8 USE IN SPECIFIC POPULATIONS
T AT HREARIIRRIC K DR

Because HMG-CoA reductase inhibitors decrease cholesterol synthesis and possibly the
synthesis of other biologically active substances derived from cholesterol, Drug A may cause
fetal harm when administered to pregnant women.
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HIEMEME OGRS IHIT 2 vietER & D720 HAI A 1Tt m IS5 5 & S BIRIC RS~
FIEERZITZENH D,

HMG-CoA EtA L ERIL 2 L AT 0 — VB A D S8 OO FREEYE O &Rk %
AL T2 200, Wil G5 35 L IREOREELG SR TSR DD Z LD | IR
D BT A TR THEZ P IS 2 2 ENEE LWEER 4),

Drug A should be discontinued as soon as pregnancy is recognized.
RS SN2 BT ITEA A 2 F 135,
HERDZED iU, EHIZZ LA M= a2 FIETRETHHEER 4),

In animal reproduction studies, there were no adverse developmental effects with oral
administration of Drug A during organogenesis at systemic exposures equivalent to a
maximum recommended human dose of 40 mg/day in rats or rabbits (based on AUC and body
surface area, respectively).

Bz AR TR, 7y PR U XORERAIICEN A Z 0B S5 LN, B o
KRR & TH D 40mg/ HITHY T 2 24 RE R (T2 AUC #5E K AR mfE#E) T
TR DB F R EIT R0 o T,
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The estimated background risk of major birth defects and miscarriage for the indicated
population is unknown.

HIEERNC T 5 FBEREREFE K NREOHEE NNy 7 777 RY AT IIAHTH D,
R SN TV D FERERMERBIEOT =) A7 LREOHEEE =Y A7 I3AHTH D,

Rare reports of congenital anomalies have been received following intrauterine exposure to
other statins.

DAL F U RIEANCFENERE Lo L&, ERBEEIHICRE SN TWD,

DAL F BN ~DFEN BT 2 =T T, BRERE O ENRHEDTOLTVD,

In a review of approximately 100 prospectively followed pregnancies in women exposed to
simvastatin or lovastatin, the incidences of congenital anomalies, spontaneous abortions, and

fetal deaths/stillbirths did not exceed what would be expected in the general population.
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Drug A crosses the placenta in rats and rabbits.
FHNAILT v P RO FThiEammd 5,
HANAZFALT v b & UHFONGE 2 mitE L,

Drug A is found in fetal tissue and amniotic fluid at 3% and 20%, respectively, of the maternal
plasma concentration following a single 25 mg/kg oral gavage dose on gestation day 16 in rats.
R 16 HH O Z > M 25mglkg & HEIREFE OG- Lz & & BT L OEKF o34 A
DA BT RMAR M FIRE D Z NI 3% KT 20% Th 5,
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In pregnant rats given 2, 10 and 50 mg/kg/day of Drug A from gestation day 7 through
lactation day 21 (weaning), decreased pup survival occurred at 50 mg/kg/day (dose equivalent
to 12 times the maximum recommended human dose of 40 mg/day based body surface area).
FEHI A2, 10, 50mg/kg/ A A4k 7 H B2~ 683,21 A B (BEALRF) £ TG L72EIRT » FTIE,
50mg/kg/ A (RRMEFEHFE Tt R DR KHERN & TH D5 40mg/H D 12 fFICHE T 25 &) THFO
AR TNREZ o7,

R 7 B 1230 21 H@EERL) £ COMIRT v b OREIRT »~ b T, i8R 50mg/kg/ H (MRHD @ 12
HTHE T2 HEDOR) TH -7, 5040210

Drug A use is contraindicated during breastfeeding.
BFHINIHAI A ZEH LTI 6720,
B ZANZ L F AR ET TH 5 FER 1),

There is no available information on the effects of the drug on the breastfed infant or the
effects of the drug on milk production.

FFLRBOILIRITKT T D ARH D E S 2 W REFLARI X 5 AF O 2N B3 2 F IS b i
Ty,
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Because of the potential for serious adverse reactions in a breastfed infant, advise patients
that breastfeeding is not recommended during treatment with Drug A.
RARBOARICEHELRRWEANE Z 2N H 5720, FEAIA OBGHIFRANLE LI
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In children and adolescents with heterozygous familial hypercholesterolemia, the safety and
effectiveness of Drug A as an adjunct to diet to reduce total cholesterol, LDL-C, and ApoB
levels when, after an adequate trial of diet therapy, LDL-C exceeds 190 mg/dL or when LDL-C
exceeds 160 mg/dL and there is a positive family history of premature cardiovascular disease
or two or more other cardiovascular disease risk factors, were established in one controlled
trial and in one open-label, uncontrolled trial.
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There was no detectable effect of Drug A on growth, weight, BMI (body mass index), or sexual
maturation in children and adolescents.

INREOFEORE, RE, BMI (EMEfRE) . PEREICKTT 5 3HA A OFBIT 20> T,
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Drug A has not been studied in controlled clinical trials involving prepubertal patients or
patients younger than 10 years of age with heterozygous familial hypercholesterolemia.
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The safety and efficacy of Drug A appeared generally consistent with that observed for adult
patients, despite limitations of the uncontrolled study design.

AN A OREMER AL, BT A IR E WS HRIEH Db DD, ABE TRD
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No differences in safety or effectiveness were observed between these subjects and younger
subjects, and other reported clinical experience has not identified differences in responses
between the elderly and younger patients, but greater sensitivity of some older individuals
cannot be ruled out.

D DR & A FERERE O] TR AN SUTA RIS EITRD T, s STV Do
TR D b m B & B RE ORI TR A ITHER S AV TW WA —E o Elnd CREGZMED B
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T OYRERE L AAERERE & ORI TR, B ETRITAE IO RI R EITTE D LR o T3,
Z DM OEFIRFERI LS & EFERE DHOUCDELZF LN L TE LT, milnd O—E8 0 &k
B DRI S o T,

Elderly patients are at higher risk of myopathy and Drug A should be prescribed with caution
in the elderly.

Al LI AT =D U A7 B E < S ISR A ZHEICAG T2 8 LT,
REFILIANRTF =D Y A7 NEL, mEEICER A, FEEMRET S Z & ( MBS RO E R
F(5.1) & OREH(12.3)) 25,

Drug A exposure is not influenced by mild to moderate renal impairment (creatine clearance >
30 mL/min/1.73 m2).

A A OURFERITEL 20 L EEOBKERT (7 v 7 F=r27 1077 2 30mL/min/1.73m2
VL) OB ZZIT R0,

B ANAS T UMREE R, B D P O BHREREE (CLer30mL/min/1.73m2) D 588 % 52 1 72
AN

Chronic alcohol liver disease is known to increase rosuvastatin exposure; Drug A should be
used with caution in these patients.

M7 L a— VMR ANA S F U OREEZ DL ZENMLNLTEY . 2 b DEHID
ITFFA ZHBEICEAT 52 L T2,

BET N a— A MEFEEIL, e AR ETFUOOBRERE NI EL 2 ERMb6NTEY, ZnbH0D
BEEREEEE L2, BEB L OVEEG.3)B L OHKEHA2.)] TITEEICEHN T L XX TH S,
4

Pharmacokinetic studies have demonstrated an approximate 2-fold increase in median
exposure to Drug A in Asian subjects when compared with Caucasian controls.

SHTEIERIRIC L 1) . (ARG & bl LT 7 D7 AR A A MEEE oo R (8 2
fEHIN 5 Z EMFEH STV D,

SMBIIERER CIE. [ AL & bl LT 7 27 ORRE D 1 ANRF F Ak 5 S Ol
RS 2MHEHIML TS Z ENRENTND,

Drug A dosage should be adjusted in Asian patients.
TUTNEETIIHEAAZHERG T2 L 75 (HEZEET ).
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11 DESCRIPTION
R T TR BRI & % AR5

Drug A is a synthetic lipid-lowering agent for oral administration.
R A TR O EGEHOABIEER THETH 5,
J VA= (B ZNRAZF Ty T DNIR ARG HOERIFEERTH TH 2,

Drug A is a white amorphous powder that is sparingly soluble in water and methanol, and

slightly soluble in ethanol.

FH A ITAAOIERE SRR T, KK PR Z 7 — /NIRRT <, =&/ — M ITIZ v,

HANAZF TN T NMIABOIEEEMR T, KRR Z ) = IRRETITL, =4 ) —
(CRRETIT VY,

Drug A is a hydrophilic compound with a partition coefficient (octanol/water) of 0.13 at pH of
7.0.

$H A 1T pHT.0 I8 2 0EURE (F27 % 7 —v/7K) 73 0.18 DBKMELEM TH 5,

2N 5’7’“/73/1//17A 1%, 7.0 ® pH T 0.13 OB (2 % 7 — VK &G T D BUKMELLE
mTHs,

Drug A Tablets for oral administration contain 5, 10, 20, or 40 mg of rosuvastatin and the
following inactive ingredients: ...

HAIAROSEIT T AN ZTF 5, 10, 20, T 40mg K OLL T ORTEMERGy (RIn) =5 A
T2,

BOMHDZ LA M= LEEIZIE, 0 ARAZF % 510 20 ik 40mg &4 L IRORNEMR S % &4
ERAP

12 CLINICAL PHARMACOLOGY
TR OITFRERRNRRIC K DR

Drug A is a selective and competitive inhibitor of HMG-CoA reductase, the rate-limiting
enzyme that converts 3-hydroxy-3-methylglutaryl coenzyme A to mevalonate.

FHRIAIL, 3-8 FaFi-3-AF NIV VAR A% A a CRRICER T 2BEMRE TH D
HMG-CoA L ¥ 7 % —8 Z RSB a i A E T 5,

TER#RE X HMG-CoA L ¥ 7 2 —E ORI OB EHIHERTHY . 3-8 KX -3-AF L7
WAV VAR A Z T L AT 0 — LOHBMATH D A\ m VBICEHRT HHEREETH D,

In vivo studies in animals and in vitro studies in cultured animal and human cells have shown
Drug A to have a high uptake into in the liver, the target organ for cholesterol lowering.

)% N2 in vivo BRER K OEIW 72 L B b ORI A2 V7= in vitro BUBRIC W T, A A
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OYERIZKT L TEWE Y AL N D B, BIREDREWZ EPARINATND

Drug A produces its lipid-modifying effects in two ways.

FH AL 2 DO TIREEMEN Z B 5,

in vitro 3 X Win vitro TOHFIETIL, 1 AR X FNIZ OIREEMIER 2 2 DD HiETEAT
20

Drug A increases the number of hepatic LDL receptors on the cell-surface to enhance uptake
and catabolism of LDL.

A A TR O LDL A8 RO 2> L, LDL OV AR & BV EOS 2 et 5,

F9. MR O LDL 2SR O 2 ST, LDL OV AL & B2+ 5,

Drug A inhibits hepatic synthesis of VLDL, which reduces the total number of VLDL and LDL
particles.

$EH) A 1XHFI > VLDL A& FLE L, ZhiZ X Y VLDL & O LDL OFRL -5 8 5H 5,

5212, 0 ANREZF I VLDL OFA % HE L. VLDL 38 X ' LDL R 1O &2 b ¥ 5,

A therapeutic response to Drug A is evident within 1 week of commencing therapy and 90% of
maximum response is usually achieved in 2 weeks.

FEH AT K DVERDRITHE G5 1 EBLUNICH b, BHE . KRR D 90%1% 2 BHH T
ER I D,

CLESTOR (25t 2 1R SOGITTRRAAE 1 M LNICH BN TH D | I KISE D 90%I 3@ H 2

HFTER I N D,

The maximum response is usually achieved by 4 weeks and is maintained after that.
GRS %k’?ﬁ% T4 EM%E TITER SN, ZO%RMERF SIS,
PN IY AN M TER I, ZO%MEFIND,

Individualization of drug dosage should be based on the therapeutic response.
IR RICHE DS S HEH OG- &2 FEBNZHHE T 5,
BHEOMBMbIx, WRROGIHE - HEME - BEEXOHE - HE@IZSH)ICKS Z &,

Both Cmax and AUC increased in approximate proportion to Drug A dose.
Cmax X NAUC Ol 7 & H KM A OHEITIZIFEA LT (GRIFHEREMEC) ER L7,
Cmax & AUC OWFiuh, 7 LA M—/ Uit EITIZIETAE LT L7,

The AUC of Drug A does not differ following evening or morning drug administration.
FEH A O AUC 138 T OFEFETHFHIOEIETHEN 20,
6



b

HANAZF O AUC 1L, & J5 T O 512 F

]

(e

<HDOTIT RV,

Drug A is not extensively metabolized; approximately 10% of a radiolabeled dose is recovered
as metabolite.

AN A TTAREHER E < 72 <L BB L7 5808 10% 23 G & LTINS 5,

B ANZZF ATKS AR ST BESPEERRREOK) 10% MU ES & L ThIE D,

In a population pharmacokinetic analysis of two pediatric trials involving patients with
heterozygous familial hypercholesterolemia 10 to 17 years of age and 8 to 17 years of age,
respectively, Drug A exposure appeared comparable to or lower than Drug A exposure in adult
patients.

FNEN10~1THO~T TS ERE RS 2 L AT 0 — LV IED BE KO 8~1T O RIEE %
kG L LTz 2 SDO/NRIGERO REEF S REARAT Tld, 351 A OIREEEITRNEE OHH] A R
wEFA%ED, HOWITZEN LY IRV E B,

INRDBE I, ~T A REREMES 2 L AT 0 — LIIE 10~17 536 L O 8~17 D B E 2 x5
& LT/ NRD 2 OB XI5 & LT BB RBARNT T n AN Z F U BRI NBE DO r AR
2T iR LFFEETIIZENU T TH DL Z EDBHALMNI R -T2,

There were no differences in plasma concentrations of Drug A between the nonelderly and
elderly populations (age > 65 years).

FF A O MmAEPRE I IEERER & mEnEH] (G 65 Ll L) O TET RN T,

mlin e M Om e (65 A L) TlX, v AR Z F oo MR TR O B Lo 7z,

However, plasma concentrations of Drug A increased to a clinically significant extent (about 3-
fold) in patients with severe renal impairment (creatinine clearance < 30 mL/min/1.73 m2) not
receiving hemodialysis compared with healthy subjects (creatinine clearance > 80 mL/min/1.73
m2).

LU RSN 251 TR W EEEEKRERS (7 L7 F =227 U7 7 A 30mL/min/1.73m2
Kii5) OBETIE, HEHERE (7L T7F=027 U7 7 A 80mL/min/1.73m2 #) & L T,
A OIMFEFIRESEERAICRBEIZ 2 2BEETEA L (K365,

722 L. MiEE T 22 0 TV B ERE T (CLCr<30mL/min/1.73m2) D FHF Tid, ek
B (CLer>80mL/min/1.73m2)IZ tb R Tl HE R 1 A SR & F R EE N R IRIC A BRI B
L7=(8 3 1),

Steady-state plasma concentrations of Drug A in patients on chronic hemodialysis were
approximately 50% greater compared with healthy subjects with normal renal function.

F Wik Z AT o o FB3E TIIE F#IRRBR O A A i i B 25 IR H B A RE O S e g iR & el L TRy
50%m o T,

B MEMEENT BT ICBIT 2 ANRNRZTF U OM L & 5 PREIXER LBEMEEL G T oEFERT
T4 TIZEEATHRI 50% 1m0 2 72,



Drug A is a substrate for certain transporter proteins including the hepatic uptake transporter
organic anion-transporting polyprotein 1B1 (OATP1B1) and efflux transporter breast cancer
resistance protein (BCRP).

AN AT, PRV IAT: b T o AR — 2 — T =4 kAR U ~7F F 1B1 (OATP1B1) KUHE
MR T AR — —FmiiE s > 378 (BCRP) 7 ERFED N T VAR —H —H 7 H O
BEThd,

B ANREZF 0%, BRI A R T AR =2 =TT = kR Y ¥ R0
1B1(OATP1BD I L OMEH & 7 o AR — 2 —FLfkfitt 7 >/ 7 B (BCRP) & LHED T
AR—B =B RIEDOEETH D,

Concomitant administration of Drug A with medications that are inhibitors of these
transporter proteins may result in increased rosuvastatin plasma concentrations.
INHD T URR—Z —Z R EERNET DA LR A ZIHREGET DL, e ARREZT
OMBEFREDS FR T2 E085H 5,

nHsorT /XT 5’~ml§l(/& o ZARY >, BED HIV 7 a5 7 —EHER) ORERTH
LI E DG LY m AR F o mERIRETE - AR JOWE - HEQ.4B L UEY
WEW%WJJ3H%%Méﬁ5:eﬁ@50

The impact of this genetic polymorphism on efficacy and/or safety of Drug A has not been
clearly established.

ZOBETZRINT X5 HA A @ﬁ’iﬁ‘@iiiﬁ/ﬁ‘ﬁif\OD%@ R S TRy,

ZOZRPa ZANAZF DM L OVE 72134 (R INFE T B TR (RN S AL TR,

13 NONCLINICAL TOXICOLOGY
T T HAIIRR 1< L D AR

In a 104-week carcinogenicity study in rats at dose levels of 2, 20, 60, or 80 mg/kg/day by oral
gavage, the incidence of uterine stromal polyps was significantly increased in females at 80
mg/kg/day at systemic exposure 20 times the human exposure at 40 mg/day based on AUC.

2. m)aosm@&ya@%%fﬁﬂ%m&ﬁbt?yh@ﬂMﬁ%%ﬁ PRBRIZBW T, T
EHEAR Y — 7 ORAEFE) 80mg/kg/ H OMETHEIZE N STh, £D L T OEHYIEFE&EIT AUC
#a% T 40mg/kg/ H 1T Tét%%ﬁa®2ﬂPT%oto

7 v h%& 104mg/kg/ HOHETT v & T 220 60 £ 7213 80mg/kg/ H Z#% M 5@ N &5 L
7o & ZORD MR TIX, 80mg/kg/ H TOEHZ&FED 20 (5D AUC I[ZH-5%, 40mg/kg/H TH
SR LT,

In a 107-week carcinogenicity study in mice given 10, 60, or 200 mg/kg/day by oral gavage, an
increased incidence of hepatocellular adenoma/carcinoma was observed at 200 mg/kg/day at
systemic exposures 20 times the human exposure at 40 mg/day based on AUC.

10, 60, 200mg/kg/ H Z ik O &5 L7z~ v 2D 107 BREFE S AMERBRIC W T, FFHapRiE
ST DR RO EF2Y 200mg/kg/ H TREO LR, £0 & & O2HRGEE L AUC #HE



T 40mg/kg/ HIZK TS b MREED 20 5 ThH -7,

10, 60, 200mg/kg/H Z#k A5 Lic~ 7 2 & H 2 107 B OFE0 AMEAER TlEL, 200mg/kg/
HT@i%%@%E@%%T 40mg/kg/ H TO AUC (2D & | Fu BRI OF8 A =R O H N3
Fl‘b &) %j/l/fu.o

Drug A was not mutagenic or clastogenic with or without metabolic activation in the Ames test
with Salmonella typhimurium and Escherichia coli and the chromosomal aberration assay in
Chinese hamster lung cells.

RAIF T AEKOKREGE Z AT — A 2B N T ¥ A =— AL A Z — il 2 v 72
Yt R ELF BRIV T KA A TIRENE L OB IEIZBIfR 70 < 8 BFMEER U T YL R B 56
BIEHZ RS 720 o7,

Ames T Salmonella typhimurium & Escherichia coli % FV 72 Ames iR CRENEMLZ LS £
TIFEDIRNE R E 72 TR RS R TR <. BRI ORAERFERBR TH o 7,

Drug A was negative in the in vivo mouse micronucleus test.
A A 1T in vivo v 7 Z/MERABRCRETH - 12,
in vivo ¥ 7 Z/MERBR TlX, m AR EZF R E@EETH o7,

In rat fertility studies with oral gavage doses of 5, 15, 50 mg/kg/day, males were treated for 9
weeks prior to and throughout mating and females were treated for 2 weeks prior to mating
and throughout mating until gestation day 7.
5. 15, 50mgrkg/H DOifil#E N G2 X 5 T v b2 nrEalER (FhmatlR) Tid, HEZx L TARECAT
D9 EMR LRI G L, MECIZARELATO 2 B 72V LRI G- L, iR 7 0 B
i ‘f“ﬁ J 7.

R OFE ORI OB 58 5 15 50mg/kg/ H 2 VT T v b OZMEEERERZ Fhi L, RRlB L O
M@é&@ﬂ% 9 WA G 2 BEATE THRE LIz, Rldf% 7 HE TR/ LT,

Exposures in the dog were 20 times and in the monkey 10 times the human exposure at 40
mg/day based on body surface area.

A X OIRFEBIIAF REHRE T 40mg/HIZBIT 5 MBRFEED 20 %, VL OBREEIZ 105 TH
>77,

A X DEEFEIE 20 BT, Yo 10 [E OB EE EITMAREFEICES < 40mg/H TH -7,

Similar findings have been seen with other drugs in this drug class.
Z OFEAIFEDOM O THFREEDOHT AN HO TV D
DU T ADMOEY) & [FEROFT R385 TS

A similar drug in this class produced dose-dependent optic nerve degeneration in dogs, at a
dose that produced plasma drug levels about 30 times higher than the mean drug level in
humans taking the highest recommended dose.

Z DFEFIFEOTERRITA XU ERA ORI EEZ 72 b Lics, 20 & EOMETAE LM
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rP S B | Tl RHESR &2 AR L7- b h O SRAEE DK 30 fE Tdh - 7,

ZD7 T AOALFERNFABI L7 3T, e AEZEBRL e OSSR O 30 £ 0 M4
HSEMRE 2 BT D2 HE T, A XIZE T 2 HEIRFHEGAARE(V T 2 7 =01 7 Z D
Walleran 2 %) 2 4= U7z,

Cataracts were seen in dogs treated for 12 weeks by oral gavage at 30 mg/kg/day (systemic

exposures 60 times the human exposure at 40 mg/day based on AUC).

30mg/kg/ HC12 MG D& 5 LA XITEANED 2 BTz (28R &3 AUC #5 C 40mg/
BiFse MEZEEOD 60 %),

El Wﬁa . 12 BB O#EE LA X2 30mg/kg/ H (&HRE RO 60 {50 AUC % #iZ L7z 40mg/

H)TEE LA X THlIE I,

In a juvenile study, rats were dosed by oral gavage with 10 or 50 mg/kg/day from weaning for 9
weeks prior to pairing, throughout pairing and up to the day before necropsy for males or up to
gestation day 7 for females.

ST & AV TZRBRCIE, 7 > MIx LT 10 X% 50mgrkg/ H & BEFLRE A O [F R FT O 9 JE[H &
ORESIM Z 8 Ol 085 L, BECITHMETH £ T, METITMIR 7 B B £ Thild 7o,
PR COE E MR 2 5 L - s CII EE IR 7 B £ COMEF 7213 R B £ T
MEREDZZHL E T 9 HEERTE T, BEFLA S 10~50mg/kg/ H A #% FUREIRR 1 5- L7z,

No effects on sexual development, testicular and epididymal appearance or fertility were

observed at either dose level.
Mg, RBERLOREER LAROAR, ZREICKT 2R EIELLOHETHRO bR -T2,
PERR A, FEER S L O EROHBL, 73z BiE~OZEI IV TNOHETHEE I N 2o T

14 CLINICAL STUDIES
T TR I L D AR

In a study of patients with heterozygous familial hypercholesterolemia, patients were
randomized to Drug A 20 mg or atorvastatin 20 mg.

AT B ESRRZEREMEE 2 L AT 1 — ) VIE B OFER TlE, B 238K A20mg XUET R VIR
2 F 2 20mg 7 > F LM LT,

~T SR FH & (X—2 7 A O LDL fE2 291)%:?#%2 LBz TC, BEE
CRESTOR20mg #E X (%7 h/L/NA % F 2 20mg BEIZHE/EA 128 0 1) 72,

The dose was increased by 6-week intervals.
6 MR TG EAHE LT,
6 W [HE AR THE L7,

Significant LDL-C reductions from baseline were seen at each dose in both treatment groups.

M GEHOKEHAETR—2A7 4 150 LDL-C OFERIE TN ST,
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WTHOBERECBNTE ., & T LDL-CHOAE IR TR0 b iv-(GE 8),

Drug A reduced non HDL-C and circulating remnant lipoprotein levels.

| A2 LY non HDL-C K OMEER LT L AT b U NEAORER A L,

7 LA b —=/UFFE HDL-C(—RT > RARA > PBLOERLV LT Y REA L VLT &
776

In an open-label, forced-titration study, homozygous familial hypercholesterolemia patients

were evaluated for their response to Drug A 20 to 40 mg titrated at a 6-week interval.

FE 5 ol il e AR T, FK A A 20mg % 6 B IR T 40mg ~itE U7z & & O R EEA KRR

P = L AT v— VIGE R O BOG 2 5l L 7=,

FH R E#GREE 0 #], 8-63~m)Z x5 & Lo IFEMmHIEERRIZIBV T, KA 20~40mg
6 MMM CHER G5 Lo & E ORI BET S i,

About one-third of the patients benefited from increasing their dose from 20 mg to 40 mg with
further LDL lowering of greater than 6%.

ZNHDOBRFEDK 1/3 1L 20mg N5 40mg ~DOHEE TR T ¢ v &/ L, LDL 23 & 512 6%i##
KT L7,

#1-3 NDEED 20mg 706 40mg ([ZHE L, X HIZ LDL % 6% HKF 85 Z & THIEE 215
76

In the 27 patients with at least a 15% reduction in LDL-C, the mean LDL-C reduction was
30% (median 28% reduction).

LDL-C 78 15% LA HE T Lz 206 03 27 filliz 1T % %) LDL-C & T 2-1% 30% (FF 94l 28%)
Thol,

LDL-C 7% 15%2L BT L7283 27 5145 LDL-C 15 F =13 30% (Al 28%) T - 72,

Among 13 patients with an LDL-C reduction of < 15%, 3 had no change or an increase in LDL
-C.

LDL-C DX T2 15% A D EH 18 fld 9 5, 3 41X LDL-C OZAL XTI Z R S 2o 7z,
LDL-C £ F 2% 15% A 0 B3 13 #ilh 3 #ilCid LDL-C 2L F 7213 EFITRD e n-o 7=,

The study included a 4-week dietary lead-in phase during which patients received Drug A 10
mg daily, a cross-over phase that included two 6-week treatment periods with either Drug A 20
mg or placebo in random order, followed by a 12-week open-label phase during which all
patients received Drug A 20 mg.
AFRERTIL, BEICHEHA A10mg 28 B #5325 4 HE OR8], 355 A 10mg XE~7 7 2R
7537 VHELRNEFF T 6T O 2R G T L7 a0 A4 —N"—HEFREL, FDO%, TXTOEE
%ﬁl | A20mg #5925 12 B OIEERI D e 7,

OB TlX, CRESTOR20mg/H ##& 5.9 % 4 MM OR/FHEEH ., CRESTOR10mg 721377
YRE T X LNIEET 5 26 BEOWREHM A2 &7 v A4 —"—H, Z0% 12 804 —7
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IV E R, £OMAEEE D CRESTOR mg &5 37z, 20

Fifty percent were on apheresis therapy and 57% were taking ezetimibe.
50% 017 7 = L— Y ATRIFEH T, B7T% DN EBF I T ERAL T\,
50%T 7 = L— U ARELZIT TR, ST% N EBEF I T ZRHAL TWE L,

The 12-week double-blind phase was followed by a 40-week open label dose-titration phase,
where all patients received 5 mg, 10 mg or 20 mg Drug A daily.

Z o 12 B O ZEEBRBICKWV T, 40 BEOIEEHRHEEEH A2 G L, T X TOREITHEA A
5mg. 10mg. 20mg Z#H H 5 L7,

12 B O “EERMOKIC 40 BRI OIEE R EEHE AT S, 261(h=173)IZ 5bmg, 10mg
NiE 20mg D ANRZRKXF 31 H 1 [EERE S v,

At the end of the 12-week, double-blind treatment period, the percentage of patients achieving
the LDL-C goal of less than 110 mg/dL was 0% for placebo, 12% for Drug A 5 mg, 41% for Drug
A 10 mg, and 41% for Drug A 20 mg.

Zo 12 @O “EEBE G HM O TR, LDL-C © BARflE Td 5 110mg/dL A4k L 7= B3
DOEE GERER) 137 78R T 0%, Al Adbmg T 12%. 35K A10mg T 41%. ##| A20mg T
41% Tho Tz,

12 JA[E O " HEEBRE TRIZH 1T 2 LDL-C © HEH 110mg/dL A (2.8 mmol/L) DRI, 7
T ARRE 0%, 2 ANAE T bmg BE 12%., B ANZA X T 10mg £f 41%, 2 A/NA X F 2 20mg
FE41% Th o7z,

All patients had a documented genetic defect n the LDL receptor or in ApoB.
b\ﬁﬂ@ %%‘%) LDL '_XL'//G\'{Z'KX iApOB {E%iﬁé ntu éhﬁ_%%f&)Oﬁ_o
T _TCOEFIL. LDL IR E721% apoB Dj {K%ﬁﬂiﬁjﬁ%ﬁE ST,

Fifty-eight (33%) patients were prepubertal at baseline.
B B8 (33%) 1IN—R T A URHZEFEHEITH -T2,
58 15(33%) 1T — A 7 A URFIC AW Th - 72,

The long-term efficacy of Drug A therapy initiated in childhood to reduce morbidity and
mortality in adulthood has not been established.

ANRENCBASE U TRABIORRERKOIETRE T L 9 &3 2 HA| AFRIEO R 20T
SIHLTNRYY,

INRENZBIR SN Tem AR Z F AR T S L 2O/ S /e v AN Z F U RHED
EWI FITRE L STV,

Ultrasonograms of the carotid walls were used to determine the annualized rate of change per
patient from baseline to two years in mean maximum carotid intimal-medial thickness (cIMT)

of 12 measured segments.

12



SHENREE OB IR {4 2 IV T, 12 ORIERIRIC BT 5 e KSEERM IR IEIREEE (cIMT) O3
PIMEDN—A T A b 2R F TORE Y- OERBZLRZHEIE LT,
FHENREE DA WS A2 AW T 12EE 7 A > N OB R K IMT DR—2F A )b 24EFETO
B YTV OFMZLRERE LT,

The estimated difference in the rate of change in the maximum carotid intimal-medial
thickness (cIMT) analyzed over all 12 carotid artery sites between patients treated with Drug
A and placebo-treated patients was -0.0145 mm/year (95% CI —0.0196, —0.0093; p < 0.0001).
SHEDROD 4 12 FALTHENT L7z & & 0 s RSHENIRNIE P IRALEEE (cIMT) DOZEA LR DA THHAl A
hEE L 7T ARG EE OM T-0.0145mm/4 & HEE S 17z (95%(E#HIX [H]-0.0196, -0.0093,
p<0.0001),

AR GREE 77 2R EGREE O T, SHENRD 12 FHNLE TIZ DWW THRPT L 725k cIMT O£ 1k
LD F1%-0.0145mm/F-(95% CI -0.0196, -0.0093; p<0.0001) & #EE S 7=,

The annualized rate of change from baseline for the placebo group was +0.0131 mm/year (p <
0.0001).

T T RRRICBIT D=2 T A 9 b OFEMZEFITH0.0131mm/AFE TH > 72 (p<0.0001),

T T RERHEDOR—=RT A 76 OFRZ(EHRIT+0.0131mm/4F(p<0.0001) TH > 7=,

The individual components of the primary end point are presented in Figure 3.
T B O« OISR 2 X 3 1ITHR T 5,
—RT 2 RRA > P OBRBEHE M 3ITRT,

There were no significant differences between the Drug A and placebo groups for death due to
cardiovascular causes or hospitalizations for unstable angina.

DT RS 2 P8 E IR ERROIEIC L D ABEIZ KA AREL 77 B RO/ THEZEIL R )
27,

DIMEIE, RLEEREIZ LD AFEICOWTIE, 77 B AREE L ORICAEEITRO bR o T,
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