.23+10.499
REALIE 27.05+10.75 0.970.6 10.08=2.65 117.91=40.88
40 M-1 0.57+0.33 43+27 —9 11.91+7.759
M-2 11.94+3.81 1.5+0.8 8.71+1.59 134.03 =43.799

a) @ THIARIC IS T B -8

b) : 10mg B5-8E CIIMmAES M-1 B EE T3~ T O TR BRI AR (<0.20 & 5\ % 0.40ng/mL) & 72 5 7,
c) 1 5 Bl £ HEHE (R

d) : AUCousn

e) : AR IR AR ATEETH o 72,

) AFOAGRESN TS 2 L AT v— VIUE R OF RIS 2 L AT v — /VIEIS 92 sk ORI, @
W.ORAZIET bR EZF L LT 10mg, | H 1[EITH Y, Ffn, FERIC XKD EEEET 528, BEOHA
I = L AT v—)VIfUE Tl 20mg/ A . FEMER = L AT 72—/ VIfJE Tl 40mg/ H £ THRETE 5,



VI. E¥MEREICEAYT 51EE

3) BERAICHITIRERSHMDREE Y
fERERR A B 7 ICAA] 10mg (K) KO 20mg 2, 1 H 1 [AEI&% 7 HRXKEROKRG L-ZLE, THED
Coax /T 1 HHDOZNFN 12 KTV 1.8 %, AUCIZ09 KN 13 TH Y., BmREETERMEBZ R LN
BERITHEO NPT (R), Flo, EEEGHEONEEHIL 1437 LV 12.05 KETH Y |, 72 KA
VI P RS AR 1 PR AR AR LA R LT,
KAEBG-BMGH O CuniX 4 H B £ TREGREICHES DT 2R ERERARO ozt 0D, 4 HEET
WIXEFIREBIZCEL TWD EEZ BN,

BEBABFICIOng, 1H1E. T BERREZOKS LI ETONBFHRELCKEE
6 FIDFHE+IZERE)
(ng/mL)
5
—o— K2 R 10mg/ H

4

BHE

3

WA
[\~

/IR

o~
—

b é é S ¢
0 | T e s I e e | B e e ] F L o | e S S
0 24 48 72 96 120 144 168 192 216
IRE ] (h)
BERABFICI0HS ML 20mg, 1B 1E., 7THRREROBS LE-EED
MBPPRECADEEAFE/NTA—2 6 HIOFHELZERE)
e b s WE S F T A—H
(mg/day) Cmax (ng/mL) Tmax (h) 0 (h) AUCY (ng-h/mL)
1 227+1.09 1.50+0.55 11.4243.18" 23.79+7.83
10 2.64+0.94 20.54+6.15
7 1.25+0.61 1437+3.62
[0.1917] (0.1730)
1 6.87+2.81 2.17%0.75 10.07 +0.88Y 67.42+27.41
20 12.48+10.16 84.55+64.93
7 1.00%0.00 12.05+1.64
[0.1784] (0.3820)

[] :xE0OHD tREICEITD pE

() 1 HE®D AUCooMK ' 7 HE D AUCoo0 DXIED S 5 t EIZEIT 5 p
a) 11 AH® AUC.-A N7 HHD AUCoaa

b) PRI G 6 BERTAN S 24 BRR o> M E I s S B LT,

) ARNOARBSNTODE A VAT B —/VIER OGRS = VAT v —/VIUEIS S92 AR R O R, 8
HORAIZIET A R2ZF L LT 10mg, 1 H 1TRITH Y, Filf, AR &0 EEHRY 5725, BEOSHE
IR = VAT v— VIIUE Tl 20mg/ H . RS =2 L AT 7 — ) VIIUE Tl 40mg/ H % THIETE 5,



VI. E¥MEREICEAYT 51EE

4) ERMEICHIT2EDEIE D
i (66~73 1%) (IAHA] 10mg Ao FHERE Q&L L7 & & DM ARZAVARIREE D Cpa 2 Y AUC,.
olE BHEH 20~22m%) ORI 2MHEOMERLE (X, )y Tma L OCEBHICIZH AR TZEEEO B
hot, ZORRKRE LT, mEbicfE o fEx OB R OAEFEN (B 20X, FFigofE s, 1T
file~DH Y IAHZDIK T, CYP3A4 TGO, B F RO E) 38 2 b,

SRERUVEEEIC I0ng #EERFEAROKRS LIz ETOMBRRELCKEE
6 BlDFHYEEERE)
(ng/mL)

107 —A— T
—e— Bl H

wE

FET M

12 16 20 24 28 32 36 40 44 48
IR (h)

EFERUVEEHEIC 10ng ZZRFRERZEORE Lz E0mBEPRELED
EPHNF/NT A -5 6 FIOFIERERE)

) S)F T A —H
GRi] NP
%&Sﬁ% (%:Z) Cmax Tmax AUCO—oo #{ﬁ,ﬂﬁ .
" (ng/mL) (h) (ng * h/mL) (h)
B 21.0+0.6 4.16+1.38 0.7%£0.3 17.58£3.19 8.87+1.98
. 8.57+4.27 0.9+0.6 39.52+5.07 8.85+2.12
e e 68.3+2.7
[0.0370] [0.4693] [0.0000] [0.9825]

[ 13S0t BEICKIT 5 pfE
P IR S INSSI R O

5 1E1EEEE 1 B2EER50OLE BEAT—4)

WM W T, R ALZ 10, 20 HDWMT 40mg/HZ 1 H 18] (5234 7: 0012, 7&K % 19 : 00
WPEE) U1 B 2108 (EHKE 700 KON19: 00128 E) . 2 BREKEROLRS L0 XN TH
FIRE O£ 5- L, 48 HMG-CoA & iR L ETSMEMRREE 2 b U7z, BEAMIZIZ, 1 A 2 [E#E 5O
AUCpon & 25 LT, 1 H 1 [EFEGEO AUCoaan & IR L72, 10 LT 20mg/ H & 5-#£1C31F 5 AUC I,
1 H1ERESE1H2EHEGTIEIEALETIRD LR o7 (0.8~1.0F) 73, 40mg/H G
TIE 1 H1EESD AUC X1 H 2 [F#EGICHEE L TEvE (1.714%) ZRL7E, ZOFRKE LT EIC
EHAEEZEG L2 2 LI X DI O Rl O faFn 3 HELE Sz,

) AAOERINTWDE A VAT B —/)LVMAER OFENES 2 L AT 12—/ VAEIZ T 2 FAER O &L, @
W.ORANIET bR EZF L LT 10mg, | H LEITH Y, Ffn, FERIC K EEERT 528, EEOHA
IEE T L AT v — VLECIE 20mg/H . FHEMES 2 L A7 7 — LIIUSE Cld 40mg/ H ¥ THIRCTX 5,



VI. FEYENRE

EICBE 9 S1EE

6)

1))

BRELIABREOLE BMEAT—%) 2

Al —#ZBE (FEEERR ) (2 40mg & 2X2 7 e A4 —/ N—ET, 1 H 1A, § (7:00) H2DHWEAZ (18 :
00) 12 15 HREIERO®KRS Lz 0B/ MEIXRIF T, %&5&&%&51#imwgﬂ@#okom
HEa L AT —/UE, LDL-2 L AT 0 —/UEE b 7Y v U MEZIRIERBEOER T 258 Lz, &k
&55@&%&5%@(@&1%&%%&@NM%EK(mﬂi%ﬁ%ﬁ@bkdﬁ;MmmMiwy%
BVMEZ /R U, 4 S EREOWLIGHREE K ORI R 1T, §& SRR L TR T L7z, ZORKNE LT,
ERITENEYOHEHEEME T+ 52 08 E 2 6T,

L L7eRnn, 2 b AT a— VAERKITEMICIER 2720, —AIIZ HMG-CoA 1% Jr R 3 BH 5 A 1 L %
5ﬁmmﬁbf&%&5ﬁmiD%wﬁﬁ@%ﬂ%ﬁéﬂéoﬁﬁ%?%&%&%ﬁtﬂ4ﬁ7&4ﬁ
BT HMETLEZb00, ZO/EIIE%ETH -7,

FFHEEEREDOEYEE NEAT—2) ¥

JFHERE IR W B e OV 8 /B (FEREE IS K 0 — e IFEZE % Child-Pugh 53 ﬁbtJ\ﬁf}3¢E\
C: HE) IZAAK 1omg 2 1 H 1[0, 14 HFMEROBES Uiz, @RS K OEFIC D ARMEILBAT
T%oko@%%&U%%K%PT\mﬁﬁﬂVX?D*”@JDLﬂVX?D%Wﬁ&UFUﬁUﬁ

U MEZIZEFREROE 2R Lic, —h, BEIZBT 2 MEETEEARD Cra Y AUCo2an 13, HEREEIZ
g L’C?‘f”%%‘“( IEENENSS K445 P ERE TIXIENEIN 144 KT8 %I L‘%‘r L7= (3%,
o, BETIE, Toa IF 12 128G L7, 7od. A M OEE THEMNZIZ & A ERITRBO bR -

to:ﬂ%Qﬁﬁkbf\ﬁ@ﬁﬁvmwgﬂé/?/74/7ci@mﬂ$%%bﬁ% A L P
THEERWEDT 5 EDOLFIBA~ORVAHZDMET L, £z, FIIRERD HIRIEERR~EEA D g

B AWRERBREEZEET D ENONNA AT XA T E) T o DFE LW EANEDOONT-EEZ BN
oo HIT, FFEERFCIIFEAE 2 V7 7 AR T H X2 LT A2, MiEH HMG-CoA i# cli#E
EIEHEARRENS ER LB b,

PR EEHRRERVELEREICIng 21 B 1H, 14 BEREZORS L=
EED 1A BEOMBEPERHEDEG HE/INF A -4

A RN e
. L 4% AbIErlL» i
KEDZAT A= fﬂ%@g ﬁfﬂgﬁ%) e "o
T GO FHmEER) | G B0 TN+ R )
G 6.68+4.10 37.0£25.6 96.2+30.1
(ng eq/mL)
Tmax
25+1.1 12+04 13+0.6
(h)
AUCo24n 872596 386199 853426
(ng eq * h/mL)
*({f)ﬁ;q 17.7+13.3 17.5+8.9D 16.6+2.17

1) : 4 Bl N-2ofiE & FE R 722

) AHIOAEGE SN TWDAERCHEIT
[N TE N N V= T A A R/AN

MJE Tl 40mg/H £ CHEETZ 5,

LEE, RAIZIET AR Z T L LT 10mg,
BEEOHAILE 2 L AT 1 —/VIJE T 20mg/ A, FEMEFE 2 L AT 0 —L

I1HIETHY ., £



VI. E¥MEREICEAYT 51EE

8)

9)

)

(4)

BERERTEZOENDE MMEAT—4%) ¥

TR RE IR BB M OB B RERR BB (KA 1omg 2 1 H 1 [\l 14 HEER DG Lo, BileERE
BEICBIT LT PAARRAZF U ORFMEITIRAFTH Y | BRI NI3IAH O Iy ERE &K OFEBER TR
BLanwEEZLNI,

b5 YRAR—2—DEEFER PP
OATPIB1 # =2 — 9% SLCOIBI 5T ¢.521CC D#EEBRFE D AUC 1%, ERAEH L TV WEE
(c.521TT) XV K25 fEEMN->T-,

R
MM E R L

BE - fREDCEE

fEEERR B 12 10mg 2 &1 30 ISR D45 Uiz & & oM R ARIERE L, A THRGICHRT,
Tomax DIRIENFED 5D & & HIZ Cuax Y 12 LA FITIR T L7z (B) . B GHFD T LARRO M
FEITH A TG OEA L IRIERBEOHEB 2R L, AUCh. K ORI, i THR5OZFNEFN 91.1% Kk
M99.6% ThoT-c LLEDE T MANRZREF U ORIGHEITAEFIZEVIET T 600, WINEITIF
ENERBRFORBEEZ T o7 () , ZORKNE LT, BRICKY BNEIHBEEMET L2720l
AL ~DRAT NS T8N Z L 3B 2 Hiic 37,

BEMABFIC 10ng ZHREBTXEIEBRICEORSLI-LED
MEFRREILADEE HE/NF A —F (12 flOFHELFERE)

B S)FRT A—H
Be 5.4 Y
Cmax (ng/mL) Tmax (h) *ﬂﬁ,ﬂﬁ D (h) AUCO-oo (Ilg . h/mL)
MET 5.33+2.62 0.79+0.45 7.75+2.22 29.08+14.43
- 2.34+1.37* 1.58+1.16* 7.72+1.87 26.49+15.38
[0.0003] [0.0412] [0.9508] [0.1708]

L] :ofomiricsir2pfE
R TGRSR L THEEZED Y (p<0.05)

2. EWEERM/NT A—5

M

(2)

)

R A&
MM ER e L

TRARSE R 4
R L

SRR
B L

1) : HRABICI T B 00

) AR OERB SN TV DA L AT B —/VIJE R OGRS 2 L AT 8 — ) VIIEIS 32 AR O B, @

FRAIZIET A2 ZF o L LT 10mg, 1 B 1EITHY, Fn, ERICE VBTS2, BEOCHAE

F VAT B —/VIMETIE 20mg/ A, MRS = AT 2 —/VIfIUE T 40mg/ H £ THETE 5,

N
=]
I22)




VI. E¥MEREICEAYT 51EE

4 vIUTF7S2R
HEANT—%) 3
257 )T T A : 604mL/min

() NHBHE
NENT—H) 3
Vdss : 565L

(6) ZDith
NAFTRATEY T 4
IENT—H) 3
70 AF—R—EIC X RIS, 7 RV SRR ZTF % 2 5mgh X 2h (Smg/man)  HLEIERIRN R G- K& O
10mg H[EE O 5 L= & & ORE(LIRD AUC £V RO Tt A AT XA T8V 7 413 122% Th -7z,

3. B&H (RFaL—>ay) @&
(1) BBWAE
MM ER e L

(2) IRSA—BEHER
=l (65 LA ) 1A EBEG% O CLF 1XFEEEE (65 iARd) & T 37.6% 35 EHEE S
AU, R L0 R AR IX B 5 2 LR &z 39,

4. RN
FrEANT —2%) 40
JEFEUIBR T BFIZ UC-7 MV RA X F % 40mg HLEIRE O 5- L7z & & IR K OUR IR O Fn
NEROTZRINERIT 59.2% THh - 72,

5. %%
(1) ik —RiAAPIEiBYE
LR L

<BE> (Z v h) 149
7 v b TOBITIFMmD TR o T2,
( T0) ZDHhDHBEEADBEITIE] OHESM)

) AANOEFE I N TV D E 2 L AT v—) VlUE R ORGSR 2 L AT 0 — /VIEIZ kT3 5 HIEL ORI, @,
JRAIZIET "N ZAEZF L LT 10mg, 1 B 1ETH Y | Fin, ERICE 0 EEERT 52, EECHA T2
L AT B VIE T 20mg/ A SR = L A7 0 — L HUE Tl 40mg/ H £ THIR T 5,



VI. E¥MEREICEAYT 51EE

(2) mi%k—RREEEART @B
YR L
<BE> (Tvh)®
HIR 18 HAD T v M UC-7 bR RZF % Imghkg ARG Lo L X OIRIBNBETRERE L, &5
% 4 BRI EICE L, RMAMIETERE DR 5% Th o7 (£) . DL & ORMAATEERRPIEE X
FHARIMAE IR D 40~T0%FRE Th o7, BRIEOMERD o B CIIAFIMNIBE R E 2> 72, I8ROl
IR IR L, EEICBAT Lz, ZhudBZ o < jatdgRito=o & Bbhi,

HEIR1IBBEDT Y M -7 MLIAREF % Ing/ke BOKRELIzLZD
BHARB R U RAKSRERE C AN FHELFEERFS)

o FHAE N A REIREE (ng eq/g or mL)
0.75h 4h 24h 72h
il it 38.1+18.1 38.7t1.4 2.9+0.6 ND
il & 435+19.5 35.8+1.6 3.1%£0.4 ND
x il ND ND ND ND
TN 7 154+6.3 24.1+2.1 5.6+2.1 2.1%+14
fii 58.9+20.7 56.6+5.8 8.1+1.9 49+1.7
Jiks Jiik 4477.8+993.1 3206.3 +808.1 1213.3%£322.5 766.6209.2
B ik 113.6£49.5 94.4+10.6 23.1%2.7 73423
~ B 3434145 89.7+17.0 30.9+5.1 9.4+2.1
tk M i 12.9+5.7 28.4+1.4 6.6+t1.1 35112
e M 145+6.9 19.4+2.5 49+22 22+1.4
=N =] 42+2.0 13.1+1.2 52+14 49+43
T 0" 103+14 23.8+1.9 73+1.6 3.0+1.7
gro B 18.8+8.4 27.4+4.4 6.310.8 42+25
ER S 10.0£3.5 15.5+0.3 3.4%0.8 ND
FL Jig 9.8+3.9 22.0+0.5 55+1.1 3.1£1.8
ES K ND ND ND ND
pp FEAR A REIR . (ng eq/g or mL)
0.75h 4h 24h 72h
& V) ND 2.1+04 ND 1.8%£1.2
. R ND ND ND ND
I il ND 1.1+0.2 ND ND
T ik ND ND ND ND
" fifi ND 1.8+0.3 ND 0.8+0.8
iR 24+13 11.7£1.0 73%15 7.6£2.4
B & ND ND ND ND
H 1k & ND 22402 23+0.6 11.3+5.3

ND : R BRI ATH
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(3) it~ ITH
Y ERR L
<5B> (Fv k) D
HEHDT v MM UC-7 VSR ZF % Imglkg # N5 LTz & & OFLI AP i S b B L2 DUk L,
FretE Ch o7 (E 1. 2) o ZOFINZEEL 7 MiFLVE O g AR B O BURRED e S 41 (0.4~2.3ng
eq/g)  FITTHERED —E AW LE RIS D Z &R IS N7,

£1 SBEINBEDZ Y MZ"C-7 MLARAF L% Ing/kg BOBELIZLED
Fit, MR CmEPBRHFEERE G HIDOFHELFLERE)

e HHEIREE (ng eq/mL)
(h) oyt . i 4
0.75 6.5£t5.1 27.4+17.3 259+14.7
2 10.0£6.0 16.5£10.9 17.1£6.5
4 154=£58 7.9+23 12.60.6
6 129*+1.6 ND 79+1.5
8 12.5%£2.3 ND 6.61.3
24 33£1.2 ND ND
72 ND ND ND

ND : f5 H BR SR

£2 DHBEINTBEOS Y FMIMC-7 FILAREAF % Img/kg BOFBE LIz ED
EFNFNT A2 QHIOTFHELEERE)

S ) NT A —H
OB Tiax Cmax AUC(. HaJR ) @
(h) (ng eq/mL) (ng eq * h/mL) (h)
m & 0.75+0.0 27.4+173 106.2 2.0
i 4% 0.75+0.0 25.9+14.7 148.5+18.6 49+24
3Lt 6.0+2.0 17.1+3.9 240.8+60.2 7.8+3.7

a) 1 THEHICIIT % i
b) : 2 Bl FE)E

(4) BB~ OB
LR L

(5) ZDthDEHA~DIBITHE
MY ER L L
<BE> (T v h) 49
Zw MTMC-7 MR RZ F 2% Imgkg #R D5 Uiz & & ORBEREIX. ARAIO EERENL T H 5 IR
WCHFRANCERE L., REEE R L7251 4 B Sl E b B aEiR B o 130 {52~ Lz,
Z ORETCREIE (MIEFERED 34%) | B, BB, & OH R PR E X0 &RE 0576
RO LIV, ZF OMOFEE N XM PIRE L[S T Th o7z, T OB RERE X
HRLMTHA L, 5% 72 FETIXIZE & A ORI CRHIBBRARE CTH 0 | HEHEEDFE S b i I- ik
THREIEED 0.3~11%Z8D Uiz, #%54 168 I CIIATIRIZ S R E D 0.8% D FBEN TR T,
Z v MZ Imgkg 2 1 B 118, 21 BERERAOZRS Lz L & O&% 5% 4 BRI T 2 8% N e =
I Z X LD E LTEEAEOMMBETT7 BHH £ TICEFIRRBICE LT, £/, 21 [&RE5#% D 24 B
B2 e s & el 32 & iR, g, M, RS & OVE Tid 3.0~4.1 512, K Z bR < kA%
TIE L7~28 f#I2 B L7z, HIEHE SRR R Ch o 7 fRIC b, 7 [ER G ZURBKIRE (1.4~
23.7ngeq/gormL) DREIEES RN Sz, 7od5, /MM Z BR < AR R OfR T B G IR W
R BRI A CTd o 72,
BB 5% ORER PN O BRI BE 1 3% 5-1% 72 BRI £ TR RIS 2R L2, TR LB MR ITESe
NTH oI, &G 7 B BIIIM B mim g o 37%., AElshlh. KER, Mgk Oz 16~26%
DFRGFTREDVRRE LTy, LRk COREITRFEIRED 1%L FH 5 WImHRA R CTH -7,
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(6) MITFEAKLEE
1) RZEE®
b NAEZ VT invitro DEBR T, BHEMBEAFIL 95.6~99.0%LL EE R LT,

2) {£#EHm M-2) @
bk SEZE V= in vitro D IR T B ARSI 96.6~98.9%LL T RE(MIK L IZITRIZEOE AT LT,



VI. EYBEICEY SEE

6. R

(1) RBISAALR U HIRER
T RN EZF R e NIFROVMNEI 7 a Y —ATREf SN, FELTM-1 KONM2 BNERK L7z, B b
P78y —2RICBTH M-1 KOM-2 O Km EIZIFEE A EENRDST208, M2 D Vi 1T M-1
LHBEILTT7.6MEE <., invivo CTM2 NIIETERFHTHHLZ L E—E L=,
<HE> (Tv b, A4X)
WEHED » B ROMEMEA X2 UC-7 MR RFF U R A% LTz & & ORSEED KER S 1 ARA A s HEHE
INb, ZOMEHAZEHWTREMAEDIZNC S BEORBW 1 FE I iz,
AENIEL LTT X FEAMEDOR B VRO AN L2 MKERE (FRZENM-1 LTO'M-2) | p-BR{b-Iit
KT (M-3) KOZEODOME (M-4) & 20KBBEIZR 77 v U BIEAIC X VR SND Z VRS
nr (X . F£7z, m%7/b TBWTHR G 24 Kl E TOMHF M2 O 7 V7 v U ERIER, M-1,
M-2 R OSRZBACAR 2 45 B E & L7250, It 2N & 580 5.08%., 14.1%. 7.54%. 9.53%. MET
ILZENZEI 4.95%, 17.8%., 8.62%. 102%IZF84 L. AEJH AR PEZE 1R8O HAL7e iy - 7z 49,

Sy bFRUA XIZUC-7 FILAREFUEROKES LI & Z20HERBBR

@J%@@?ﬂ%ﬂi%@@ 2R D B 2T,
H;C  CH;4 =

*RIGCIIY
OO

V. ZAV. % & Vs

7/I\
HC CH
HOHHOHO
O O

HC CH,4

@)Hﬁl{omono - M-l F /N/\/\/”\OH
ale j & Q

T

H;C  CHj

1747; o 0
A g: NSNS0y
HO H —
F

M-4

Ca?*- 3H,0
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(2)

3)

(4)

REICEE5I 28E CYPE) OnFiE. F5XR

ARE FF b7 v— A P450 FEELR A O L 7oA R M-1 RO M-2 OARIZIEL CYP3A4 3 REINEME A2 7~ L
7o F£7-. CYP3A4 DFLERTHDLIHT A FF I M-1 KOIM2 WEDAERZ TS 90%EL, —=F
=NV AT VA VIR WE DAERE 60%HE LT+,

PVEEASHROEERVZDEE
MM E R L

REVOFEOHERVEMEL., FELE

FERIZEBIT 27 MR AZF O ERBILT I REESGME OB RO 4 \KBBEEKR M-1) KTO2
NAKEALIAR (M-2) Th o1,

<BE> (T b)

F oy MFES 7 2 Y — AH55ZB VT, M-1 (1~300nM) % T M-2 (1~300nM) [T & & 7912 HMG-CoA
MITEEEILEERZ R L, FOMEERIZT MARZF U ERIBEECH-7-20, ( [VI.2. (2)2) {tH
YD HMG-CoA ZETBEREE/ER &)



VI. EYBEICEY SEE

7. Pttt
(1) HEtERG R UHRRR
FEPEMR TR P2 LR Th D LB LD,
HEAT—#)
TR IS UC-7 MV ARAZ F 2% 20mg RN L7z & & B 5 U2 RIZR I 1.2%Y), FEFIC
89.4% HEilt X 417= 40, MHFEUIBR T4 B 12 R 1T D I h PR 1T 57.0% CTdh > 72 40,

T RILINR B F U DERNENRE
54 (100% )

{

(THALA)

(P B 1Mm) GRiLKSR)

4R
7 1:67.2%| (g
% 57,205 PO
h :50.2%
REG+
7 1:66.9%
2 :56.9%
I :57.0% (‘1)

BRI
Z v F:42.4%

~ =N
A
v

v

A
v

[N

A

v

(2) #rir
FQD HEERAL R OHRER ] DHS R

(3) Pt
KR L

8. FSYARR—4—IZET &R
T MARAZF AT TV AR—=2—0 PFEERA'E (P-gp). FEMMEERA (BCRP) KOHEHT =4 b
Z v AR—4%— (OATP) 1B1/IB3 DIE TH 5 ™5,

0. BHHI- & BEE
KPR L

H) ARROERBENTNDE 2 VAT 2 —)VIIER OFEMER 2 L A7 12— VIEIC T 5 FE R O &L, @
W RAIZIET PANRREZF L LT 10mg, | B 1EITH Y, FEilih, GERIC ;D@H%ﬁféﬂ\irwﬁA
IEE T L AT v — VECIE 20mg/H . FHEMES 2 L A7 7 — LIIUSE Cld 40mg/ H £ THIECTX 5,



VI. EYBEICEY SEE

10. FEDERERTHEE

) BHREEERE

EHERE LT 6 B OB REE S 14 FIICAH) 10mg 2 1 A 1 [F 2 MEKERAKRS Lz & & BilEk
T AFNOFD R OENERRIEEE JE S 2ol GHEAT —4),

(2) FFigElEEEE >

fEEHERR A K OV 25 BB 8 3" DI AHA ] 10mg 2 1 B 1 [ 2 MENERAKRSG L &, FFELEE T
f B A I B~ C Child-Pugh A 23 & O Child-Pugh B JR3&1C %Pfcmfi%h%%JSﬁ&UM4F
AUCO0-24h TIXZNEI 4.4 (5K OV 9.8 (DM, Toax TIEWT LS 1/2 OEHMEANZED HAVTZ 3 0T
EAEBL LI oTz, Fio, MIEREICKT DERICIZZEZN 2ol OMNEAT —4), [TV 2. i‘:‘-‘%
NBELZDOER|, VI.6. (3) FHEEEETEE) K]

(3) =HnE >

11.

FEEEEE (66~73 %) 6 Bl OFEFEHE (20~227%) 6 HlZ. AF| 10mg Z & T HEHRE OS5 L2 E,
BB ITEEE IZ T Crax LN AUC0-00 1349 2 F2IZHENN L7223 | Tinax 2 QARSI TR O S h»
7=, [[VI.6. (8) B#h&E =]

Z0ft
DR L

) AFNOARIN TS E 2 L AT B —)VIGEK OCFENEGG 2 L AT 12— VIGEICT 32 AEK A EIL, @
W.ORRAICIET L ARREZF L LT 10me, 1 B 1EITH Y, Fp, ERICE 0 EEST 22, BEEOHE
WSS L AT m—/UIIE TIE 20mg/ H . M E = L 25 1 — VIfUE Tid 40mg/H £ TR T& 5,



VI. £t (EALDOEESF) CEATHEE

1.

ELERBRETDER
BEEN TV

BHRZE L EDER

%

2. B (ROBFICEFEELEWVWI L)

2.1 ARIORGIR LIBBUE OBAEE D & % BH
2.

1

2 FREHENMME T LTS EBEZXONALUTO L D Rl

A, B ROSMERE, FEEZE, . $E (931, 16.6.2 ]

2.3 TR SUTEENRE L TN D ATREME D 8 5 Aot e O LtR [9.5. 9.6 ]

24 JLV AT LENL s BT LUH AN ERETOERE [10.1 BHR]

(fizn)

2.1 —RAOBREEFHEE U CGRIE LT, ABNC L 25 0WBBUEDBEEN D 28546, BBUERNHRE TS
TREMENE W EEZEZ ONAT-, AAIORG 28T AZ L,

2.2 WM RBRIC BT, IFEEZE B T OARH O i 5E T HMG-CoA 35 ol 35 P E 1E MR AR JE B 2 B |2
AT AUC TA44~98FIC EH LIz WO MERH D, o, PEOHHEERED > bR ey
73 3.0mg/dL Z#8 % 5 BE TV T, AUC IR AL O IFIEZS SR (T H 3 L < TR Tz, 7
B, #EIZMEE Y L E AN 3.0~3.5mg/dL L EX VEND L HESNTND M, Lzi-> T, R
HFEENE T LTWA EEZ BN ABE T, AFIOMIFEFHEEN T URIWERORBSEENINT 55
ENnH 5,

T, ARBRIOEREALIEICHIRTH Y . HIEICB O TRE SN Z b ifEE2 B ST 28ETn

N D, WHAOWRMNCELEEZZBICEHERFRELEZ DD [BYEFR, BIEFROBEE FFEE,

g, BE] OX ) RBEFIISRLEHELTND,

2.3 AHIOEMPEBRIZIBNT, HAERBOBD K OAELF - BEICRT2ZENRD L, BIRICHAFR
KT EREMFINRD LN TND, /2, 7 v MO HMG-CoA Bt RAEHR 2 K&K 5 L2 h6
W2 BIROBEEGERA LN EOHRENH D, BT, B MTBWT, fhdd HMG-CoA & yrfif & FHE A
.3 » HETOMICIRA LIz & =, IBIBIZEREFEN D Dbz & OGN H 5 O Thilbm XX
IR L CW D AMREME D & 5 et~ 5138 T 5 = &,

F72 Ty FTHITT~OBITRREEN TS Z 0D RATOBEIC AR OB G ABT 52 L,
2.4 C UM RIGHECTHL /LI TLENL - BT LU Z AL/ (400mg-120mg) &7 RV ARAXF
ZOFH U= 3R AR ERRBR T, 7 FAARZRZF 2D AUC 2 828 1, Crax 28 22.0 f5IC EH- L2 &
DHENRD 5,

MR THRICEET HEE L TNER
V.2, HRERIIBRICEET 53T OHEZZMHI L L,

AZERUVHAEICHAET I8 L TDER
BIE STV




VI. &2 (ERLOIES) CBY51EE

5. EELEFRNIE L ZNEH

8. EERLEANIEE

8.1 HoMLwE L AT B —)VIIJEIRROFEARTH 2 BFEREEITV, BITEERIECE MLE, B2
EDRMMELEBROY A7 757 7 X —DBBE L+ 0BETHZ &,

8.2 PehHr i PR 2 EHIRNCRRE L. 1RIEICHRT 2 SRR b WA IZfe 52 1ET 5
Z &,

8.3 BEHREOHERH LN DZ ENHDHDOT, L - G, BEEEDERND Lb-HEIC
WEAKIZ R IE L, EREIOEET S L0 BFICHRET S 2 L, S5 TITRERESUIEER LY 12
HETOMIZ I EELE, ZRLUBEEEHN CHEIC 1 R%E) ICF#ERELZTY 2 &, [11.1.3 &)

8.4 MEWEKIERAE, PLIMERBAME, M/ IMIBAIEN D bbb Z ENHHDT, EMIICHELEITHI R L
oy EiE A1) 2 b, [11.1.5 K]

8.5 WIMKE, HERFNH LMD ENHHDT, N, MR, EHEEREDIERDOIEFIIEET D
EEblT, EMCREZIT O 2 8B 21T ) 2L, [11.1.7 28]

(fiF#n)

8.1 ma L A7 v — VIJEIZE MM LEBOFRIK E R EEFETH Y, @ L AT v — ) VIiE & IRFET
5L BIMMEEEORIEN TSI, FFOERM M EIND Z EBHAL NI TNDS ),
ma VAT a—/)VIIE EZE SN ZHAICE, ETE—I0Em a2 VAT B — VIERE O IR TH 5 B HFK
EOEENEIE A B O T IR E LS T ITWV, ZNE T TN ER R0 R BB IS O B3 W L L1 E
BRtA 22 &,

F7-. BT L AT 10— VIGE DM O B O ERRIK T & & 2 BTV A & ML ECEE S D Y 2 7
77 I B ORI ONTHHEETHIENEETHD,

8.2 BalL AT u— /VIEDIEFIX, @Y2a L A7 — iz RHMHERET 2 2 EREETH LT,
Beh v PR E M O 2 EMEICITO, RROREHRT L ERNETH D, BEICEL->TE
AFNFIE LR WEE L H 0 . ERIRBD LR WEA IR, AFIO#E % ik U SRFI~DEHE 4%
BT 5%, RAANEBIREREINDZ ENR2VWEITDICEET AL,

8.3 AFNTEICHIE TR SN D Z &6, AFEREIC 24 5.2 2 aJREM N 5, £ 72, —f%IZ HMG-CoA
RITEEE L EA CIZAFCBET 2BIER N b T\ 5, ek, [BIHERFR] NEBINT-, IFLoh
THEUEFRITEMICENT 2200, BHIRAE & LE 1IN D 7O RELT 2ER & LT
(LD - TR, BEUKR) Ztdi L. BENZNLOMERE AR LA, AAIORMAZ$ I LER
FEICHAET D X ICRETH 2 Ea# Lz, 72, ABIOARREE COENICEIT 2 BRHERIZB
TH, IFREE, IFHRERES . AST, ALT, y-GTP b5, ALP k5| LDH EAEREE L TNDH T b,
JTHERERMA 2 EHIAICAT V), TR 2 HERR T A Z ENEETHATZOREL TV 5D, BAEDHEIZ OV
TITFIEOMF MR CEE 2 BB IR E LT,

8.4 18 (NEXGTEMWEAEMBPYEIR 11.1.5) DHEBM]

8.5 TMRE A I\ TRl FEIRIFOIEGI N ERE S -7 Drtd L7,




VI. &2 (ERLOIES) CBY51EE

6. RENEREHTHIBHICHTHIE
(1) BHHE - IEBFOHDEE

9.1 &HHE - BMEEZEDHLEE

9.1.1 WREDEE
PERF AN SEDL 2R H D,

9.1.2 HEWFMABELH o ONOTVEDHENHLHILUTDESE
- FUR IS RE IR TRE O B
CEEHEOHEE (YA Mr 7 4 —5%) XL ORBERED H % BH
- EIMEOFGEEOBHERE D & 5 B
s Ta—)LhEOEE

[11.1.1 1]

9.1.3 EEMBHEXTZTOERERDOHLHEE
EIEM I E (RAE, 25%) NEAIIHRET L2085, [11.1.9 ]

(fi#t)

9. 1.1 MHEMA I\ TrflE, MR OEFI R S Lo 7o 0Re#l L7z,

9.1.2 BRMNHIHIY G (EMEA) OZEES TS CPMP (Committee for Proprietary Medicinal Products) g
RIS IS = BAEGEE) O RE 5 TRiH# LT,

9.1.3 EIMEREB A (CLT, Hg) 2B\ T, BEMESEICOWTOENIADIES], 2~
XHR, ROERNNDOTA RTA 2T L, FMEBOER GBI L7ofR, UTONELEE 21
BHEHEERAWET T2 2 &5 Ee) &k St AT BB ERR - A TG AR R I e R R @
(HDE R LT,

@ ENENEAPESNC IV T, HMG-CoA ETBERILERE (LIT, [RF2F ) L HIEMETIE L DR
REBDGE TERWES ONEOENTND Z &,

Q@ LNEHIZEBWT, AZF L Of&EG CHRIEME/EDIER NS HI LIIEF, AZF o OfIETHE
JiE: 17 0 )9 DR DSV IR LT e B, R & F 2 & EEAG T JJE & ORISR NG E T & 22V ES] 3
WEINLTWBHZ L, D

@ AFSCHKIZI T, WHO BIEFIZ SRS 7 v —/ L7 — & ~—Z (VigiBase) *ZEHBWTARY)
B 24TV, A Z T OBEGEMHESPEICET 2 BERRERDN T — 2 X—=22Ekn b FHlEn S
L REEHAAICHBICE -T2 (A Y X [95% 8 XH] =2.66 [2.28-3.10] ) & O#HE*
PONH D Z L, FTo, MRS CHEME L7- VigiBase D 2023 455 A 23 HER R OT— Xy b EHWER
W ATIZBWTh, FREORER (BEEMIEIIE : ICns*¥=0.9, IRAMEIE : ICus=1.7) N/REI

=k, *2
Q@EHNINDTA KT A2 T, BIEMESNEIZBWCTHEELZETIHANE L TAXFUNTEHINT
WAHZ &,

*1) VigiBase 1%, EHMNIZ X 2RWERD RO DIEFIHULD Stz WHO (HEFR IR o 7 o —
INNT—=H X=X THY UMC (VI Y TE=F ) T Z—) ICLVBF -HFF STV D,
THHRIFIIEE . THY . BERONTRWERNEIRS & BET 2 /T T X CTOEFI TR — ) =
TR,

%2) WHO X% UMC O R TIZ720,

%3) Information Component (IC) @ 95%f5#E X T FRAE
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I
o
U
s
H+
AN
S
e
o
=
S
St
5y
¢l
it

BEHSEEDEALRRBO N TV D, [11.1.1 B8]

9.2.2 BHEREBEEEDHLESE

KKl 7 4 77— FREAZ VAT L5612, 1BE LT 2SRV LB SN2 55 IR0
5L, Al BREREEAL & £ O BB RME N H b v, RS TEHAIT 2 5A IR &
WP E e ASE 2 L, BRAER (R, B 0B, CK EH., P LRORFIAT
n ey EHINCHE 7 VT F = EASEOBEEREOEEZROIZGAITELICRG 2R IET 5 2
L. [102, 11.1.1 2]

(fiF#n)

9.2.1 BRMIAHIYS G (EMEA) OEESTH D CPMP (Committee for Proprietary Medicinal Products) ik
FTEVEICEE S & BAEFSEE ) OfERE 5 Tiddl L7, BFEEFIX, HMG-CoA = ILEE I B ORIE
e LTSN T DR RRIE DERIKF-0—o2 L SN TRV, £/, HEHBMAVEICE-> TR
M7 BREREDEAL RO LTV D = oRcHk L,

9.2. 2 HMG-CoA iZ i ML EANC LB OFIER & L CTE1 B A T DRSO BEE DO faR K+ D—> & L
TEERENH VY . F 72 HMG-CoA B BRI ER & 7 « 7 F — R RIEH| & O FF FIRF IR b iz
JENRHHLOLNRTKRDIEHHBLATND O HIZ, > HMG-CoA & ITEERAEH T, BHEEIC
RE9 2 BRI B E DR SN BEICB T T 4 77— FREH & OPFRIC X 0 BT Al RIE
DEHZH DL DONRT N ERRE SN TND D ENBEE LT,

(3) FgrelsEas
9.3 FrirelEEESE
9.3.1 FRBEBEMETLTLWEEEZZONDUTOLSLGEE
SRR, BUFXOSMIEE. FEZ. HE. BE
BH LW & AFOMIETRERS AL, BERORIBIE NS 282hid 5, £/, K
AN LIS SO TER LRE S 20T, FEELZE(LSE2 800 H 5, [2.2, 1662 ]
9.3.2 HEEXEZZOHMEIENHSHEE (9.3.1[IHKBTHBEHEERI)
AANFIECHTHIIC BN TER LI S 20T, TEEZELSE2B8EM0nH 5, [16.62 M ]
(FFw)
. BZRNBEENEHR2.2) KO VL 1. (2)7) FEEREEEOEYMERE] OHSMR

(4) £FEREX BT 5E
BEINTHZRWN




VI. &2 (ERLOIES) CBY51EE

()

(6)

(N

(8)

bE 5

9.5 IR
IR SUTIEIR L QWD ATREME D & 2 Aeth i3k 5- L2 2 &, S B CHIZAE B OWb B OVEAE,
REICKT HHEENED LI, BRICHAEFRIE T ERENHIIFBO LN TS, /2, 7 v MM
@ HMG-CoA & el ER 2 KB G LS I B RO BTN RE S TS, 2, B T
1. 1> HMG-CoA & tli#E ML EHRIT, Wik 3 v H ETORICRA Lz & &, BBIBIEREFEN S
LNt ORENRDH D, [2.3 5H]

(fiF#n)
AAN OB FEERIZIBNT, HAERBOWBD K OHAROER, BEICHT HHENEO S, BIRICH
AEAFRIR T LB IHIDGRD 5 TS 28 T AR T v MIBWTARAIER 5% DT 03720 G IaRA~
DOBATHELHER SN TERBY 2, BNV TH HMG-CoA 1B TR HERIT T X THEHAZEILE L Sh Ty
%, b N OERR O R Tl > HMG-CoA & Tl E L ER LT F A bu 772X I 0%
OEH Uiz tE T, ZOEIRICEEREREE A, K& RIEE L ONLFPHSEATE O Sl 1 fINHE S
NNTNBIENLERE LT,

ZELIR

9.6 $23LIF
BHWIZIIRE LW b, Ty N TP ~ORBITRARE I N TN D, [23 BE]
(fEdn)

T MZBWTHITT~OBITHRRD N TWDH DR E L,  ( [VIL5 Q) EA~DFBITHE] 0ES
)

INRE
9.7 INR
INREE 2 kb G b LT A R0ME R OV ek 2 A & U 7= B PR R BRI 55 L T e,
EEE
9.8 BfE

BIER D BEL L2613 G52 hiE 357 8, @URAEEZITHY 2 &, —MRICAEIEBENE T LT
Wb, Tz, BEUGREDL H O b T W EORENRH S, [11.1.1, 16.6.3 BFH]

(fiR#t)
RN B2 R (EMEA) OZE&ToH 5H CPMP (Committee for Proprietary Medicinal Products) D 2ET#hE
IS X BAETEE DR E O TR L,
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1. #HEH%ER
10. #HE#%H
AFNE, E& L THOEYRBIRES CYP3A4 I v R ans, £/, P-HEERE (P-gp). FLEEM
MEH (BCRP)., AT =4 b7 AKR—%— (OATP) IB1/IB3 DIETH 5, [16.4 B[]
(figa)
FAEAEF ORI 5 22k i mmg CERR 1245 12 H 25 Af)) 125308 L=, Rk 3047
A 23 BAFERASREESE 0723 5 4 A A EEK A EHARERLEFERE R E A CARINETE
HREBA%E L IE R E MR D = O DM EAEA T A R T4 > ) (IS, HAER] OHEICE#KT =
*v kT AR—%— (OATP) 1BI/IB3 DHEE THD EHIEFL L7z, T, P-HEEAE (P-gp). FLiE
M= E (BCRP) OEETHDIHEHIBFL LT,

(1) HREELZDER

10.1 BEAREZES BRALLGWI L)

TEFN 4 REARSEIR - $5 8 5 1E FEFE - fERRIK T
JUHhHTLEN | T L BT LENL BT L X AE )| BT L7 L ELD OATPIBI/IB3 kOt
7L A | (400mg - 120mg) & OPFAICE Y. 7 hL | BCRP [, 7 L2 ¥ A /LD OATPIBI

SEAAY INARF D AUC 78 8.28 %, Cmax 25 22.0 | J2TX BCRP [HLEICHESEMICL Db DL

[2.4 28] fHT ES LTe L OWEDRH D, AAOMT | EZHATND,
WED ER L, BEASREB LS 2%
BENWBD S,
(i)

[ZvhFLrEen.. 7Ly xein]

CHRUBMIFFRIFRE THH /LI T L ENL - ET L Z AL (400mg-120mg) & 7 bV AZ F o % ff
U738 M EAEFERRBR C, 7 RN A X F D AUC 28 828 i, Coax 25 22.0 512 EF- L 72 & DR
ERNH 5,



VI. &2 (ERLOIES) CBY51EE

(2) HRFELZEDER

10.2 AR BFRICEET S L)

KA

HRAEAR - HE 515

B - SRk~

7 4 7T — b RIEA|
YT 4T T—1

£
[9.2.2, 11.1.1 ]

=2 F R
=tV hr—

A

[11.1.1 ]

A, B, CK S i & OUR
IA vy ERERME L, AR
REEAL 2 £ 5 BB BUIRAE 23 & D b=
TWEOHMERH D,

R : 7 4 77 — b RIEAI & HMG-CoA i#
St RBALE A & OREIVERFERMEOHEINE
HARRBEIN TV,
fERRIR 1 BHSREIZ B9~ 2 R PR MR AL 2
WD L5 BE

Py . = aF U EERIAI S HMG-CoA MRt
FILEH & ORIWERBEREOFHIER R
BWENTWD,

fERRIR T« B REREE

S
VI BRARY
&
[11.1.1 ZR]

1) A%, B/, CK _E&- i K& OVR
A savry EREBE L, ST
BERETEAL & £ © BB ARIE DS B b bl
RTNEDOWENRH B,

2) Y ARY EDOHRICE Y AH
@D AUCo.240 ¥ 8.7 {212 B H- L7= & o#sE RN
»H5b,

B 1) 7 aRRY L HMG-CoA &
JUEESE PR E A & o BIE A 75 AE O M
. 2) ¥ 7 r AR LD HMG-CoA
TR B A O G+ Ay R e
LHEMEFICESFAEEH. 3) vonm
ARY N K DERFNDF~DHELY IAA A
FVZESSHAEERANRB I TN D,
fEbR IR 1 B RER

T RT3
A TF7ary—n
At
sl B Qi w R VS
[11.1.1 28]

AR, B, CK ES. M R OYRH
IA T vy ERAREE L R EE
REAEME 2 fF 5 BBUT RMARIE S & b b e
FTNWEOREDRD D,

By 7Y — L RPIEEE I ) e~
A 2@ CYP3A 12T ZEEHNSE 2
bNTW5,

fElRE+ « B HgREREE

VAR NV S= A= VS

AHOMPEHEDREOFER LA
(Cmax . +55.9%\ AUCo-Tast : +818%)
BHBIT,

Bep 75 ) 2m~<A 2 ® CYP3A4 1%t
THHEBEANEZ DN TS,

HIV 7 v 77 —EMH
EH
gt Fen - Uk
F e

A

=l R ) RN B Nl V7Y - R I N
#ID AUC 28 5.88 £ 92 &L oG »
»5,

S 2 6 DIEFNT L D CYP3A4 DPEE
NEZLBNTWND,

=~ hrLJLENL -
U rFENL

PFRC L o AAI O M AFEREN FRT5%
TN D, AFIOBEWERANRFHE LT <
RABENND DD, HoeBEE2T0
RN HIEEICEE L, LEIDE U THES
RGO 2 BT HI L,

-« AFNORH 2 BEMNICILET 5729
LEZLNTWND,

v L LEL
WASIZ

ORI &0 AFI O MR R L, BIfE
MABBHLLT KRB DD,

WFE . 2o ML ALEL LD
CYP3A IZxF 2BAFEEARE 2 LT
60

73T e

777 e (200mg) & DOFEHICLY
Kﬁuﬂ)fﬁlﬂﬁ*qjﬁé%/&%ﬁﬁﬂ:ﬁ l/f: (Cmax :
5.66 %, AUCox:3.00 %) & OHENDH 5,

BeFe: 7o 7L ez X A1 O CYP3A
K OVBCRP DFLENE X LTV 5,

L7 eIV

LT LR BV EORFIC K 0 ARFI O mgER
SRIEEEN EH- U2 (Cmax 1 2.17 fi5,. AUC,.
w3298 LOWMEND D,

WE . LS ALEEALICL D CYP3A,
OATP1B1/1B3 }; T} BCRP OHENE 2 &
TS,
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ADBRHALLT S RDBLIDRH S,

FRAI 4 5 EEIRAER - #5185 1L REFr - fEIRIK 1
TFNF=T PEHIC L W RFI O M ARED EH L, BWE | 7 : 7F N\F =712 XL 5 BCRP OFHEN

EZLNTWD,

JL—=TT7 =
a—A

T —TF TN — P a—2 12L/8 & O
FIZ X0 AFID AUCo720 23K 2.5 (512
HLizEo®RERDH D,

e . JL—F 70—V a—R2LD
CYP3A4 DIELENRZ Z BTV,

TT77ELY

ARF D (I P AP FEAME T L7 (Conax -
-12%. AUCo4n : -43%) & DHENH 5,

FeFF : =7 7L 28D CYP3A4 D
ENREZ LTS,

Vo7rzoeiy

V7 7o e h 17 BB ICAR 25
L7z & 2 ARFOIMSEFERYIRE MK T L7

(Comax @ -40%. AUC : -80%) & O#EINH
5,

F:. U 77 B2 i X b CYP3A4 D
HWRNEZLENTNWA,

V2= R N w B
_ZF =)L Ak
T A=)

AUCo24h : +28%) MU= F =LA T
A=V (Cmax : +30%. AUCo-24n : +19%)
DIMIEPRE DO EHAPRD b7z,

=S A _EY a7 lOFRIZEI D AFO AUC | B XXV o702k b CYP3A4 DR
BHIS0%IE T LIz DHRERH B, NEZHNTND,

[ g Y ) ARFN O MAE I PR K 25% KT L72 | % NS DIANZ L BT MR ZF
23 LDL-2 L A7 0 —/LOIK FRIZZNZE | ORINAE W) (28-S < miEhZRyp
NEHFMCTHERALIZEE LD KREDo7, | DIRFREZ LTV,

VA% EFIREBICBW TR O % VRE | P AAllck Y% 00 Pgp 250
B ERETE (KH 10mg B5 T Crnax @ + | L7ZHEHOMEIRB SN TN S,

9.9%. AUCo2a : +3.6%. CLr : 129—
128mL/min, 80mg #%5- T Cimax : +20.0%.
AUCo-24n :
+14.8%. CLr: 160—149mL/min) = &%
WEINTWD, T EHEAE, T
HEMBEOE=4—%+NATH 2 &,
i mpliganrs JNVEF R r Y (Cmx : +24% ., | TP AHNCELD 2 vF o Fr o kix

F =)L R N T VA — LD aEE R R
DWYREZ BN TS,

(fifas)
[7 4+ 75— FZRHH

B P 5. C b BB RMRIE 2 B35 2 L B 5N TV 553, HMG-CoA ® el I EA & OGN 1T
BESUHMRIER BN E L R D Z L b bN TS O, Z DA EHOBEFIT X < fiF->TnRn e, fiH
T HEEITIE, B, BRSO BRIEROFEE, CK EHF, Fomp R ORF I A7 v e 0%z
BICHEETHIVERD D,

F 72, HMG-CoA & Jrl# 35 [H 5 A 5 G- R SRRSO A ARAE 2 38 8L L 72 EB O 2% < IXBHERERERE CTh H =
G, SRR E I IR O ERE 7D 1 D EBZX B TWS O, HZ, U HERE A E
BT 5BE, T2bbEMEEEICE T 2 BRI RS 2580 i b BH T HMG-CoA & yef% SR E A
LT 4T T — FREAIE EOFH L T B GEEIT, BRI RAE N BN T W ERRE SN TE D,
REREIC B D AR IC R E AR O LN BEICB T AR E 7 4 7T — FREFOHEHIZONT
%, BEfFD HMG-CoA iE It R L EA O U SCEDO TR A D1 0D, 2000 453 AKREEL Y . AFITH
MRS TRAEER) o TRAIDFAAA R ISR LiEERR LT,

— A EIE N B ARBIAREE LS LW THMG-CoA B iR ER] (R4 F ) &7 4 7T — FRIEHIOGF
FNCBET 2 I SCEUGET OB E ] NWEAGBE R - AIGEERERZ 2SRRI SN2 &%
ZUF. R 30 AR 8 [RIE S AL xR ST A RIEES CER 3049 A 25 ABE) 128\ T,
AR ICBA T DA MM IR E PR O LN BEICB T DAL T L7 07T — FREFOHHIZES
T HEBEMREIZOWTREDPTONZ, T ORER, BHEERE RSO RUIFIE 2 B 3 2 B ML 2 fikie
L7z kT, TFRAZEERZ) RO TRAPEHEZS) 7o TEEREANEE] SICEEREE2BITTH 2 &
DY TH D LSz, RAPEFRAZZS) 75 PFAEE] [CSGT L, THRAIZES) ROY TR



VI. &2 (ERLOIES) CBY51EE

AIFHAR] & LCoREIIHIRES N, KGRV EREEFHEICAT LW, BHEEICRE
% BRI BT 03380 B D BE TR L CARAIZ & 59 281X, sl&fEEEICHHTL Z &,
(76, (2) BHAEEMEEERE0.2.2) KO 8. N EXLGEMER EMBER 11.1.1] OEBMR)

(== 7 o mSdHl]

HMG-CoA iz el EAI & P4 2 L BIRUHRAIED & Db odT W EOMEDRH D 9, fFT 255
(i3, WA, BiEEO B RIEROFEHR, CK L&, Fomh kR I A7 v B OLBITRHIIER
TOMERD D,

o, MR LD R A RS L. HMG-CoA EtRIER O Pt 2R TS5 2 & NEAH
TG 9,

[v7mz2RY) ]

HMG-CoA & LEEEHEHR & O3 5 EBURARIE DN & b bhoT W e OREDRH 5 9, IFHT 655
Wi, AR, WSRO B RIEIROFRBL, CK kA, Fomb LR ORF I AT v B OEFHIEET
HRENRDH D, & MIBIT LT MARREZTF o OERGEHIIIE CIThi, 7 7 7 — 2 P-4503A4 (CYP3A4)
OEENRHALNIENTWD, 71 AR T CYP3A4 I L VRSN s 720, U< CYP3A4 T
B SN D ARFN O A BAPLEST DN H 5 ),

T2, 7 FIVRAHF 2 1E OATPIBL DIE, ¥ 7 1 AR Y % OATPIB1 DFLERITH 5 7= O AFK| DT
file~DHY AR A BHE T D RIREED & 5.

[ ~Z=2hy—n] OEAT—H) ©

HMG-CoA (& el E L ER & O3 5 LRRHAIRIEDN H S bhoT W EOMERH 5, IFAT 5412

X, BPRE. BOEEO BRIERORE, CK EF, F-iPhRWIRFIA 7 v v OBIIRFICERT

DLEND D,

%P5 fERERL N 10 ] (B 5 B, etk s ) (21~35 %)

FiE A T aFYy = 200mg) HHWNETTERE 1 H 1A, 4 HEREOEE L, 4 B BIZAH 40mg
RO, FICR5% 24 FEEICA T a2 — 200mg) HDHWIET T BREROERS

fl A - ORI L0 BHAID AUCo70n K OVHIBH (t12) 23 FZ00 3.2 5HEIN M OY 2.9 f54E (p<<0.001)
Lo, Coax (CREITRO B2 T2, —J . JFHIZE YD M-2 @ Chax X TN AUCo.7n 25 % BREE D
ZIEIK 16 KON 2/5 123 Lz (p<0.01) , 72, HMG-CoA & rlEH HEIG MR D AUCh.7n
F 1615 EF L7 (p<<0.001) . A FFaF Y — kD AKOYEL@REREEIC LY it
FREDTH D M2 REDBAD L, REMKRENS EA LTEEZ bR,

[V z2E~sfvr] WEAT—%)

HMG-CoA & el L EAR & fEH 9 5 & BRUHRE R S b od W ORENH 5, frHT5HAIC

X, AR, BRSO BRIER OB, CK EH. Foimf R ONRT I A7 v v OLENCRFICEET

HVERD D,

RS MEREERN 12 1 (B0 4 1, Lt 8 i) [22~57 i)

FiE ) Ar~v A 500mg 2 1 H 4Bl 11 HEROREG L, £0&554% 8 H HICAA] 10mg %
1 B 10, 4 HERO&KRS

FER L PEAIC X 2 ARH O M4E 1 HMG-CoA & i EE R B EIEHERIRE D EH (Coax © +37.9%. AUCo.w :
+32.5%) BNRO LN, HEMEAREMTFE LT, =) 20~ 4 2 Ui X5 REIRENRER S
i,

) AFIOERINTWDE 2 L AT B —/VIGER OCFEM S 2 L AT 12— VIEIC KT 2 B R O &I, @E,
BRAZIET hARZRZF L LC 10mg, | B 1EITHY, Fiffs, ERICE D EERRT 528, BECHA IS
a L AT 0 —/VIIE TlE 20mg/H . FHEMES = L AT 0 —/VIIJE Tt 40mg/ H £ THETE 5,
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(770 z2a~avr] GMEAT—%)

Si5  BREER N 12 61 CEME4 61, et 8 fl)  (21~42 5%)

7k ARH 10mg 2 1 B 115, 8 A& EG L, £0&REGRM% 6 HHIZZ 7 U Au~A 2 500mg %
1 H2[F, 3 HEXROKS

fE A OFIC K 2 A% 0 M h HMG-CoA 38 il R M ETEMEARIREE O _E5- (Crax: +55.9% . AUCo-1iast: +81.8%)
R BN, FHAERBEEBEFEL LT, 77 ) 2~ A Al L ARELEINRE S iz,

(HIV 7= 77 —EHER] OFEAT—#)

)5 EBERR N 32 %1 (18~55 %)

7 ARR Ay OARF & A BRIV T 4T L 2,500mg & HFIC T 2N 14 HIMZ 0 A4 — 33—
BT ORE

AER PRI K VIR T MURAZ T RN EF (Coax - +122%., AUC @ +74%) L7z, FHALEA
L LT, AVIVERIRIVT 4 F EIVIZ L D CYP3A4 DFREERNE 2 bz,

(757 L]
DFHERRCAF O MAEP IR EFH L72 (Crax : 5.66 {5, AUCo : 3.00 /%) & DOWREDRH 5.

[LFreErL]

A AT AN ZEFRERICH A LT AT ENL (54 : 7T L3( 2 R) O THEHES) OIS
T RARAZF U DOFLEN B Y . AFIEARFIAE O AR IEDIRE D EF- L72 (Cax 1 2.17 fi5. AUCo.os
329 1%) L OHMENRDH D,

[7v—77nr—YYa—2 (GFI) ]| GHEAT—%)

w5 R 12 61 (Bt 6B, Lt 6Bl [19~27 i%)

J715 : 200mL O GFJ (2 f5iE4) 4 1 H 3[8]2 HREERA, 3 B BIZAH 40mg % 200mL @ GFJ THRAH L.
30 43 M O 1.5 B #£12 200mL @ GFJ % ke

FEL L ORHIC X 0 ARAID Coax XL L7230 7283, AUC 23 2.5 51 B/ Lz,
708 GFIIZIIAA| DM GHEESE CYP3A4 ZHET AWM B EENTND Z ENMLNTVD,

[z77EeLr Y] GEAT—Z) ©®
*G: : FERERC 14 1)
FHik =77 LY 600mg & 11 HE#E G LIZREGICAA] 10mg & =7 7 £ L 2 600mg % 4 H H0FH
FER  PERIC X0 ARHND Coax 28 12%, AUC 23 43%1K T L 7=,

B, TT 7 B L VIIARKIOEMNEHEESR CYP3A4 2HETH 2 E0NMLN TV D,
[Vorrevr] GMNEAT—%)
)5 fEERR L 10 B CEME 6 B, Ltk 4 6])  (18~31 5%)
FiE V77 600mgl H1ES HEESG-L, 6 HE (5 HB#S 17 KiE#%) (TAA] 40mg 22 15
FER PRS0 AFID Coax 28 40%. AUC 73 80%AE T L 7=,

B, V77 BV UAIARKIOEMNEHEESR CYP3A4 ZHET 52 E0NMLN TV 5,

[~%HrT]
F2JE THRIfRTE Y R ERIRIE CTh 2 _F a7 o & ARFIGFH R AE DO AUC 28 50% 4K F L7z & OFEN
57,

) AFIOERINTWDE 2 L AT B —/VIGER OCFEM S 2 L AT 12— VIEIC KT 2 B R O &I, @E,
BRAZIET hARZRZF L LC 10mg, | B 1EITHY, Fiffs, ERICE D EERRT 528, BECHA IS
a L AT 0 —/VIIE TlE 20mg/H . FHEMES = L AT 0 —/VIIJE Tt 40mg/ H £ THETE 5,
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(a1 Ao zc#asthg]  GMNEAT —4)

K5 e M B 313 )

515 RAI40mg &2 1 H 1[N L AFHR—L 10g &2 1 H 208, IIAHK 80mg 2 1 H 18], 1 AR
A# 5

FEAL - ORI & 0 MR Y HMG-CoA & eiE R P ETE AR B IR T (-26%) L7zbdd, LDL-=1 L
ATFa—)b AL AT a—/LRO7 R BAKNMERAIZ, AAEMEER (80mg/H, 1 H1[E) &
[[%Cd V., VLDL-= L 27 m—/ /L O FERIZAFIEME G TIVBE CTH o7,

[Vaxs ]

1) GrEAT—%) 50

*fG  fERERR B 11 61 (27~53 5%

FiE s ¥ AF T 0.25mg/day K OAH] 80mg & 1 H 1 [H], 10 AR A&E

FEROFAICE D VIR U OEFEIRBICE T 2 MR RE O EF (Chax: 720.0% ., AUCo24n: +14.8%.
CLr : 160—149mL/min) 2338 L v/, FHAEAKTFE LT, AANC LDV TX > D P-HET-
FE 20 LI oM R ST 5, SERBGHOZRMIIRBGTH -7,

2) GrEAT—%) 0

%G BERERC 11681 Bk 6 B, ZobE 5 41)  (32~53 %)

Tl - A% 0.25mg/day K OVAA] 10mg 2 1 B 1[E, 10 HERE D &5

FEFROFRIC L D2 Y IR OEFIRIEICH T 2 3E) )7 /XT7 A —4 (Chax: 19.9% . AUCoan: +3.6%.
CLr : 129—128mL/min, JRFHEME : +64%)CHEREZBIIRD BT,

[ DwEr3E]  GHEAT—%)

*pG RN (PE 16 f51])  (20~39 5%

FHE v F o Ra R F =)V A N U4 — )V EE AT 5 Ortho-Novum T/35% 1 $84 1 H 1 [A],
21 HEI X3 AR LT b2 X F 2 40mg % 1 H 1[8], 22 HE&EO&ES

FER G PEHIC LD v F U Ry (Cpax @ +24%. AUCoo4n @ +28%) KR F =L R T T F—)L
(Crmax : +30%. AUCo24n : +19%) OIMBEFRED EFNFRO iz, ZORRKFE LT, 7 hnN
ARFANCED I NVEF o R a RO F =T A kT A — L OYEL@EE RO 2 E 2 5
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g Division by Viatris Specialty LLC.
s LIPITOR®
FE - Bk 10, 20, 40, and 80mg tablets
KA 19964F12 A

ZNRE I35 R

LIPITOR is an HMG-CoA reductase inhibitor (statin) indicated (1):
* To reduce the risk of:
0 Myocardial infarction (MI), stroke, revascularization procedures, and angina in adults with multiple
risk factors for coronary heart disease (CHD) but without clinically evident CHD.
o MI and stroke in adults with type 2 diabetes mellitus with multiple risk factors for CHD but without
clinically evident CHD.
o Non-fatal MI, fatal and non-fatal stroke, revascularization procedures, hospitalization for congestive
heart failure, and angina in adults with clinically evident CHD.
* As an adjunct to diet to reduce low-density lipoprotein (LDL-C) in:
0 Adults with primary hyperlipidemia.
o Adults and pediatric patients aged 10 years and older with heterozygous familial
hypercholesterolemia (HeFH).
* As an adjunct to other LDL-C-lowering therapies to reduce LDL-C in adults and pediatric patients
aged 10 years and older with homozygous familial hypercholesterolemia.
* As an adjunct to diet for the treatment of adults with:
o Primary dysbetaliproteinemia.

o Hypertriglyceridemia.

MEL O &

* Take orally once daily with or without food (2.1).
* Assess LDL-C when clinically appropriate, as early as 4 weeks after initiating LIPITOR, and adjust
dosage if necessary (2.1).
* Adults (2.2):
o Recommended starting dosage is 10 or 20 mg once daily; dosage range is 10 mg to 80 mg once
daily.
o Patients requiring LDL-C reduction >45% may start at 40 mg once daily.
* Pediatric Patients Aged 10 Years of Age and Older with HeFH:
Recommended starting dosage is 10 mg once daily; dosage range is 10 to 20 mg once daily (2.3).
* Pediatric Patients Aged 10 Years of Age and Older with HoFH:
Recommended starting dosage is 10 to 20 mg once daily; dosage range is 10 to 80 mg once daily (2.4).
« See full prescribing information for LIPITOR dosage modifications due to drug interactions (2.5).

(2022 12 A)
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Ey s Upjohn UK Limited
W5e4 Lipitor™
K - JHRk& Film-coated tablets : 10, 20, 40 and 80mg
TREAE R 19964F11 A

ZIHE X35

Hypercholesterolaemia

Lipitor is indicated as an adjunct to diet for reduction of elevated total cholesterol (total-C),
LDL-cholesterol (LDL-C), apolipoprotein B, and triglycerides in adults, adolescents and children aged
10 years or older with primary hypercholesterolaemia including familial hypercholesterolaemia
(heterozygous variant) or combined (mixed) hyperlipidaemia (Corresponding to Types Ila and IIb of the
Fredrickson classification) when response to diet and other nonpharmacological measures is inadequate.
Lipitor is also indicated to reduce total-C and LDL-C in adults with homozygous familial
hypercholesterolaemia as an adjunct to other lipid-lowering treatments (e.g. LDL apheresis) or if such
treatments are unavailable.

Prevention of cardiovascular disease

Prevention of cardiovascular events in adult patients estimated to have a high risk for a first
cardiovascular event, as an adjunct to correction of other risk factors.

MER O &

Posology
The patient should be placed on a standard cholesterol-lowering diet before receiving Lipitor and should

continue on this diet during treatment with Lipitor.

The dose should be individualised according to baseline LDL-C levels, the goal of therapy, and patient
response.

The usual starting dose is 10 mg once a day. Adjustment of dose should be made at intervals of 4 weeks
or more. The maximum dose is 80 mg once a day.

Primary hypercholesterolaemia and combined (mixed) hyperlipidaemia

The majority of patients are controlled with Lipitor 10 mg once a day. A therapeutic response is evident
within 2 weeks, and the maximum therapeutic response is usually achieved within 4 weeks. The response
is maintained during chronic therapy.

Heterozygous familial hypercholesterolaemia

Patients should be started with Lipitor 10 mg daily. Doses should be individualised and adjusted every 4
weeks to 40 mg daily. Thereafter, either the dose may be increased to a maximum of 80 mg daily or a
bile acid sequestrant may be combined with 40 mg atorvastatin once daily.

Homozygous familial hypercholesterolaemia

Only limited data are available.

The dose of atorvastatin in patients with homozygous familial hypercholesterolemia is 10 to 80 mg daily.
Atorvastatin should be used as an adjunct to other lipid-lowering treatments (e.g. LDL apheresis) in these
patients or if such treatments are unavailable.

Prevention of cardiovascular disease
In the primary prevention trials the dose was 10 mg/day. Higher doses may be necessary in order to attain
(LDL-) cholesterol levels according to current guidelines.

Renal impairment
No adjustment of dose is required.

Hepatic impairment
Lipitor should be used with caution in patients with hepatic impairment. Lipitor is contraindicated in
patients with active liver disease.

Co-administration with other medicines

In patients taking the hepatitis C antiviral agents elbasvir/grazoprevir or letermovir for cytomegalovirus
infection prophylaxis concomitantly with atorvastatin, the dose of atorvastatin should not exceed 20
mg/day.

Use of atorvastatin is not recommended in patients taking letermovir co-administered with ciclosporin.
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MELAOHE | Elderly
() Efficacy and safety in patients older than 70 using recommended doses are similar to those seen in the
general population.

Paediatric population
Hypercholesterolaemia

Paediatric use should only be carried out by physicians experienced in the treatment of paediatric
hyperlipidaemia and patients should be re-evaluated on a regular basis to assess progress.

For patients with Heterozygous Familial Hypercholesterolemia aged 10 years and above, the
recommended starting dose of atorvastatin is 10 mg per day (see section 5.1). The dose may be increased
to 80 mg daily, according to the response and tolerability. Doses should be individualised according to
the recommended goal of therapy. Adjustments should be made at intervals of 4 weeks or more. The dose
titration to 80 mg daily is supported by study data in adults and by limited clinical data from studies in
children with Heterozygous Familial Hypercholesterolemia (see sections 4.8 and 5.1).

There are limited safety and efficacy data available in children with Heterozygous Familial
Hypercholesterolemia between 6 to 10 years of age derived from open-label studies. Atorvastatin is not
indicated in the treatment of patients below the age of 10 years. Currently available data are described in
sections 4.8, 5.1 and 5.2 but no recommendation on a posology can be made.

Other pharmaceutical forms/strengths may be more appropriate for this population.

Method of administration
Lipitor is for oral administration. Each daily dose of atorvastatin is given all at once and may be given at
any time of day with or without food.

Lipitor 10 mg film-coated tablets (2023 43 H)
https://www.medicines.org.uk/emc/medicine/1059
(2024/5/14 7 7 & X)
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8.1 Pregnancy

Risk Summary
Discontinue LIPITOR when pregnancy is recognized. Alternatively, consider the ongoing therapeutic

needs of the individual patient.

LIPITOR decreases synthesis of cholesterol and possibly other biologically active substances derived
from cholesterol; therefore, LIPITOR 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 LIPITOR use in pregnant women are insufficient to determine if there is a drugassociated
risk of miscarriage (see Data). In animal reproduction studies, no adverse developmental effects were
observed in pregnant rats or rabbits orally administered atorvastatin at doses that resulted in up to 30
and 20 times, respectively, the human exposure at the maximum recommended human dose (MRHD)
of 80 mg, based on body surface area (mg/m?2). In rats administered atorvastatin during gestation and
lactation, decreased postnatal growth and development delay were observed at doses > 6 times
the MRHD (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 2-4% and 15-20%, 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

Atorvastatin was administered to pregnant rats and rabbits during organogenesis at oral doses up to
300 mg/kg/day and 100 mg/kg/day, respectively. Atorvastatin was not teratogenic in rats at doses up to
300 mg/kg/day or in rabbits at doses up to 100 mg/kg/day. These doses resulted in multiples of about
30 times (rat) or 20 times (rabbit) the human exposure at the MRHD based on surface area (mg/m2). In
rats, the maternally toxic dose of 300 mg/kg resulted in increased post-implantation loss and decreased
fetal body weight. At the maternally toxic doses of 50 and 100 mg/kg/day in rabbits, there was
increased post-implantation loss, and at 100 mg/kg/day fetal body weights were decreased.
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In a study in pregnant rats administered 20, 100, or 225 mg/kg/day from gestation day 7 through to
lactation day 20 (weaning), there was decreased survival at birth, postnatal day 4, weaning, and
post-weaning in pups of mothers dosed with 225 mg/kg/day, a dose at which maternal toxicity was
observed. Pup body weight was decreased through postnatal day 21 at 100 mg/kg/day, and through
postnatal day 91 at 225 mg/kg/day. Pup development was delayed (rotorod performance at 100
mg/kg/day and acoustic startle at 225 mg/kg/day; pinnae detachment and eye-opening at 225
mg/kg/day). These doses correspond to 6 times (100 mg/kg) and 22 times (225 mg/kg) the human
exposure at the MRHD, based on AUC.

Atorvastatin crosses the rat placenta and reaches a level in fetal liver equivalent to that of maternal

plasma.

8.2 Lactation

Risk Summary
There is no information about the presence of atorvastatin in human 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. Studies in rats have shown that atorvastatin and/or its
metabolites are present in the breast milk of lactating rats. When a drug is present in animal milk, it is
likely that the drug will be present in human milk (see Data). Statins, including LIPITOR, 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 LIPITOR [see Use
in Specific Populations (8.1), Clinical Pharmacology (12.1)].

Data

Following a single oral administration of 10 mg/kg of radioactive atorvastatin to lactating rats, the
concentration of total radioactivity was determined. Atorvastatin and/or its metabolites were measured
in the breast milk and pup plasma at a 2:1 ratio (milk:plasma).

Hi g Ak

=2 N TV T D4 D
(An Australian categorisation system for prescribing medicines in pregnancy) (2024 -5

H IR

KBE  HEOME>
F—2A ~Z U7 D53A(An Australian categorisation system for prescribing medicines in pregnancy)
D : Drugs which have caused, are suspected to have caused or may be expected to cause, an increased incidence
of human fetal malformations or irreversible damage. These drugs may also have adverse pharmacological

effects.

Australian Government Department of Health / Therapeutic Goods Administration /
Prescribing medicines in pregnancy database
https://www.tga.gov.au/prescribing-medicines-pregnancy-database
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1 INDICATIONS AND USAGE
LIPITOR is indicated:
* As an adjunct to diet to reduce low-density lipoprotein cholesterol (LDL-C) in:
0 Adults with primary hyperlipidemia.
o Adults and pediatric patients aged 10 years and older with heterozygous familial
hypercholesterolemia (HeFH).
* As an adjunct to other LDL-C-lowering therapies, or alone if such treatments are unavailable, to
reduce LDL-C in adults and pediatric patients aged 10 years and older with homozygous familial
KEOBATCE hypercholesterolemia (HoFH).

2 DOSAGE AND ADMINISTRATION

2.3 Recommended Dosage in Pediatric Patients 10 Years of Age and Older with HeFH

The recommended starting dosage of LIPITOR is 10 mg once daily. The dosage range is 10 mg to 20
mg once daily.

2.4 Recommended Dosage in Pediatric Patients 10 Years of Age and Older with HoFH

The recommended starting dosage of LIPITOR is 10 mg to 20 mg once daily. The dosage range is 10
mg to 80 mg once daily.

8 USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use

The safety and effectiveness of LIPITOR as an adjunct to diet to reduce LDL-C have been established
pediatric patients 10 years of age and older with HeFH. Use of LIPITOR for this indication is based on
a double-blind, placebo-controlled clinical trial in 187 pediatric patients 10 years of age and older with
HeFH. In this limited controlled trial, 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 LIPITOR as an adjunct to other LDL-C-lowering therapies to reduce
LDL-C have been established pediatric patients 10 years of age and older with HoFH. Use of LIPITOR
for this indication is based on a trial without a concurrent control group in 8 pediatric patients 10 years
of age and older with HoFH /see Clinical Studies (14)].

The safety and effectiveness of LIPITOR have not been established in pediatric patients younger than
10 years of age with HeFH or HoFH, or in pediatric patients with other types of hyperlipidemia (other
than HeFH or HoFH).
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4.2 Posology and method of administration
Paediatric population

Hypercholesterolaemia

Paediatric use should only be carried out by physicians experienced in the treatment of paediatric
hyperlipidaemia and patients should be re-evaluated on a regular basis to assess progress.

For patients with Heterozygous Familial Hypercholesterolemia aged 10 years and above, the
recommended starting dose of atorvastatin is 10 mg per day (see section 5.1). The dose may be
increased to 80 mg daily, according to the response and tolerability. Doses should be individualised
according to the recommended goal of therapy. Adjustments should be made at intervals of 4 weeks or
more. The dose titration to 80 mg daily is supported by study data in adults and by limited clinical data
from studies in children with Heterozygous Familial Hypercholesterolemia (see sections 4.8 and 5.1).
There are limited safety and efficacy data available in children with Heterozygous Familial
Hypercholesterolemia between 6 to 10 years of age derived from open-label studies. Atorvastatin is
not indicated in the treatment of patients below the age of 10 years. Currently available data are
described in sections 4.8, 5.1 and 5.2 but no recommendation on a posology can be made.

Other pharmaceutical forms/strengths may be more appropriate for this population.

4.4 Special warnings and precautions for use

Paediatric population

No clinically significant effect on growth and sexual maturation was observed in a 3-year study based
on the assessment of overall maturation and development, assessment of Tanner Stage, and
measurement of height and weight.

Lipitor 10 mg film-coated tablets

https://www.medicines.org.uk/emc/medicine/1059

(2024/5/14 7 7 & R)
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