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W

W= M ONHEE D 5%

G
s 7 7%
AUC Area under plasma concentration vs time curve | OFF[H] 2> & i f& I E AT RERF R E T
Orlast from 0 to the last measurable time point I A5 R — IR AR T T A
AUC Area under plasma concentration vs time curve | OFF[H] 2> © 7215 ] & C o 1 4% Ho 2 B
0-72hr from 0 to 72 hours — ISP bR T A
Crnax Maximum observed plasma concentration e e R R
CI Confidence interval 1B X [H]
EZ10 Ezetimibe 10 mg TEF I 710 mg
EZ10/RS2.5 Ezetimibe 10 mg/rosuvastatin 2.5 mg fixed TEFIT10mg KO0 ANZEF
] dose combination tablets 2.5 mg Bl A BE
EZ10/RS5 Ezetimibe 10 mg/rosuvastatin 5 mg fixed dose | =EF I 710 mg KN AR X F
combination tablets 5 mg Bl & BE
EZ10+RS2.5 Co-administration with ezetimibe 10 mg and TEFIT10mg L Na AL T
| rosuvastatin 2.5 mg 2.5 mg DUFH
EZ10+RSS Co-administration with ezetimibe 10 mg and TEFIT10mg L Na AL T
rosuvastatin 5 mg 5 mg OUFH
. . T UESRFRES A VAT 1 —
HeFH Heterozygous familial hypercholesterolemia UL
3-B Fr o 3- AF LT ) LAl
HMG-CoA 3-hydroxy-3-methylglutaryl-coenzyme A 23 A
IMPROVE-IT Improveq reduct}on of gutcomes: Vytorin
efficacy international trial
J apan Atherosclerosw Somety (JAS) . R AL BB T H A RS A
JAS 2017 Guidelines for Prevention of Atherosclerotic 201746
Cardiovascular Diseases 2017
LDL-C Low-density lipoprotein-cholesterol REEVAREHa VAT r—L
PTP Press through packaging
RH Relative humidity FH R B
RS2.5 Rosuvastatin 2.5 mg 1 ANAZF 2.5 mg
RS5 Rosuvastatin 5 mg 0 ANZALF 5 mg
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HIZVBPFITRORBANRNRALZTF N T LGNS E LRI BT I T/ m AR T
v & LTI0 mg2.5 mg XIX10 mg/5S mg # 50T HELAA TH D, WHTIE, =EFIT L AN
ABFUHNY T AOEHEF 1 OO E EDTMETRAINA—A RN T VT TERBEINT
W5, 7eds. 2018411 A BIE, AAIDOEAANIWNTNOEIHE TRAR CTH D, AFNICEHR
TOHEETIENT S, BAE U TR CRIERGEAR I N TV D, BA R O — s O
EXZ[K 1L5-11CRT,

X 1.5-1 BERSD—RA2RVEER

— A
(W50 - M&5)

TE¥FIT
ezetimibe (JAN)

0ANASTF T

VIVAVAN

rosuvastatin calcium
(JAN)

TEF I, KE =V 7 - T T Ui (Bl OKERE) PR LML AT e —L b
T UAR—LZ—HEFAITH D, =BT I T, PMHEMRICAAET 22 L AT —LD T A
R—HThbH=—vt 77 Cl Like IZFEE LT, /MEFTORBEXROEHHEROI L AT H—)L
WINZPLET 2, AT, =V 7 - 7T okt (B MSD HX&th) €8 FI7%
BAFE L. 20074F4 H 12, [H=a VAT m— Vi, FiEMES =2 L AT 0 —) VilifiE, REEGERMED
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BANRAZF U H Ny A, BERMENG L 723-8 e X o3-2AF V7 2 U LHiEESR
A (HMG-CoA) B#ILHEHEILER (AXF ) THDH, B ANRZF UL, FFIEINICREEBNIIZ LY
AEN, FHETO = L 2T v —)LDEROBIEETE Td 5 HMG-CoA 1Tl 2 B IR D3
AMNCHFE LT, 2 VAT B — L OESREZBINCMHT 5, ZOMR, HiENOa L 27 7 —
NEBEPMERT L, ZHEA S -0 E Y R ERE (LDL) S/ EOFENF LIS, 2O LDL
ZREEN LT, 2L AT o= LEFROE WY REATH D LDL OFFfE~DE Y AL L,
Mo L 27— A MET T 5[EE5.4: 1], B ARREZF T, ZAZF O THIKLEY RE
2L 27— (LDL-C) Z@IZIK T XE2EAD1->L LT@ESIFbonbd, AT, 7
Z R T ERIHRASHN2005F1HIC, [Ea L AT o —/ViE, FiEtks = L 27 2 — LIiE
DOZHEE « ZhFT1H1F2.5 mg 7> 5 K20 mg £ TO & CRUGEIR AR AZ IS L T\ 5,

2ARF o EREMBEELIFBRETOI L AT a— LOESKRL ORI~ —H—DHIENS, 2L
AT B —/LDEFOIKT KO DOTTHEZ /T 5 g s STV H[EES.4: 2], £72=
EFITIE, METOa L AT e — A RIAEIC LY RO 2 L AT e — L E& 52K T 85—
F. REMICFIBCO a2 L AT 8 — L OAGRETUESE 5 2 L AHE STV H[EES.4: 3],
o, mEBFITERAEZTFUOMMIL. 2 b D200 e 5 /E A CHMRYIZ LDL-C &
KT ESEDEEZLND, BEMICIZ, AFF o HEREEIHTH2EF 7O LDL-C K T4
FIZBIT 5 EREIHRIT, 2N E T/ ONEERABREO/BENS, =BF I 70BN 51X
R—=RATA UNHAEIZ LDL-C # KTt BBUORBHRAREEZE T 08RO LN
[&HL5.4: 4], [BkF5.4: 5], [EE5.4:6]. [EE5.4: 7], [EFEF5.4: 8], [EH5.4:9]. [EFEI5.4:10]. [&
EF5.4:11], 512, AFZFUOHFTHRANRZREF IR RETHRERTZ ERHE SR T
WAEESA:12], ZDT7h, mBF I 7 EaANRNRZFUoOHHICL Y KA O BARLEZ -
[ AIfF =2 L AT a— UK FRRPHIFFCE D, 201441 HICHERPBR ENTZIEBRANDOLRE
L7z MR B 2 X5, Z BT I T ERITF U THH UV ARAXF U OEAEAIE > N
2B F L HFIE G- OREIRT 7 s 52T 4y b ZFHE L 72 IMPROVE-IT Tli, =BF 17/
VUNRAL T NI U NAL T B G S TLE A X b GRS, FEESEME LR
FEZE, ABiZ B3 2 REERIE, BIELEIRHT 2530 B LA 525 S L7z 97X C OB RIS T
T M OFEBEEMEI A OEAFHIEE) ORBLEZHFEICHD S 7z, £72. IMPROVE-IT
WCBFDZETFIT Vo NAREFUOEEMET 0T 7 A iE, KIEENOAGR ST R SCEI
L SN TWABEHO T v 7 7 A VBB la—H L Tz [EF5.4:13],

B3 L AT v — VI & & e IR B BAEE OEHIL, ATREEOLE (RERE, EEs, &
7 ) AEARE L, ZTHMEREMENUE SNRNGEICIE, EMEEOEHAORIEEE
T %, BREEEMIRE T A BT A 20174k (JAS 2017) Tid. & LDL-C ILfE D IR
DHF—BPIE L L TRAFFUNRHRERIN T D0, FHEEE LT=ETF I 722 F U0 Eil
1 & STV DH[EFFS.4: 14],

B L AT a— VIUE & 4hd & 9 5 AIEEIER X, EEOKEE (S ECRRBS) 2480
DHENREHY . AOFL TV DREHIIIG U TREDOIRMA T 2 AT L 0D, 207D, &
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FHETH LV TF I 7 OREERBRIITETF I 7 ORERGEARFFBRICERL TR, ©F
MRBRORERICHESE Y72 MIF |y AcEELcvs, F BETh AR S F
ANT T BCOWTITFEEREREEZ SR 5,

A THLZEF I T10mg ke AN ZF 25 mg Bl&dE (EZ10/RS2.5) WNZ=EF I
710 mg e ANZH F 25 mg BLAEE (EZI0/RSS) O EVERBRIL, T & [F% O 75 Shate
H (PTP ¥ — b/ TN I=0 LK) MV TEMLTEY ., EHRFRAE (25°C/60%RH) 24 %
HE KX OINERER (40°C/75%RH) 6 4 HHDORRBPELNTWD, T bDORREEE L, AH
DA 2361 IR E L72[2.3.P8 H], 723, Mk OZEMRBRORMRIZHESE, A2
MR ZHHT 2 TETH D,
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TeRfE R Lz, £, AROBBIZE L ToEF I 7 uaxnzxZFroflic L 2%
AT 2B A i Uiz, AFIOZhRE « 2HR KO - AEIE. &0 OBKROHANTH 5
L BEFARERECE., T PFITTRORARRYFUEEGTRE L AT 0 — LI
FE OO =BT I THAE G R CREMEICH S RN e ho T 2 Eonh | RAIORITER
TEAGRHEE CIX, REELIANOOFRIC X 2 F7- Ao JERRIR BRI T M L e v o 7o, Teds. ARFIORE
B TR AEMHGEOBIE 28 2 2 R AR E L RN S 5120, et 2 w3k
Bra Sl L7,

15.2.3 ERREEBRDBE

AFKIOBFIZ 1= 0 | MSATBOE NER G EE R ot e Lol e cExs
[ DipScESaeNe
IZOWTHIE G, OS2 E 2, AIERER L BT I 7R 0a 22 Z F o f {#
HIRg DAY FRIF SN 2 FREET 2 72D OFER  (P835) . AAIDIEMENREIZ T 5 B FOLEL R
ST 570 ER (P836) . & MIAHESR G —HE Mttt (P832) M OVEIIFHIEE MR

Ha#Br (P833) ZFEM LT~ S HIZ, = BF I T L aARZREZF U OMHEEIZ L A5EWIE BAE

1.5 EEJFUSUEFE L OREHE M UVBA 8 Dt
-7 -

C Confidential



TPFIT B ARREF N TN BER
1.5 IR 3 B oS OBRFE ORE

HaEFHMET 2729, B — 7 B O RIE ST AR RFERHZ A T & 2 M B/EHRER (P03317)
T ARF OBYERFEAR R OERNCE D 5 2 L L L=, I 1536
DFER L OERFNOENBZ G THHZ L E2EBE L, AAlRGRE BT I TR A NS
F PR GREORBH% OEMFRIRIEMEZREET 272D ORER (P846) #EME L., HiFT — & /N
=Nl ED T, LLTIZ B DR R O3 20~

A M B % x5 & Ui Ao Sk (ps3s) : 2o 2 2o A 12.7.6.2.1
]

H A NGB BRE 11861 & %751, AHK| (EZ10/RSS) GREREA]) =¥ F I 710 mg KL Ue A
INRAHLF 5 mg FHANDOZEMERHT BT D0 (EZ10+RS5) (ARFRHARELA]) 5B A== R
VORI A BN E L, EAER, FFEMR. iRk, 7 A4 —\—3BrE FEi L1z, Z Ok
B 2 PFIT GEAAR) RO ZANRZEZF D AUComm ST Crax DRATERI L (BLAFH]
HAIGEH) D90%EHE XM (CD 1%, FANIEHE L2 RSO (0.80, 1.25) @
HHEANTH Y, ZZERFR BT 2 AW FrRSEE R I N7,

AA AR 2 5% & Lz ko satsr (ps30) : 20fffla 2 20l A 12.7.6.2.2 1)
A A N AREEGE R 1401 2 %P 521, AHK] (EZ10/RSS) DIMENEEIC KT T REFOFEBOME R
& L IEEA e, FEEM, Bk, 7 n 24— " —lBra FEiE Uz, MR e B & 228
RFICARA A 5 LT RO BiE A Lt L7 5, =B 17 GEREHE) @ AUCoas X OF Cnax
X, ZERERE & BT ER R BB R I Z N 15% M DN 6% IR 2Tz, B ANAZF D
AUCou1ast X T8 Crnax 13, Z2EHEIF & e A~ THEHERD AR AR HRAZ 12 2 1L E 10950% S UR60% 1K 7> - 72,

A MR B 2 2 k2 & L=t 0 e R Stk (Psao) : 20fllielA 2 o 20llEl A
[2.7.6.2.3 TH]

A A NEFEHERE 2 XA, 20D 78— R DR S D AAK| (EZ10/RSS) DOE% DLW )
FEMEOFANZ R & Lo BER L, JEFEM, Bk, 7 v A4 —"\—alra Eli L7z, /3~— M
TR AR L F 5 mg (RS5) (AFRiELA) % fEEAEIE & EERFIC RS LR
0 ANZHEF L OEYBNEE A il L=, /S— b2 TIEAA] GREREUAD) XX EZ10+RS5 (AFEHifk
BF) T, EERPEERZICHEREARE L, =EF 1T GHEAER) KrAARREZTF O
WEhRe A it L7z, ZORE, /= FIZBWT, B ANRZREZF D AUCotast KN Conax 18, 22
RIS & b CTHEYER R A B I 12 E N Z56% K D6T% DK F 27~ L, P836CTRasd b AL7=ll & Al
ERUZEBEZ R L2, 73— F2 T BEOZETF I 7 GEEAER) KO'a 22X F 2D AUCo.7m
2O Conax DAL (A HFIDEH) D90%CT 1%, AT E L7 W 2RSS O R
&iPH (0.80, 1.25) OHFIPANTH V. BEKEGIZHIT 2 AKHK L EZ10+RSSO LY FRIRIE M /R S
e,
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F oL AT 0 — VI & A % IE AR AR & x4 & Ui Sk AR R (P03317) : 20fl
(e ERREYN G GIpRASXEE

B3 VAT B VIEDSMI R B2 A SR WIER AR ARERE 4001 &5k e & Ure, Hiftiak, 2E(E
ZAb, TRBREATENM,FHMEE EM. 77 BRI SR DR G WA TRER LB & uﬁ:o
ZORER, TEF I T RO ZANR LT QY BREIC RSB D b 2 S8 BRI
BT, Fl, rARRYF UL ETF 7‘@1ﬁm&ﬁf@iu\a‘n®$ﬁ e b & B LT
LDL-C DX F O ZHNEM B BTz,

AAANE I VAT v —)VIMELE 255 & U 7o 55 AR EH I i s A b iali (P832) : 2016
F6H 12 H20174E1 H[2.7.6.3.1 ]

205 DL ERORELL F O HAR AN B 2 L AT 1 — VIIJE BE 3216 & x5, =8 F 710 mg LU
ANAL T 2.5 mg ZHAN OGP (EZ10+RS2.5) K Y EZ10+RSSD 4% 5123 B D A 501 Je OVZ2 42
PaET¥F I 710mg (EZ10), 7 A/NAHXF25mg (RS2.5) XX RS5&LH#E L CRllid 2 = &
Z HY & U7 S AR SR 2 (b 55 B A JE SR GRSt L 72,

Z DGR A ED EEFHIE H TH 5 121D LDL-C D_X—Z T A )b DZEALRIZEB VT,
EZ10+RS2.5% U8 EZ10+RS5(%. EZ10,RS2.5 3% RS5D HAIHB: 512 L CTHEEBIMEZ 7R L7z (p<0.001) ,
72, EZI0+RS5D LDL-C OX—R 7 A b OZELEIX, EZIOHRS2.5ICHR TR T2 R LT

(p<0.001), Z&MEIZOWTIX, EZ10+RS2.5K% T EZ10+RS5D 12##[F#% 51X, BB irhL £ TE

X EAFCdh o7, F£72. EZ10, RS2.5X|E RSSO EAIH G & it LT, AEFROIEHRY
IFEEFEZIC L P IERICRE REWNT R ST,

AAANE VAT o — ) VIIERE 25t L U B IMHIE SRR M 5308k (P833) : 201645 H 7>
H2017412H[2.7.6.3.2 IH]

TEF T NE R ANRLF U OHEAFNEHR T LDL-C 2MEE S H B AEEICE L TV 72 020im% 2L
EROELL FO HARNGE 2 L AT v — /VIGEBE IR R OF Itk m 2 L AT n— LV BF [~T r#E
BURFEEE 2 VAT o —)VIE (HeFH) 4] 36612 %412, EZ10+RS2.5 % Y EZ10+RS5D 4%
552 8 RE D22 A R QBB DR 2 B 69 & U= AR IER R IE S % 538k & 5 L 7=,

Z DfER EZ10+RS2.5 X TN EZ10+RS5 D52 M % 5-1% BB DR LR THARME S RAiF Th o7,
F 7. EZ10+RS2.5K% N EZ10+RSSD 2RO A MEIX, ZhH0 859 5 2 & 722 < Rt L 7=,

LU EDOFBREGARIC K0 L AFI OGN, ZEMEROEEEDNHEE SN Z L b TREDOAIRE
AR O - FHET%J&E&%%E@EPEH THoZ ke L

(ZhEE « ZhE] - Ema L AT u—/VIlGE, FEMES 2 L 2T a—/LIfGE
DG - & - @E ., AL EIENSE (= BF X7/ mANRZAZF & L T10 mg/2.5 mg
IE10 mg/5 mg) A BZICHEAEREGT 5,
1.5 2R S EFE AL O HE R OBRFE D kil
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GEZRD | ped6 : ik il GRFD AN FRRSMRR (A AA
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1.6 SEICETFSERRKEFICET LEH

1.6.1  SNEICEITHERKRTE

2018411 A BiTE, Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., Whitehouse Station,
NI, USANRTEF I T LR ANRREF U ANV T AOBAEFORERTEARE BT L, IR5EL
TV EIIHIEIX 2, 7B, ZBF I T L aARRZF U ANV T AOKEAZ1>OmLE
IZFE L OTMHEERANTIA—Z T U 7 TORERFEAR LG L TWD, F—ARZ U7 T
DOFEF KN O F 72 KGBNE & [ 1.6-11IT7R- T,

K161 F—XA S VTIZETHHEEHFNDELGEKZERNE

E4 e K#BFEHH FIE - 5 & ZhiE - 3 Hik - A
F—2Ak ROSUZET 20134£11H20H | EZETROL® : O FExREEm= | JE
U7 COMPOSITE TPFIT10mg & H LATa— | BREOAFMIEERR, 1HIEES
PACK Y5800 7L VAL SE (EZETROL® 15¢ & MSD
10 mg + 5 mg B GEH) @ FREEASI | ROSUVASTATIN®IGE i [ R (AR A3
10 mg + 10 mg FiEtkgm = | %)
10 mg + 20 mg MSD VAT m—
10 mg + 40 mg ROSUVASTATIN® : SV LA

0 ANA L F 5 mg,
10 mg, 20 mg X%

&
1B AR :

WOmgEEHTHAM EZ10 mg + RS5 mg/ H ~EZ10 mg +
OMFDT 4 )b a— RS40 mg/H
T4 T
HELEBRAA & -
ROSUZET EZ10 mg + RS5 mg/H X% EZ10 mg +

COMPOSITE PACK %,
EZETROL® 10 mg i &
MSD

RS10 mg/H

K&

ROSUVASTATIN® W OF KA BT EZ10 mg + RS20 mg
5mg, 10 mg, 20 mg X /B &% %, EZ10 mg+RS40 mg/ H # 5-
1240 mg FEA 12D %, EZ10 mg+RS20 mg/H ## 5L T

FICE LD MEAEER
#il

B, DIEA R MRIEDOR Y 27 B
FITH L CoREHERTT 5,

EZ : EZETROL®
RS : MSD ROSUVASTATIN®
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-3 .

C cConfidential




TVFIT 0 ARREF RN T L FEA
1.6 SMENZR T D EARNREICET 2 &k

1.6.2 HSNEOHRMNXE

1.6 SMENZR T D EARNEICET 2 &k
-4 -

C cConfidential



TVFIT 0 ARREF RN T L FEA
1.6 SMENZR T D EARNREICET 2 &k

1.6.2.1 HEOFMNXE (RX)
1.6.2.1.1 F—RA LS UTHFHXE (RX)

1.6 SMENZR T D EARNEICET 2 &k
-5 -

C cConfidential



AUSTRALIAN PRODUCT INFORMATION
ROSUZET COMPOSITE PACK
(ezetimibe, rosuvastatin as calcium)

Tablets

1 NAME OF THE MEDICINE

Ezetimibe

Rosuvastatin, as calcium

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

EZETROL®

Ezetimibe is a white, crystalline powder that is freely to very soluble in ethanol, methanol, and
acetone and practically insoluble in water. Ezetimibe has a melting point of about 163°C and

is stable at ambient temperature.

Each tablet of EZETROL for oral administration contains 10 mg ezetimibe.

List of excipients with known effect:

- lactose (as monohydrate)

MSD ROSUVASTATIN

Rosuvastatin calcium is an amorphous solid, which is slightly soluble in water (7.8 mg/mL at

37°C) and has a pKa of 4.6.

MSD ROSUVASTATIN tablets contain 5 mg, 10 mg, 20 mg or 40 mg rosuvastatin (as calcium).

List of excipients with known effect:

- lactose

For the full list of excipients, see Section 6.1 List of Excipients.

3 PHARMACEUTICAL FORM

EZETROL

MSD ROSUVASTATIN

ROSUZET COMPOSITE PACK
10 mg + 5 mg

ROSUZET COMPOSITE PACK
10 mg + 10 mg

ROSUZET COMPOSITE PACK
10 mg + 20 mg

ROSUZET COMPOSITE PACK
10 mg + 40 mg

ezetimibe 10 mg

white to off-white
capsule shaped
tablets, debossed
with “414” on one
side

rosuvastatin (as calcium) 5 mg

White to off-white, round, film coated
tablets with “RSV 5” debossed on one
side.

rosuvastatin (as calcium) 10 mg
White to off-white, round, film coated
tablets with “RSV 10" debossed on
one side.

rosuvastatin (as calcium) 20 mg
White to off-white, round, film coated
tablets with “RSV 20" debossed on
one side.

rosuvastatin (as calcium) 40 mg
White to off-white, round, film coated
tablets with “RSV 40" debossed on
one side.

S-CCDS-MK0653H-T-062016
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4 CLINICAL PARTICULARS

41 THERAPEUTIC INDICATIONS

Primary Hypercholesterolaemia

ROSUZET COMPOSITE PACK is indicated as adjunctive therapy to diet in patients with
primary (heterozygous familial and non-familial) hypercholesterolaemia where use of a
combination product is appropriate in those patients:

e not appropriately controlled with rosuvastatin or ezetimibe alone; or
e already treated with rosuvastatin and ezetimibe

Homozygous Familial Hypercholesterolaemia (HoFH)
ROSUZET COMPOSITE PACK is indicated for patients with HoOFH. Patients may also receive
adjunctive treatments (e.g., LDL apheresis).

4.2 DOSE AND METHOD OF ADMINISTRATION
This combination product is not indicated for first-line use.

The patient should be on an appropriate lipid-lowering diet and should continue on this diet
during treatment with ROSUZET COMPOSITE PACK.

ROSUZET COMPOSITE PACK can be administered within the dosage range of 10 mg+5 mg
to 10 mg+40 mg as a single daily dose. The recommended starting dose is 10 mg+5 mg or 10
mg+10 mg once per day.

The dosage regimen of ROSUZET COMPOSITE PACK is one EZETROL tablet and one MSD
ROSUVASTATIN tablet to be taken, at the same time, once dalily.

ROSUZET COMPOSITE PACK can be administered at any time of the day, with or without
food. Each tablet should be taken with water at the same time daily and is not to be chewed
or crushed.

Therapy should be individualised according to the target lipid levels, the recommended goal
of therapy, and the patient's response. The dose should also take into account the potential
risk for adverse reactions (see Section 4.8 Adverse Effects (Undesirable Effects)).

A dose adjustment can be made after 4 weeks of therapy where necessary. The usual
maximum dose is 10 mg+20 mg once per day.

A dose of 10 mg+40 mg once per day should only be considered in patients who are still at
high cardiovascular risk after their response to a dose of 10 mg+20 mg once per day is
assessed. This may particularly apply to patients with familial hypercholesterolaemia. It is
recommended that the 10 mg+40 mg dose is used only in patients in whom regular follow-up
is planned. A dose of 10 mg+40 mg must not be exceeded in any patient.

Specialist supervision should be considered when the dose of ROSUZET COMPOSITE PACK
is titrated to 10 mg+40 mg.

Use in the elderly
No dosage adjustment is required for elderly patients (see Section 5.2 Pharmacokinetic
Properties, Characteristics in patients (special populations)).

Use in paediatric patients
Not recommended for use in children.
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Hepatic Insufficiency

There may be increased exposure to rosuvastatin in patients receiving the combination. The
lowest effective dose should be used and regular monitoring for adverse effects should be
performed. No dosage adjustment is required in patients with mild hepatic insufficiency (Child
Pugh score 5 to 6). Treatment is not recommended in patients with moderate (Child Pugh
score 7 to 9) or severe (Child Pugh score > 9) liver dysfunction. (See Section 4.3
Contraindications, Section 4.4 Special Warnings and Precautions for Use and Section
5.2 Pharmacokinetic Properties, Characteristics in patients (special populations).)

Renal insufficiency

There may be increased exposure to rosuvastatin in patients receiving this combination. The
lowest effective dose should be used and regular monitoring for adverse effects should be
performed. No dosage adjustment is required for patients with mild to moderate renal
impairment. For patients with severe renal impairment (CLy<30 mL/min/1.73m?) not on
dialysis the dose of ROSUZET COMPOSITE PACK should be started at 10 mg + 5 mg once
daily and not exceed 10 mg+10 mg once daily (see Section 4.4 Special Warnings and
Precautions for Use).

The reporting rate for serious renal events in post-marketing use of rosuvastatin alone is
higher at the 40 mg dose. An assessment of renal function is therefore recommended during
routine follow-up of patients treated with ROSUZET COMPOSITE PACK at a dose of 10
mg+40 mg.

Dosage in Asian patients

Initiation of therapy with ROSUZET COMPOSITE PACK 10 mg+5 mg once daily should be
considered for Asian patients. The potential for increased systemic exposures relative to
Caucasians is relevant when considering escalation of dose in cases where
hypercholesterolaemia is not adequately controlled at doses of 10 mg+5 mg, 10 mg+10 mg or
10+20 mg once daily (see Section 4.4 Special Warnings and Precautions for Use and
Section 5.2 Pharmacokinetic Properties).

Dosage in patients taking other drugs

Cyclosporin

In patients taking cyclosporin, ROSUZET COMPOSITE PACK dosage should be limited to 10
mg+5 mg once daily (see Section 4.5 Interactions with Other Medicines and Other Forms
of Interactions).

Gemfibrozil

Increased systemic exposure to rosuvastatin has been observed in subjects taking
concomitant rosuvastatin and gemfibrozil (see Section 4.5 Interactions with Other
Medicines and Other Forms of Interactions). If ROSUZET COMPOSITE PACK is used in
combination with gemfibrozil, the dose of ROSUZET COMPOSITE PACK should be limited to
10 mg+10 mg once daily.

Atazanir and ritonavir, lopinavir and ritonavir or simeprevir

Initiate ROSUZET COMPOSITE PACK therapy with 10 mg+5 mg once daily. The dose of
ROSUZET COMPOSITE PACK should not exceed 10 mg+10 mg once daily (see Section 4.4
Special Warnings and Precautions for Use and Section 4.5 Interactions with Other
Medicines and Other Forms of Interactions).

Elbasvir or grazoprevir

The dose of ROSUZET COMPOSITE PACK should not exceed 10 mg+10 mg once daily (see
Section 4.4 Special Warnings and Precautions for Use and Section 4.5 Interactions with
Other Medicines and Other Forms of Interactions).
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4.3 CONTRAINDICATIONS
ROSUZET COMPOSITE PACK is contraindicated in patients:

e with known hypersensitivity to any component of this medication

o with myopathy secondary to other lipid lowering agents

e during pregnancy, in nursing mothers and in women of childbearing potential, unless
they are taking adequate contraceptive precautions (see Section 4.4 Special
Warnings and Precautions for Use)

o with active liver disease including unexplained persistent elevations in serum
transaminases and any serum transaminase elevation exceeding 3 x the upper limit of
normal (ULN) (see Section 4.4 Special Warnings and Precautions for Use)

e in combination with fenofibrate in patients with gall bladder disease

o on fusidic acid therapy (see Section 4.4 Special Warnings and Precautions for Use
and Section 4.5 Interactions with Other Medicines and Other Forms of
Interactions).

Due to the rosuvastatin 40 mg component, ROSUZET 10 mg + 40 mg is contraindicated in
patients with predisposing factors for myopathy/rhabdomyolysis. Such factors include:

e hypothyroidism

e personal or family history of hereditary muscular disorders

e previous history of muscular toxicity with another HMG-CoA reductase inhibitor or
fibrate

e alcohol abuse

e sijtuations where an increase in rosuvastatin plasma levels may occur (see Section
4.5 Interactions with Other Medicines and Other Forms of Interactions and
Section 5.2 Pharmacokinetic Properties)

e severe renal impairment (CrCl < 30 mL/min)
Asian patients

e concomitant use of fibrates.

4.4  SPECIAL WARNINGS AND PRECAUTIONS FOR USE
Treatment with the 10 mg + 40 mg dose

There is limited long term safety data of ROSUZET COMPOSITE PACK. Due to the potential
increase in rosuvastatin exposure when combined with ezetimibe, risk factors such as hepatic
or renal impairment that may increase rosuvastatin exposure and the potential for increased
adverse effects at the highest dose (10 mg + 40 mg) (e.g. muscle effects, renal impairment
and elevated liver enzymes), monitoring of patients on the highest dose of ROSUZET
COMPOSITE PACK is recommended (see Section 5.2 Pharmacokinetic Properties).

Liver enzymes

HMG-CoA reductase inhibitors, like some other lipid-lowering therapies, have been associated
with biochemical abnormalities of liver function. The incidence of persistent elevations (>3
times the upper limit of normal [ULN] occurring on 2 or more consecutive occasions) in serum
transaminases in fixed dose studies was 0.4, 0, 0, and 0.1% in patients who received
rosuvastatin 5, 10, 20, and 40 mg, respectively. In most cases, the elevations were transient
and resolved or improved on continued therapy or after a brief interruption in therapy. There
were two cases of jaundice, for which a relationship to rosuvastatin therapy could not be
determined, which resolved after discontinuation of therapy. There were no cases of liver
failure or irreversible liver disease in these trials.

Liver function tests should be performed before initiation of treatment and periodically
thereafter. Patients who develop increased transaminase levels should be monitored
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until the abnormalities have resolved. Should an increase in ALT or AST of > 3 times
ULN persist, reduction of dose or withdrawal of ROSUZET COMPOSITE PACK is
recommended.

ROSUZET COMPOSITE PACK should be used with caution in patients who consume
substantial quantities of alcohol and/or have a history of liver disease (see Section 4.2 Dose
and Method of Administration and Section 5.2 Pharmacokinetic Properties,
Characteristics in patients (special populations)). Active liver disease or unexplained
persistent transaminase elevations are contraindications to the use of ROSUZET
COMPOSITE PACK (see Section 4.3 Contraindications).

In a pooled analysis of placebo-controlled trials, increases in serum transaminases to > 3
times the upper limit of normal occurred in 1.1% of patients taking rosuvastatin versus 0.5%
of patients treated with placebo.

In controlled co-administration trials in patients receiving ezetimibe with a statin, consecutive
transaminase elevations (= 3 X the upper limit of normal [ULN]) have been observed.

Skeletal muscle

Rosuvastatin
Rare cases of rnabdomyolysis with acute renal failure secondary to myoglobinuria have
been reported with rosuvastatin and with other drugs in this class.

Uncomplicated myalgia has been reported in rosuvastatin treated patients (see Section 4.8
Adverse Effects (Undesirable Effects)). Creatine kinase (CK) elevations (> 10 times upper
limit of normal) occurred in 0.2% to 0.4% of patients taking rosuvastatin at doses up to 40 mg
in clinical studies. Treatment-related myopathy, defined as muscle aches or muscle weakness
in conjunction with increases in CK values > 10 times upper limit of normal, was reported in
up to 0.1% of patients taking rosuvastatin doses of up to 40 mg in clinical studies. In clinical
trials, the incidence of myopathy and rhabdomyolysis increased at doses of rosuvastatin
above the recommended dosage range (5 to 40 mg). In postmarketing experience, effects on
skeletal muscle, e.g. uncomplicated myalgia, myopathy and, rarely, rhabdomyolysis have
been reported in patients treated with HMG-CoA reductase inhibitors including rosuvastatin.
As with other HMG-CoA reductase inhibitors, reports of rhabdomyolysis with rosuvastatin are
rare, but higher at the highest marketed dose (40 mg). Factors that may predispose patients
to myopathy with HMG-CoA reductase inhibitors include advanced age (= 65 years),
hypothyroidism, and renal insufficiency. The incidence of myopathy increased at doses of
rosuvastatin above the recommended dosage range.

Consequently:

1. ROSUZET COMPOSITE PACK should be prescribed with caution in patients with
predisposing factors for myopathy, such as renal impairment, advanced age and
hypothyroidism.

2. Patients should be advised to promptly report unexplained muscle pain, tenderness,
or weakness, particularly if accompanied by malaise or fever. ROSUZET COMPOSITE
PACK therapy should be discontinued if markedly elevated CK levels occur or
myopathy is diagnosed or suspected.

3. Rosuvastatin 40 mg is reserved only for those patients who are not adequately
controlled at the 20 mg dose, considering their level of LDL-C and overall CV risk
profile. Similarly, ROSUZET COMPOSITE PACK 10 mg + 40 mg should be reserved
for such patients.

4. The risk of myopathy during treatment with rosuvastatin may be increased with
concurrent administration of other lipid-lowering therapies, cyclosporin, or HIV/HCV
antiviral agents, such as atazanavir/ritonavir, lopinavir/ritonavir, simeprevir, or products
containing elbasvir/grazoprevir (see Section 4.2 Dose and Method of
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Administration and Section 4.5 Interactions with Other Medicines and Other
Forms of Interactions). Cases of myopathy, including rhabdomyolysis, have been
reported with HMG-CoA reductase inhibitors, including rosuvastatin, co-administered
with colchicine, and caution should be exercised when prescribing ROSUZET
COMPOSITE PACK with colchicine (see Section 4.5 Interactions with Other
Medicines and Other Forms of Interactions). The benefit of further alterations in
lipid levels by the combined use of ROSUZET COMPOSITE PACK with fibrates
or niacin should be carefully weighed against the potential risks of this
combination. Combination therapy with ROSUZET COMPOSITE PACK and
gemfibrozil should generally be avoided. The combination of ROSUZET
COMPOSITE PACK and other fibrates (except fenofibrate) is not recommended
(see Section 4.2 Dose and Method of Administration, Section 4.3
Contraindications and Section 4.5 Interactions with Other Medicines and Other
Forms of Interactions).

5. The risk of myopathy during treatment with ROSUZET COMPOSITE PACK may
be increased in circumstances that increase rosuvastatin drug levels (see
Section 4.4 Special Warnings and Precautions for Use, Use in renal impairment
and Section 5.2 Pharmacokinetic Properties, Characteristics in patients (special
populations)).

6. ROSUZET COMPOSITE PACK therapy should also be temporarily withheld or
discontinued in any patient with an acute, serious condition suggestive of
myopathy or predisposing to the development of renal failure secondary to
rhabdomyolysis (e.g., sepsis, hypotension, major surgery, trauma, severe
metabolic, endocrine and electrolyte disorders, or uncontrolled seizures).

There have been very rare reports of an immune-mediated necrotising myopathy clinically
characterised by persistent proximal muscle weakness and elevated serum creatine kinase
during treatment or following discontinuation of statins, including rosuvastatin. Additional
neuromuscular and serologic testing may be necessary. Treatment with immunosuppressive
agents may be required.

In rosuvastatin trials there was no evidence of increased skeletal muscle effects when
rosuvastatin was dosed with any concomitant therapy. However, an increase in the incidence
of myositis and myopathy has been seen in patients receiving other HMG-CoA reductase
inhibitors together with cyclosporin, nicotinic acid, azole antifungals, macrolide antibiotics and
fibric acid derivatives including gemfibrozil (see Section 4.2 Dose and Method of
Administration, Section 4.5 Interactions with Other Medicines and Other Forms of
Interactions and Section 4.8 Adverse Effects (Undesirable Effects)).

Fusidic acid must not be co-administered with statins. There have been reports of
rhabdomyolysis (including some fatalities) in patients receiving this combination (see Section
4.3 Contraindications, Section 4.5 Interactions with Other Medicines and Other Forms
of Interactions and Section 4.8 Adverse Effects (Undesirable Effects)). In patients where
the use of systemic fusidic acid is considered essential, ROSUZET COMPOSITE PACK
treatment should be discontinued throughout the duration of fusidic acid treatment. The patient
should be advised to seek medical advice immediately if they experience any symptoms of
muscle weakness, pain or tenderness. ROSUZET COMPOSITE PACK therapy may be re-
introduced seven days after the last dose of fusidic acid.

Ezetimibe

In clinical trials, there was no excess of myopathy or rhabdomyolysis associated with
ezetimibe compared with the relevant control arm (placebo or statin alone). However,
myopathy and rhabdomyolysis are known adverse reactions to statins and other lipid-lowering
drugs. In clinical trials, the incidence of CPK > 10 X ULN was 4 of 1674 (0.2%) patients
administered ezetimibe alone vs 1 of 786 (0.1%) patients administered placebo, and for 1 of
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917 (0.1%) patients co-administered ezetimibe and a statin vs 4 of 929 (0.4%) patients
administered a statin alone.

In post-marketing experience with ezetimibe, cases of myopathy and rhabdomyolysis have
been reported regardless of causality. Most patients who developed rhabdomyolysis were
taking a statin prior to initiating ezetimibe. However, rhabdomyolysis has been reported very
rarely with ezetimibe monotherapy and very rarely with the addition of ezetimibe to agents
known to be associated with increased risk of rhabdomyolysis.

Renal effects

Rosuvastatin

The reporting rate for serious renal events in post-marketing use is higher at the 40 mg dose.
An assessment of renal function should be considered during routine follow-up of patients
treated with a dose of 40 mg.

Endocrine effects

Rosuvastatin

Increases in HbAlc and fasting serum glucose levels have been reported with rosuvastatin.
Although clinical studies have shown that rosuvastatin alone does not reduce basal plasma
cortisol concentration or impair adrenal reserve, caution should be exercised if ROSUZET
COMPOSITE PACK is administered concomitantly with drugs that may decrease the levels or
activity of endogenous steroid hormones such as ketoconazole, spironolactone, and
cimetidine.

Caution in prevention of cardiovascular events

Rosuvastatin

The long term safety and efficacy of rosuvastatin treatment in patients commencing treatment
with LDL-C < 3.4 mmol/L who have been assessed to be at risk of cardiovascular events have
not been established. There is also uncertainty associated with the safety of long term
intensive reduction of LDL-C to very low levels. Data are currently available for up to 2 years
for the 20 mg dose only. The risk benefit balance for longer term use of rosuvastatin in this
population has therefore not been established. The benefits of longer term treatment should
be weighed against safety and tolerability risks (see Section 4.8 Adverse Effects
(Undesirable Effects)). Clinically significant benefit in using rosuvastatin in patients without
clinically evident cardiovascular disease and who are assessed as having a low risk of
cardiovascular events (men >50 and women >60 years of age with hsCRP>2 mg/L, but no
other cardiovascular disease risk factor) has not been established.

Diabetes mellitus

Rosuvastatin

Increases in HbAlc and serum glucose levels have been observed in patients treated with
rosuvastatin. An increased frequency of diabetes mellitus has been reported with rosuvastatin
in patients with risk factors for diabetes mellitus (see Section 4.8 Adverse Effects
(Undesirable Effects)).

Interstitial lung disease

Exceptional cases of interstitial lung disease have been reported with some statins, especially
with long term therapy. Presenting features can include dyspnoea, non-productive cough and
deterioration in general health (fatigue, weight loss and fever). If it is suspected a patient has
developed interstitial lung disease, ROSUZET COMPOSITE PACK should be discontinued.
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Race

Rosuvastatin

The result of a large pharmacokinetic study conducted in the US demonstrated an
approximate 2-fold elevation in median exposure in Asian subjects (having either Filipino,
Chinese, Japanese, Korean, Vietnamese or Asian-Indian origin) compared with a Caucasian
control group. This increase should be considered when making ROSUZET COMPOSITE
PACK dosing decisions for Asian patients (see Section 4.2 Dose and Method of
Administration and Section 5.2 Pharmacokinetic Properties).

Age and sex

Rosuvastatin
There was no clinically relevant effect of age or sex on the pharmacokinetics of rosuvastatin.

Fibrates

The co-administration of ezetimibe with fibrates, other than fenofibrate, has not been studied.
Therefore, co-administration of ROSUZET COMPOSITE PACK and fibrates (other than
fenofibrate) is not recommended (see Section 4.3 Contraindications and Section 4.5
Interactions with Other Medicines and Other Forms of Interactions).

Fenofibrate

Fibrates may increase cholesterol excretion from the bile, and ezetimibe increased cholesterol
in the gallbladder bile in a preclinical study in dogs. Given the potential for cholelithiasis, and
the numerically higher incidence of cholecystectomies in patients administered ezetimibe and
fenofibrate in a clinical study (see Section 4.8 Adverse Effects (Undesirable Effects) and
Section 5.1 Pharmacodynamic Properties, Clinical trials), co-administration of ROSUZET
COMPOSITE PACK and fenofibrate is not recommended in patients with pre-existing
gallbladder disease (see Section 4.3 Contraindications).

Cyclosporin

Caution should be exercised when initiating ROSUZET COMPOSITE PACK in the setting of
cyclosporin. Cyclosporin concentrations should be monitored in patients receiving ROSUZET
COMPOSITE PACK and cyclosporin (see Section 4.5 Interactions with Other Medicines
and Other Forms of Interactions).

Anticoagulants

If ROSUZET COMPOSITE PACK is added to warfarin or another coumarin anticoagulant, the
International Normalised Ratio (INR) should be appropriately monitored (see Section 4.5
Interactions with Other Medicines and Other Forms of Interactions).

Use in hepatic impairment

Ezetimibe

Due to unknown effects of the increased exposure of ezetimibe in patients with moderate to
severe hepatic insufficiency, ROSUZET COMPOSITE PACK is not recommended in these
patients (see Section 5.2 Pharmacokinetic Properties, Characteristics in patients
(special populations)).

Rosuvastatin

Pharmacokinetic evaluation in subjects with varying degrees of hepatic impairment
determined that there was no evidence of increased exposure to rosuvastatin other than in 2
subjects with the most severe liver disease (Child-Pugh scores of 8 and 9). In these subjects
systemic exposure was increased by at least 2-fold compared to subjects with lower Child-
Pugh scores (see Section 4.2 Dose and Method of Administration).
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Use in renal impairment

Rosuvastatin

Pharmacokinetic evaluation in subjects with varying degrees of renal impairment, determined
that mild to moderate renal disease had little influence on plasma concentrations of
rosuvastatin. However, subjects with severe impairment (CrCl < 30 mL/min) had a 3-fold
increase in plasma concentration compared to healthy volunteers (see Section 4.2 Dose and
Method of Administration).

Use in the elderly

No dosage adjustment is required for elderly patients. Because there is no specific data in the
elderly with this combination and advanced age (=265 years) is a predisposing factor for
myopathy, ROSUZET COMPOSITE PACK should be prescribed with caution in the elderly
(see Section 5.2 Pharmacokinetic Properties, Characteristics in patients (special
populations)).

Paediatric use

Not recommended for use in children.

Effects on laboratory tests
See Section 4.8 Adverse Effects (Undesirable Effects).

45 INTERACTIONS WITH OTHER MEDICINES AND OTHER FORMS OF
INTERACTIONS

Co-administration of ezetimibe with rosuvastatin resulted in a 19% increase in the AUC of
rosuvastatin. This small increase is not considered clinically significant (see Section 4.4
Special Warnings and Precautions for Use).

Antacids

Ezetimibe

Concomitant antacid administration decreased the rate of absorption of ezetimibe but had no
effect on the bioavailability of ezetimibe. This decreased rate of absorption is not considered
clinically significant.

Rosuvastatin

Simultaneous administration of rosuvastatin and an antacid suspension containing aluminium
and magnesium hydroxide resulted in a decrease in rosuvastatin plasma concentration of
approximately 50%. This effect was mitigated when the antacid was dosed 2 hours after
rosuvastatin. The clinical relevance of this interaction has not been studied.

Cholestyramine

Concomitant cholestyramine administration decreased the mean AUC of total ezetimibe
(ezetimibe + ezetimibe glucuronide) approximately 55%. The incremental LDL-C reduction
due to adding ezetimibe to cholestyramine may be lessened by this interaction.

Therefore, dosing of ROSUZET COMPOSITE PACK and a bile acid binding sequestrant
should take place several hours apart. However, efficacy and safety of such combination have
not been studied.

Cyclosporin

Ezetimibe

The effect of cyclosporin on ezetimibe was studied in eight post-renal transplant patients with
creatinine clearance of > 50 mL/min who were on a stable dose of cyclosporin. A single 10
mg dose of ezetimibe resulted in a 3.4-fold (range 2.3- to 7.9-fold) increase in the mean AUC
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for total ezetimibe compared to a group of historical healthy volunteers (n=17) who had taken
a single 10-mg dose of ezetimibe alone.

In a different study, a renal transplant patient with severe renal insufficiency (creatinine
clearance of 13.2 mL/min/1.73 m?) who was receiving multiple medications, including
cyclosporin, demonstrated a 12-fold greater exposure to total ezetimibe compared to
concurrent controls.

In a two-period crossover study in twelve healthy subjects, daily administration of 20 mg
ezetimibe for 8 days with a single dose 100 mg dose of cyclosporin on Day 7 resulted in a
mean 15% increase in cyclosporin AUC (range 10% decrease to 51% increase) compared to
a single 100 mg dose of cyclosporin alone (see Section 4.4 Special Warnings and
Precautions for Use).

Rosuvastatin

Co-administration of rosuvastatin with cyclosporin resulted in no significant changes in
cyclosporin plasma concentration. However, rosuvastatin steady state AUC . increased up
to 7-fold over that seen in healthy volunteers administered the same dose. These increases
are considered to be clinically significant and require special consideration in the dosing of
ROSUZET COMPOSITE PACK (see Section 4.2 Dose and Method of Administration).

Fenofibrate

Ezetimibe

In a pharmacokinetic study, concomitant fenofibrate administration increased total ezetimibe
concentrations approximately 1.5-fold (see Section 4.3 Contraindications and Section 4.4
Special Warnings and Precautions for Use).

Rosuvastatin
Co-administration of fenofibrate with rosuvastatin resulted in no significant changes in plasma
concentrations of rosuvastatin or fenofibrate (see Section 4.3 Contraindications).

Gemfibrozil

Ezetimibe

In a pharmacokinetic study, concomitant gemfibrozil administration increased total ezetimibe
concentrations approximately 1.7-fold. This increase is not considered clinically significant. No
clinical data are available.

Rosuvastatin

Concomitant use of rosuvastatin and gemfibrozil resulted in a 2-fold increase in rosuvastatin
Cmax and AUCo. This increase is considered to be clinically significant (see Section 4.2 Dose
and Method of Administration).

Anticoagulants

Ezetimibe

Concurrent administration of ezetimibe (10 mg once daily) had no significant effect on
bioavailability and prothrombin time in a study of twelve healthy adult males administered a
single dose of warfarin. There have been post-marketing reports of increased International
Normalised Ratio in patients who had ezetimibe added to warfarin or fluindione. Most of these
patients were also on other medications (see Section 4.4 Special Warnings and
Precautions for Use).

Rosuvastatin

Co-administration of rosuvastatin to patients on stable warfarin therapy resulted in clinically
significant rises in INR (> 4, baseline 2-3). In patients taking vitamin K antagonists and
rosuvastatin concomitantly, INR should be determined before starting ROSUZET
COMPOSITE PACK and frequently enough during early therapy to ensure that no significant
alteration of INR occurs. Once a stable INR has been documented, INR can be monitored at
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the intervals usually recommended for patients on vitamin K antagonists. If the dose of
ROSUZET COMPOSITE PACK is changed, the same procedure should be repeated.
Rosuvastatin therapy has not been associated with bleeding or with changes in INR in patients
not taking anticoagulants.

Cytochrome P450 enzymes

Ezetimibe

In preclinical studies, it has been shown that ezetimibe does not induce cytochrome P450 drug
metabolising enzymes. No clinically significant pharmacokinetic interactions have been
observed between ezetimibe and drugs known to be metabolised by cytochromes P450 1A2,
2D6, 2C8, 2C9, and 3A4, or N-acetyltransferase.

Rosuvastatin

In vitro and in vivo data indicate that rosuvastatin clearance is not dependent on metabolism
by cytochrome P450 3A4 to a clinically significant extent. This has been confirmed in studies
with known cytochrome P450 3A4 inhibitors (ketoconazole, erythromycin, itraconazole).

Ketoconazole:
Co-administration of ketoconazole (200 mg twice daily for 7 days) with rosuvastatin (80 mg)
resulted in no change in plasma concentrations of rosuvastatin.

Erythromycin:

Co-administration of erythromycin (500 mg four times daily for 7 days) with rosuvastatin (80
mg) decreased AUC and Cnax Of rosuvastatin by 20% and 31%, respectively. These reductions
are not considered clinically significant.

Itraconazole:

Itraconazole (200 mg twice daily for 5 days) resulted in a 39% and 28% increase in AUC of
rosuvastatin after 10 mg and 80 mg dosing, respectively. These increases are not considered
clinically significant.

Fluconazole:

Co-administration of fluconazole (200 mg twice daily for 11 days) with rosuvastatin (80 mg)
resulted in a 14% increase in AUC of rosuvastatin. This increase is not considered clinically
significant.

Transporter interactions

Rosuvastatin 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). Concomitant administration of rosuvastatin with
medications that are inhibitors of these transporter proteins (e.g. cyclosporin, certain HIV
protease/HCV antiviral agents) may result in increased rosuvastatin plasma concentrations
and an increased risk of myopathy; therefore, a dose adjustment of rosuvastatin may be
necessary (see Section 4.2 Dose and Method of Administration and Section 4.4 Special
Warnings and Precautions for Use).

Oral contraceptives

Co-administration of oral contraceptives (ethinyl estradiol and norgestrel) with rosuvastatin
resulted in an increase in plasma concentrations of ethinyl estradiol and norgestrel by 26%
and 34%, respectively. This increase is not considered clinically significant.

Other medications

Ezetimibe

Ezetimibe had no effect on the pharmacokinetics of dapsone, dextromethorphan, digoxin, oral
contraceptives (ethinyl estradiol and levonorgestrel), glipizide, tolbutamide or midazolam
during co-administration. Cimetidine, co-administered with ezetimibe, had no effect on the
bioavailability of ezetimibe.
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Rosuvastatin
In clinical studies, rosuvastatin was co-administered with anti-hypertensive agents and anti-
diabetic agents. These studies did not produce any evidence of clinically significant adverse
interactions.

Digoxin
Co-administration of digoxin with rosuvastatin resulted in no change to digoxin plasma
concentrations.

Protease inhibitors

Co-administration of rosuvastatin with certain protease inhibitors has differing effects on
rosuvastatin exposure. Simeprevir, which is a hepatitis C virus (HCV) protease inhibitor, or
combinations of atazanavir/ritonavir or lopinavir/ritonavir, which are HIV-1 protease inhibitors,
increase rosuvastatin exposure (AUC) up to threefold. For these combinations the dose of
ROSUZET COMPOSITE PACK should not exceed 10 mg+10 mg once daily. The
combinations of fosamprenavir/tironavir or tipranavir/ritonavir, which are HIV-1 protease
inhibitors, produce little or no change in rosuvastatin exposure. Caution should be exercised
when rosuvastatin is co-administered with protease inhibitors. Consideration should be given
both to the benefit of lipid lowering by the use of ROSUZET COMPOSITE PACK in HIV
patients receiving protease inhibitors and the potential for increased rosuvastatin plasma
concentrations when initiating and up-titrating ROSUZET COMPOSITE PACK doses in
patients treated with protease inhibitors. (See Section 4.2 Dose and Method of
Administration and Section 4.4 Special Warnings and Precautions for Use).

Inhibitors of Breast Cancer Resistance Protein (BCRP)

Concomitant administration of products that are inhibitors of BCRP (e.g., elbasvir and
grazoprevir) may lead to increased plasma concentrations of rosuvastatin and an increased
risk of myopathy. In a pharmacokinetic study, concomitant administration of elbasvir (50 mq)
and grazoprevir (200 mg) caused a 2.3-fold and 5.5-fold increase in rosuvastatin exposure
(AUCo.. and Cmay, respectively). Therefore, the dose of ROSUZET COMPOSITE PACK should
not exceed 10 mg+10 mg once daily in patients receiving concomitant medication with
products containing elbasvir or grazoprevir (see Section 4.2 Dose and Method of
Administration and Section 4.4 Special Warnings and Precautions for Use).

Fusidic acid

The risk of myopathy including rhabdomyolysis may be increased by the concomitant
administration of systemic fusidic acid with statins. Co-administration of this combination may
cause increased plasma concentrations of both agents. The mechanism of this interaction
(whether it is pharmacodynamics or pharmacokinetic, or both) is yet unknown. There have
been reports of rhabdomyolysis (including some fatalities) in patients receiving this
combination. ROSUZET COMPOSITE PACK treatment should be discontinued throughout
the duration of the fusidic acid treatment (see Section 4.3 Contraindications, Section 4.4
Special Warnings and Precautions for Use and Section 4.8 Adverse Effects
(Undesirable Effects)).

Colchicine

Cases of myopathy, including rhabdomyolysis, have been reported with HMG-CoA reductase
inhibitors, including rosuvastatin, co-administered with colchicine, and caution should be
exercised when prescribing ROSUZET COMPOSITE PACK with colchicine (see Section 4.4
Special Warnings and Precautions for Use).
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4.6 FERTILITY, PREGNANCY AND LACTATION
Effects on fertility

ROSUZET COMPOSITE PACK
No studies on the effect on fertility have been conducted with ezetimibe and rosuvastatin in
combination.

Ezetimibe

Ezetimibe had no effects on fertility in male and female rats at doses up to 1000 mg/kg/day by
oral gavage, corresponding to exposures of approximately 1 and 7 times the adult human
exposure for ezetimibe and total ezetimibe respectively.

Rosuvastatin

In 1 of 3 monkeys treated with rosuvastatin PO at 30 mg/kg/day for 6 months degenerative
changes in the testicular epithelium were seen. The no-effect dose of 10 mg/kg/day was
associated with rosuvastatin plasma concentrations (AUC) similar to those expected in
humans taking 40 mg rosuvastatin daily. Rosuvastatin had no effect on male or female fertility
when administered to rats at PO doses of 50 mg/kg/day (systemic rosuvastatin concentrations
(AUC) 4.8-6.6 times those expected in humans). The main human metabolite of rosuvastatin,
N-desmethyl rosuvastatin, has not been assessed for activity in rat fertility studies.

Use in pregnancy [Category D]

Category D is defined as drugs which have caused, are suspected to have caused or may be
expected to cause, an increased incidence of human foetal malformations or irreversible
damage. These drugs may also have adverse pharmacological effects.

ROSUZET COMPOSITE PACK
No studies on the effect on embryofetal development have been conducted with ezetimibe
and rosuvastatin in combination.

ROSUZET COMPOSITE PACK is contraindicated in Pregnancy. Atherosclerosis is a chronic
process and discontinuation of lipid-lowering drugs during pregnancy should have little impact
on the outcome of long-term therapy of primary hypercholesterolaemia. Cholesterol and other
products of cholesterol biosynthesis are essential components for foetal development
(including synthesis of steroids and cell membranes).

ROSUZET COMPOSITE PACK should be administered to women of childbearing age only
when such patients are highly unlikely to conceive and have been informed of the potential. If
the patient becomes pregnant while taking this drug, therapy should be discontinued and the
patient apprised of the potential hazard to the foetus (see Section 4.3 Contraindications).

Ezetimibe

No clinical data on exposed pregnancies are available. Ezetimibe crossed the placenta in rats
and rabbits. There was no evidence of foetal abnormalities in rats dosed with up to 1000
mg/kg/day of ezetimibe by oral gavage during organogenesis, corresponding to exposures of
about 1 and 7 times the adult human exposure for ezetimibe and total ezetimibe respectively,
based on AUC. There was an increase in the incidence of extra thoracic ribs in rabbits at
doses of 250 to 1000 mg/kg/day, corresponding to exposures of 0.5 to 1 times and 100 to 150
times the adult human exposure for ezetimibe and total ezetimibe, respectively. The relevance
of this finding to humans is not known. Ezetimibe should be used in pregnancy only if the
potential benefit exceeds the potential risk.

Ezetimibe in combination with statins in rats and rabbits resulted in higher exposures to
ezetimibe and/or statins than either drug administered alone. Skeletal malfunctions
(hemivertebrae in rats and shortened/filamentous tail associated with fused and reduced
number of caudal vertebrae in rabbits) and other less severe foetal abnormalities were
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observed in rats and rabbits dosed with ezetimibe/statin combinations during organogenesis.
HMG-CoA reductase inhibitors (statins) are contraindicated during pregnancy, therefore,
ezetimibe in combination with statins should not be used in pregnancy (see Section 4.3
Contraindications).

Embryofoetal studies in rats showed no adverse foetal effects of oral ezetimibe/fenofibrate
doses corresponding to 5 times (total ezetimibe) and 38 times (fenofibric acid) the anticipated
human plasma exposure at the maximum recommended doses. In similar studies in rabbits,
a No Effect Level for embryotoxicity was established at ca. 90 times (total ezetimibe) and 32
times (fenofibric acid) anticipated human exposure levels.

Rosuvastatin

Cholesterol and other products of cholesterol biosynthesis are essential components for foetal
development, including synthesis of steroids and cell membranes. Since HMG-CoA reductase
inhibitors decrease cholesterol synthesis, rosuvastatin is contraindicated during pregnancy.
The risk of foetal injury outweighs the benefits of HMG-CoA reductase inhibitor therapy during
pregnancy.

In two series of 178 and 143 cases where pregnant women took a HMG-CoA reductase
inhibitor (statin) during the first trimester of pregnancy serious foetal abnormalities occurred in
several cases. These included limb and neurological defects, spontaneous abortions and
foetal deaths. The exact risk of injury to the foetus occurring after a pregnant woman is
exposed to a HMG-CoA reductase inhibitor has not been determined. The current data do not
indicate that the risk of foetal injury in women exposed to HMG-CoA reductase inhibitors is
high. If a pregnant woman is exposed to a HMG-CoA reductase inhibitor she should be
informed of the possibility of foetal injury and discuss the implications with her pregnancy
specialist.

Use in lactation

No studies in lactating animals have been conducted with the combination of ezetimibe and
rosuvastatin.

Studies in rats have shown that ezetimibe and rosuvastatin are excreted in milk. It is not known
whether ezetimibe or rosuvastatin is excreted into human breast milk. Therefore, ROSUZET
COMPOSITE PACK is contraindicated in breastfeeding women (see Section 4.3
Contraindications).

Ezetimibe had no effects on pup development in rats treated with up to 1000 mg/kg/day of
ezetimibe during late pregnancy and lactation. Drug exposures (based on AUC) in pups were
approximately 1.5% and 50% of maternal exposures for ezetimibe and total ezetimibe
respectively.

The safety of rosuvastatin while breast-feeding has not been established. A study in rats
treated with rosuvastatin showed that unchanged drug and metabolites are excreted in milk at
concentrations up to 3 times greater than those in maternal plasma. The results of animal and
in vitro studies of rosuvastatin are summarised in Section 5.3 Preclinical Safety Data .

4.7 EFFECTS ON ABILITY TO DRIVE AND USE MACHINES

Ezetimibe

No studies of the effects on the ability to drive and use of machines have been performed.
However, certain side effects that have been reported with ezetimibe may affect some
patients' ability to drive or operate machinery. Individual responses to ezetimibe may vary (see
Section 4.8 Adverse Effects (Undesirable Effects)).
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Rosuvastatin

Pharmacological testing revealed no evidence of a sedative effect of rosuvastatin. From the
safety profile, rosuvastatin is not expected to adversely affect the ability to drive or operate
machinery.

4.8 ADVERSE EFFECTS (UNDESIRABLE EFFECTYS)

Coadministration of ezetimibe and rosuvastatin

Ezetimibe Add-on to On-going Rosuvastatin Therapy

Co-administration of ezetimibe and rosuvastatin has been evaluated for safety in more than
2,409 patients in sponsor-initiated clinical trials and other clinical data from published
literature. For full details of adverse effects, please refer to the Product Information for the
individual products of ezetimibe and rosuvastatin.

In a 6 week-active comparator study (P139V1), 440 subjects taking rosuvastatin (5 mg or 10
mg) were randomized to either rosuvastatin (10 mg or 20 mg) or ezetimibe 10 mg added to
rosuvastatin (5 or 10 mg) therapy, equivalent to ROSUZET COMPOSITE PACK 10 mg + 5
mg or 10 mg + 10 mg. The co-administration was generally well tolerated (see table below).

The study discontinuation rate due to adverse experiences was 2.3% (n = 5) for the ezetimibe
10 mg + rosuvastatin 5 or 10 mg treatment arm and 0.5% (n = 1) for the rosuvastatin 10 mg
or 20 mg arm.

Drug-related Adverse Events in any Treatment Group

Ezetimibe 10 mg + Rosuvastatin
Rosuvastatin 5 or 10 mg 10 mg or 20mg
(n =221) (n =219)
Gastrointestinal disorders
Abdominal distension 0.45% 0.0%
Abdominal pain 0.45% 0.0%
Constipation 0.90% 0.91%
Dry mouth 0.45% 0.0%
Nausea 0.45% 0.0%
General disorders and
administration site
conditions
Asthenia 0.0% 0.46%
Fatigue 0.0% 0.46%
Musculoskeletal and
connective tissue disorders
Arthralgia 0.45% 0.0%
Myalgia 0.90% 0.46%
Skin and subcutaneous
tissue disorders
Allergic dermatitis 0.45% 0.0%
Eczema 0.45% 0.0%
Skin exfoliation 0.0% 0.46%

In this study, the incidence of clinically important elevations in serum transaminases (ALT = 3
X ULN, consecutive) was 0.5% (n =1) for patients treated with ezetimibe + rosuvastatin and
0% for patients in the rosuvastatin only treatment group. No patients in either group had
clinically significant elevations in AST. Clinically important elevations in creatine kinase (CK
210 X ULN) were seen in 0.5% (n =1) of patients in the rosuvastatin only treatment group and
not seen in patients treated with ezetimibe + rosuvastatin.
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In another 6 week randomised active-comparator study (EXPLORER?) in 469 subjects with
hypercholesterolemia and a history of CHD or clinical evidence of atherosclerosis or a CHD
risk equivalent (10-year CHD risk score > 20%), the incidence of increased ALT at the 10 mg
+ 40 mg dose was 2.5% (n=6) for ezetimibe + rosuvastatin and 0.4% (n=1) for rosuvastatin
alone.

Ezetimibe

Clinical studies of 8 to 14 weeks duration in which ezetimibe 10 mg daily was administered
alone, with a statin, or with fenofibrate in 3551 patients demonstrated: ezetimibe was generally
well tolerated, adverse reactions were usually mild and transient, the overall incidence of side
effects reported with ezetimibe was similar to that reported with placebo, and the
discontinuation rate due to adverse experiences was comparable between ezetimibe and
placebo.

There were no drug-related adverse experiences reported occurring in = 2% of patients taking
ezetimibe alone (n = 1691).

The following drug-related adverse experiences were reported occurring in = 2% in patients
taking ezetimibe co-administered with a statin (n = 1675).

ezetimibe 10 mg
All Statins (%) co-administered with a statin (%)
N=1676 N=1675
Musculoskeletal and
connective tissue disorders
Myalgia 2.4 3.2

In addition, the following common or uncommon drug-related adverse experiences were
reported in clinical trials in patients taking ezetimibe co-administered with a statin and at a
greater incidence than statin administered alone, or in patients taking ezetimibe alone and at
a greater incidence than placebo.

Ezetimibe co-administered with a statin:

Investigations: Common- ALT and/or AST increased

Nervous System Disorders: Common- headache

Gastrointestinal Disorders: Uncommon- dry mouth; gastritis

Skin and Subcutaneous Tissue Disorders: Uncommon- pruritus

Musculoskeletal and Connective Tissue Disorders: Common- myalgia. Uncommon- back pain;
muscular weakness; pain in extremity

General Disorders and Administration Site Condition: Uncommon- asthenia; oedema
peripheral

Ezetimibe administered alone:

Investigations: Uncommon- gamma-glutamyltransferase increased; liver function test
abnormal

Respiratory, Thoracic and Mediastinal Disorders: Uncommon- cough

Gastrointestinal Disorders: Common- abdominal pain; diarrhoea; flatulence. Uncommon-
dyspepsia; gastroesophageal reflux disease

Musculoskeletal and Connective Tissue Disorders: Uncommon- muscle spasms; neck pain
Metabolism and Nutrition Disorders: Uncommon- decreased appetite

Vascular Disorders: Uncommon- hot flush; hypertension

General Disorders and Administration Site Condition: Common- fatigue. Uncommon- chest
pain; pain
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Ezetimibe coadministered with fenofibrate:
Gastrointestinal Disorders: Common- abdominal pain

In a co-administration study with fenofibrate (see Section 5.1 Pharmacodynamic
Properties, Clinical trials), in which 292 patients were exposed for = 24 weeks and 120
exposed for =2 52 weeks, the incidence rate of cholecystectomy in the co-administration group
was 1.7% (95% CI 0.6, 4.0) per 100 patient years compared to 0 (95% CI 0, 9.2) per 100 PY
for the ezetimibe group and 0.6% (95% CI 0, 3.1) per 100 PY for the fenofibrate group. Longer
term safety outcomes have not been studied.

Laboratory values

In controlled clinical monotherapy trials, the incidence of clinically important elevations in
serum transaminases (ALT and/or AST = 3 X ULN, consecutive) was similar between
ezetimibe (0.5 %) and placebo (0.3 %). In co-administration trials, the incidence was 1.3% for
patients treated with ezetimibe co-administered with a statin and 0.4% for patients treated with
a statin alone. These elevations were generally asymptomatic, not associated with
cholestasis, and returned to baseline after discontinuation of therapy or with continued
treatment (see Section 4.4 Special Warnings and Precautions for Use).

Clinically important elevations of CPK (210 X ULN) in patients treated with ezetimibe
administered alone or co-administered with a statin were similar to elevations seen with
placebo or statin administered alone, respectively.

Post-marketing experience
The following adverse reactions have been reported in post-marketing experience, regardless
of causality assessment:

Hypersensitivity reactions, including anaphylaxis, angioedema, rash and urticaria; erythema
multiforme; arthralgia; myalgia; increased CPK; elevations of liver transaminases; hepatitis;
thrombocytopenia; pancreatitis; nausea; dizziness; paraesthesia; depression; cholelithiasis;
cholecystitis; constipation; asthenia and, very rarely myopathy/rhabdomyolysis (see Section
4.4 Special Warnings and Precautions for Use).

Rosuvastatin

Rosuvastatin is generally well tolerated. The adverse events seen with rosuvastatin are
generally mild and transient. In controlled clinical trials less than 4% of rosuvastatin treated
patients were withdrawn due to adverse events. This withdrawal rate was comparable to that
reported in patients receiving placebo.

Adverse reactions within each body system are listed in descending order of frequency (Very
common: 210%; common: 21% and <10%; uncommon: 20.1% and <1%; rare 20.01% and
<0.1%; very rare: <0.01%). These include the following:

Central nervous system: Common: dizziness

Gastrointestinal: Common: constipation, nausea, abdominal pain

Rare: pancreatitis
Musculoskeletal: Common: myalgia, asthenia

Rare: myopathy (including myositis) and rhabdomyolysis
Skin: Uncommon: pruritus, rash, urticaria

Rare: hypersensitivity reactions including angioedema
Endocrine: Common: diabetes mellitus
Miscellaneous: Common: headache

As with other HMG-CoA reductase inhibitors, the incidence of adverse drug reactions tends
to increase with increasing dose.
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Skeletal muscle effects
Rare cases of rhabdomyolysis, which were occasionally associated with impairment of renal
function, have been reported with rosuvastatin.

Rhabdomyolysis may be fatal. Examples of signs and symptoms of rhabdomyolysis are
muscle weakness, muscle swelling, muscle pain, dark urine, myoglobinuria, elevated serum
creatine kinase, acute renal failure, cardiac arrhythmia (see Section 4.3 Contraindications,
Section 4.4 Special Warnings and Precautions for Use and Section 4.5 Interactions with
Other Medicines and Other Forms of Interactions).

Laboratory effects

As with other HMG-CoA reductase inhibitors, a dose-related increase in liver transaminases,
CK, glucose, glutamyl transpeptidase, alkaline phosphatase and bilirubin and thyroid function
abnormalities have been observed in a small number of patients taking rosuvastatin. Increases
in HbAlc have also been observed in patients treated with rosuvastatin. Proteinuria and
microscopic haematuria has been detected by dipstick testing in the clinical trial program in a
small number of patients taking rosuvastatin and other HMG-Co0A reductase inhibitors at their
recommended doses. The proteinuria was mostly tubular in origin and was more frequent in
patients on rosuvastatin 40 mg. It was generally transient and not associated with worsening
renal function. Although the clinical significance is unknown, dose reduction should be
considered in patients on rosuvastatin 40 mg with unexplained persistent proteinuria and/or
haematuria.

Other effects

In a long-term controlled clinical trial rosuvastatin was shown to have no harmful effects on
the ocular lens (see Section 4.4 Special Warnings and Precautions for Use). In
rosuvastatin-treated patients, there was no impairment of adrenocortical function.

Post-marketing experience
In addition to the above, the following adverse events have been reported during post-
marketing experience for rosuvastatin:

Musculoskeletal disorders

Very rare: arthralgia

Frequency unknown: immune-mediated necrotising myopathy

As with other HMG-CoA reductase inhibitors, the reporting rate for rhabdomyolysis in post-
marketing use is higher at the highest marketed dose.

Haematological disorders

Frequency unknown: thrombocytopenia

Hepatobiliary disorders

Rare: increased hepatic transaminases
Very rare: jaundice, hepatitis

Frequency unknown: hepatic failure

Nervous system disorder
Very rare: memory loss

Psychiatric disorders
Frequency unknown: depression, sleep disorders (including insomnia and
nightmares)

Reproductive system and breast disorders
Frequency unknown: gynaecomastia
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Reporting suspected adverse effects

Reporting suspected adverse reactions after registration of the medicinal product is important.
It allows continued monitoring of the benefit-risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions at
www.tga.gov.au/reporting-problems.

49 OVERDOSE

For information on the management of overdose, contact the Poisons Information Centre on
131126 (Australia).

No specific treatment of overdosage with  ROSUZET COMPOSITE PACK can be
recommended. In the event of an overdose, symptomatic and supportive measures should be
employed. In symptomatic patients, monitor serum creatinine, BUN, creatinine phosphokinase
and urine myoglobin for indications of renal impairment secondary to rhabdomyolysis. Liver
function tests should be performed in symptomatic patients.

Ezetimibe

In clinical studies, administration of ezetimibe, 50 mg/day to 15 healthy subjects for up to 14
days, or 40 mg/day to 18 patients with primary hypercholesterolemia for up to 56 days, was
generally well tolerated.

A few cases of overdosage with ezetimibe have been reported; most have not been associated
with adverse experiences. Reported adverse experiences have not been serious. In the event
of an overdose, symptomatic and supportive measures should be employed.

Rosuvastatin
There is no specific treatment for overdose. In case of overdose treatment should be
supportive and symptomatic. Haemodialysis is unlikely to be of benefit.

5 PHARMACOLOGICAL PROPERTIES

51 PHARMACODYNAMIC PROPERTIES
Mechanism of action

Ezetimibe
Ezetimibe is in a class of lipid-modifying compounds that inhibit the intestinal absorption of
cholesterol and related plant sterols.

Ezetimibe has a mechanism of action that differs from other classes of cholesterol reducing
compounds (e.g. statins, bile acid sequestrants [resins], fibric acid derivatives, and plant
sterols).

The molecular target of ezetimibe is the sterol transporter, Niemann-Pick C1-Like 1 (NPC1L1),
which is responsible for the intestinal uptake of cholesterol and phytosterols. Ezetimibe
therefore inhibits the absorption of cholesterol, leading to a decrease in the delivery of
intestinal cholesterol to the liver. This causes a reduction of hepatic cholesterol stores and an
increase in clearance of cholesterol from the blood. Ezetimibe does not increase bile acid
excretion (like bile acid sequestrants) and does not inhibit cholesterol synthesis in the liver
(like statins).

In a 2-week clinical study in 18 hypercholesterolaemic patients, ezetimibe inhibited intestinal
cholesterol absorption by 54 %, compared with placebo. By inhibiting the absorption of
intestinal cholesterol, ezetimibe reduces the delivery of cholesterol to the liver. Statins reduce
cholesterol synthesis in the liver. Together these distinct mechanisms provide complementary
cholesterol reduction. Ezetimibe, administered with a statin, reduces total-C, LDL-C, Apo B,
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and TG and increases HDL-C in patients with hypercholesterolaemia, beyond either treatment
alone.

Clinical studies demonstrate that elevated levels of total C, LDL-C and Apo B, the major
protein constituent of LDL, promote human atherosclerosis. In addition, decreased levels of
HDL-C are associated with the development of atherosclerosis. Epidemiologic studies have
established that cardiovascular morbidity and mortality vary directly with the level of total-C
and LDL-C and inversely with the level of HDL-C. Like LDL, cholesterol-enriched triglyceride-
rich lipoproteins, including very-low-density lipoproteins (VLDL), intermediate-density
lipoproteins (IDL), and remnants, can also promote atherosclerosis.

A series of preclinical studies was performed to determine the selectivity of ezetimibe for
inhibiting cholesterol absorption. Ezetimibe inhibited the absorption of [*C]-cholesterol with
no effect on the absorption of triglycerides, fatty acids, bile acids, progesterone, ethinyl
estradiol, or the fat soluble vitamins A and D.

Rosuvastatin

Rosuvastatin is a fully synthetic competitive inhibitor of HMG-CoA reductase, the rate-limiting
enzyme that converts 3-hydroxy-3-methylglutaryl coenzyme A to mevalonate, a precursor of
cholesterol. Triglycerides (TG) and cholesterol in the liver are incorporated, with apolipoprotein
B (ApoB), into very low density lipoprotein (VLDL) and released into the plasma for delivery to
peripheral tissues. VLDL particles are TG-rich. Cholesterol-rich low density lipoprotein (LDL)
is formed from VLDL and is cleared primarily through the high affinity LDL receptor in the liver.
Rosuvastatin produces its lipid-modifying effects in two ways; it increases the number of
hepatic LDL receptors on the cell-surface, enhancing uptake and catabolism of LDL and it
inhibits the hepatic synthesis of VLDL, thereby reducing the total number of VLDL and LDL
particles.

High density lipoprotein (HDL), which contains ApoA-I, is involved, amongst other functions,
in transport of cholesterol from tissues back to the liver (reverse cholesterol transport).

The involvement of LDL-C in atherogenesis has been well documented. Epidemiological
studies have established that high LDL-C and TG, and low HDL-C and ApoA-I have been
linked to a higher risk of cardiovascular disease. Intervention studies have shown the benefits
on mortality and CV event rates of lowering LDL-C and TG or raising HDL-C. More recent data
has linked the beneficial effects of HMG-CoA reductase inhibitors to the lowering of non-HDL-
C (i.e. all circulating cholesterol not in HDL) and ApoB or reducing the ApoB/ApoA-I ratio.

Clinical trials

All of the evidence for the efficacy of the combination of ezetimibe and rosuvastatin comes
from short-term studies with surrogate endpoint. There have been no long-term studies with
clinical outcome endpoints for this combination. The studies described include sponsor-
initiated clinical trials and other placebo or comparator-controlled clinical trials from published
literature.

Ezetimibe

Controlled clinical studies of varying designs were conducted with ezetimibe co-administered
with a statin. Ezetimibe significantly reduced total cholesterol (total-C), low-density lipoprotein
cholesterol (LDL-C), apolipoprotein B (ApoB) and triglycerides (TG) and increased high-
density lipoprotein cholesterol (HDL-C) in patients with hypercholesterolaemia.
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Primary hypercholesterolemia
Coadministration of ezetimibe and rosuvastatin
Ezetimibe initiated concurrently with rosuvastatin

In a multicentre, randomised, open-label, parallel group study (EXPLORER?) in 469 subjects
with hypercholesterolemia and a history of CHD or clinical evidence of atherosclerosis or a
CHD risk equivalent (10-year CHD risk score > 20%) with fasting LDL-C levels between = 4.1
mmol/L and < 6.5 mmol/L and fasting triglyceride (TG) concentration of < 4.52 mmol/L,
subjects were randomly assigned either rosuvastatin 40 mg (n=230) or rosuvastatin 40 mg
and ezetimibe 10 mg (n=239) for 6 weeks.

Treatment groups were similar at baseline in terms of demographic and clinical variables. In
the rosuvastatin 40 mg group, the mean age of subjects was 63.5 years, 56% were male and
92% were Caucasian. 64% had metabolic syndrome and the mean baseline LDL-C was 4.95
mmol/L. In the rosuvastatin 40 mg + ezetimibe 10 mg group, the mean age of subjects was
63.1 years, 59% were male and 93% were Caucasian. 59% had metabolic syndrome and the
mean baseline LDL-C was 4.90 mmol/L.

The primary end point was the percentage of patients achieving the ATP IIl LDL cholesterol
goal (2.59 mmol/L) after 6 weeks of treatment. Significantly more patients who were treated
with rosuvastatin 40 mg + ezetimibe 10 mg achieved the ATP Il LDL cholesterol goal (< 2.6
mmol/L) at week 6 compared to those on rosuvastatin 40 mg alone (94.0% vs 79.1%, p <
0.001).

Secondary efficacy end points included percent change from baseline in LDL cholesterol, HDL
cholesterol, TC, TG, non-HDL cholesterol, and other lipid parameters at Week 6. After 6
weeks, LDL cholesterol decreased to 1.47 and 2.11 mmol/L in the combination and
monotherapy groups, respectively. Significantly greater percent decreases in LDL cholesterol
levels were achieved with combination therapy than monotherapy (mean percent decrease -
69.8% vs -57.1%, p < 0.001). Significantly (p < 0.001) greater decreases in TC, non-HDL
cholesterol, and TGs were also observed at week 6 in the combination therapy group
compared with the monotherapy group. Both treatments increased HDL cholesterol to a similar
extent at week 6.

The percent of patients who discontinued treatment as a result of any adverse event was 2.5%
for the combination therapy group and 1.3% for the monotherapy group.

Ezetimibe added to stable rosuvastatin therapy

In a multicentre, open-label, randomised, parallel-group 12 week study?, 833 patients (458
male and 375 female, mean age 62 years) with hypercholesterolaemia and Coronary Heart
Disease (CHD) or a CHD risk equivalent, atherosclerosis or a 10-year CHD Risk of >20% were
randomised after a 6-week dietary lead-in period to rosuvastatin 10 mg, rosuvastatin 20 mg,
simvastatin 40 mg or simvastatin 80 mg for 6 weeks. Ezetimibe 10 mg was then added to each
regimen for a further 6 weeks.

The primary end point was percent change from baseline in LDL-C after 6 weeks combination
therapy (Week 12). Ezetimibe added to rosuvastatin 10 mg and 20 mg lowered baseline LDL-
C by 59.7% and 63.5% respectively, compared with 55.2% and 57.4% when added to
simvastatin 40 mg and simvastatin 80 mg.

Secondary end points included percent change in other lipid parameters after 6 weeks
combination treatment. Ezetimibe 10 mg+rosuvastatin 20 mg produced greater improvements
in other lipid parameters than ezetimibe 10 mg+simvastatin 40 mg/80 mg. Ezetimibe 10
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mg-+rosuvastatin 10 mg significantly reduced LDL-C, TG, non-HDL-C, and Apo-B compared
with Ezetimibe 10 mg + simvastatin 40 mg (see Table 1).

Eighty-one patients did not complete the study; 31 withdrawals were due to adverse events.

Table 1. GRAVITY study — Percent change in lipid parameters and percent of patients

achieving LDL-C goals at Week 12

Study R10mg+E10mg | R20mg+E10mg | S40mg+E10mg | S80mg+E10mg
Group (N=210) (N=204) (N=199) (N=201)
Baseline 162.7£22.7 164.8+24.7 164.8+23.6 163.1+24.1
LDL-C
(mg/dL;
meanzSD)
Mean % LDL-C -59.7* -63.51 § -55.2 -57.4
change
from
baseline
HDL-C 6.4 7.5 % 3.9 4.3
TG -28.9* -35.01 § -23.0 -25.8
Non-HDL-C | -54.7¢ -58.9t1 § -49.9 -52.4
Apo-B -46.1* -49.51 § -42.0 -44.2
% of <100 mg/dL | 93.3* 95.61 87.4 88.6
patients (<2.59
achieving mmol/L)
LDL-C
goals
<70 mg/dL | 67.1 77.01 § 55.3 67.7
(<1.81
mmol/L)
*p<0.05 vs Tp<0.001 vs
S40mg+E10mg | S40mg+E10mg;
Tp<0.001 vs 1p<0.05 vs
S40mg+E10mg | S80mg+E10mg;
§p<0.001 vs
S80mg+E10mg

Ezetimibe add-on to on-going rosuvastatin therapy (titration studies)

In a multicentre, randomised, double-blind, 6 week-active comparator study (P139V1), 440
subjects (272 male and 168 female) at moderately high/high risk of coronary heart disease
with LDL cholesterol levels failing to reach their NCEP ATPIIl goal (< 2.6 mmol/L or
<1.8 mmol/L depending on baseline characteristics) were stratified to treatment with
rosuvastatin 5 mg or 10 mg for 4-5 weeks. Patients were then randomised to either doubling
of their rosuvastatin dose (10 mg or 20 mg) or to add ezetimibe 10 mg to their rosuvastatin (5
or 10 mg) therapy.

Patients were 32 to 79 years of age with a mean baseline LDL-C of 2.69 mmol/L in the
rosuvastatin (5 or 10 mg) + ezetimibe 10 mg group and 2.60 mmol/L in the rosuvastatin (10
or 20 mg) group. The majority of patients were white (76.8%) and the majority (67.5%) were
high risk for CHD with atherosclerotic vascular disease (AVD). Overall, the mean duration of
hypercholesterolemia was 9.2 years.

The primary endpoint was percent change from baseline in LDL-C at week 6 based on full
analysis set population (all randomised patients excluding those who failed to receive at least
one dose of study treatment or had lack of baseline data). The addition of ezetimibe 10 mg to
rosuvastatin (5 mg or 10 mg) achieved significantly greater LDL-C reductions compared to
doubling the initial dose of rosuvastatin (10 mg or 20 mg) (p < 0.001). The LS mean percent
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change in LDL-C from baseline to the study end was -20.96% when ezetimibe 10 mg was
added to rosuvastatin and -5.71% when the original rosuvastatin dose was doubled (data
pooled across the rosuvastatin 5 mg and 10 mg strata). The LS mean treatment difference
was -15.25% with a 95% CI (-19.89, -10.60) (see Table 2).

Table 2: Study P139V1 - Analysis of Percent Change from Baseline in LDL-Cholesterol
(mg/dL) at Study Endpoint After 6 Weeks of Treatment

Treatment N Baseline Endpoint LS mean Difference in | P value
(mg/dl) (mg/dl) (95% CI) LS Mean (95%
Mean + SD Mean + SD &)
Overall
ezetimibe 219 103.90 + 80.73 -20.96 -15.25 <0.001
10mg + 25.39 32.28 (-24.28, -17.64) | (-19.89, -10.60)
rosuvastatin
(5 or 10mg)
Rosuvastatin | 217 100.20 £ 92.88 = -5.71
(10 or 20mg) 24.44 26.52 (-9.05, -2.38)
Stratum |
ezetimibe 98 106.74 + 85.89 + -17.92 -12.31 <0.001
10mg + 23.54 31.37 (-22.69, -13.15) | (-18.95, -5.67)
rosuvastatin
5mg
Rosuvastatin | 96 102.42 + 95.36 -5.61
10 mg 23.41 23.27 (-10.43, -0.79)
Stratum Il
ezetimibe 121 101.60 + 76.79 + -23.74 -17.46 <0.001
10mg + 26.67 32.59 (-28.34, -19.14) | (-23.92, -10.99)
rosuvastatin
10mg
Rosuvastatin | 121 98.44 + 90.90 + -6.28
20mg 25.18 28.78 (-10.88, -1.69)

The secondary endpoints were percent change from baseline in other lipid and lipoprotein
parameters and percent change from baseline in LDL-C at Week 6. Ezetimibe 10 mg added
to on-going rosuvastatin therapy (5 or 10 mg) significantly lowered total-cholesterol, non-HDL-
C and Apo B, compared with doubling of the rosuvastatin dose (p < 0.001) and resulted in a
significantly greater proportion of patients reaching their LDL-C goal compared with doubling
the baseline dose of rosuvastatin (10 mg or 20 mg) (59.4% vs. 30.9%, adjusted odds ratio =
4.5 with a 95% CI of (2.9, 6.9); p < 0.001). LDL-C treatment goals were < 1.8 mmol/L for
patients at high risk for CHD with AVD and < 2.6 mmol/L for patients at moderately high risk
and high risk for CHD without AVD).

Twelve patients discontinued the study early, 6 due to adverse experiences. Treatment groups
were similar in the proportion of patients with clinical adverse experiences, serious adverse
experiences, drug-related adverse experiences or adverse experiences leading to
discontinuation.

Long-term studies

There is limited clinical data on the long term effects of ezetimibe and rosuvastatin co-
administration, especially at the 10 mg + 40 mg dose.

There are no clinical outcome data on cardiovascular morbidity and mortality with ROSUZET
COMPOSITE PACK. No incremental benefit of ROSUZET COMPOSITE PACK on
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cardiovascular morbidity and mortality over and above that demonstrated for rosuvastatin has
been established.

Other studies

The use of ezetimibe with fenofibrate in patients with mixed hyperlipidaemia demonstrated a
numerically higher incidence of cholecystectomies in patients in the co-administration group
compared with those in the monotherapy groups (see Section 4.3 Contraindications and
Section 4.8 Adverse Effects (Undesirable Effects)). Each drug contributed to lowering LDL-
C, but the effects on triglycerides and HDL-C were related to fenofibrate and were not
enhanced by co-administration. Longer term clinical outcomes such as mortality and morbidity
were not investigated.

5.2 PHARMACOKINETIC PROPERTIES

In a pilot four period parallel design study of healthy hypercholesterolemic patients, primarily
designed to evaluate the short term LDL lowering effects of ezetimibe 10 mg, rosuvastatin 10
mg, ezetimibe 10 mg plus rosuvastatin 10 mg, and placebo, the pharmacokinetics of the
compounds were also evaluated. The pharmacokinetic results from this study indicate that co-
administration of ezetimibe 10 mg and rosuvastatin 10 mg would not result in the
pharmacokinetics of either drug being significantly altered during co-administration compared
to monotherapy.

This small, parallel groups study showed that there was no effect on the AUC or Cnax Of
ezetimibe, total ezetimibe (ezetimibe + conjugated ezetimibe) or rosuvastatin when ezetimibe
10 mg was co-administered with rosuvastatin 10 mg compared with ezetimibe 10 mg alone or
rosuvastatin 10 mg alone. The mean AUC for ezetimibe and total ezetimibe were similar
between ezetimibe + rosuvastatin versus ezetimibe alone (97% [90% CI 70-133%] and 113%
[90% CI 89-143%] respectively). The mean Cnax for ezetimibe and total ezetimibe were similar
between ezetimibe + rosuvastatin versus ezetimibe alone (104% [90% CI 69-158%] and 118%
[90% CI 83-170%] respectively). There was a small increase in the mean AUC and Cnax for
rosuvastatin during rosuvastatin and ezetimibe co-administration compared to rosuvastatin
alone (119% [90% CI 87-162%] and 117% [90% CI 84-163%)] respectively).

Although no pharmacokinetic studies of ezetimibe and rosuvastatin co-administration have
been conducted in patients at increased risk of rosuvastatin exposure such as hepatic or renal
impairment, there is the potential for increased exposure to rosuvastatin in patients receiving
this combination.

Ezetimibe
Absorption

After oral administration, ezetimibe is rapidly absorbed and extensively conjugated to a
pharmacologically active phenolic glucuronide (ezetimibe-glucuronide). Mean maximum
plasma concentrations (Cmax) 0ccur within 1 to 2 hours for ezetimibe-glucuronide and 4 to 12
hours for ezetimibe. The absolute bioavailability of ezetimibe cannot be determined as the
compound is virtually insoluble in aqueous media suitable for injection.

Concomitant food administration (high fat or non-fat meals) had no effect on the oral
bioavailability of ezetimibe when administered as 10 mg tablets. Ezetimibe can be
administered with or without food.

Distribution

Ezetimibe and ezetimibe-glucuronide are bound 99.7% and 88 to 92% to human plasma
proteins, respectively.
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Metabolism

Ezetimibe is metabolised primarily in the small intestine and liver via glucuronide conjugation
(a phase Il reaction) with subsequent biliary excretion. Minimal oxidative metabolism (a phase
| reaction) has been observed in all species evaluated. Ezetimibe and ezetimibe-glucuronide
are the major drug-derived compounds detected in plasma, constituting approximately 10 to
20% and 80 to 90% of the total drug in plasma, respectively. Both ezetimibe and ezetimibe-
glucuronide are slowly eliminated from plasma with evidence of significant enterohepatic
recycling. The half-life for ezetimibe and ezetimibe-glucuronide is approximately 22 hours.

Excretion

Following oral administration of “C-ezetimibe (20 mg) to human subjects, total ezetimibe
accounted for approximately 93% of the total radioactivity in plasma. Approximately 78% and
11% of the administered radioactivity were recovered in the faeces and urine, respectively,
over a 10 day collection period. After 48 hours, there were no detectable levels of radioactivity
in the plasma.

Rosuvastatin

In a bioequivalence study comparing 40 mg MSD ROSUVASTATIN tablets with the
innovator's tablets, following an oral administration of a single-dose of MSD ROSUVASTATIN
to healthy subjects under fasting conditions, a mean peak plasma concentration (Cmax) of
rosuvastatin of approximately 26.18 ng/mL was achieved within approximately 3.62 hours
(Tmax).

Absorption

Peak plasma levels occur 5 hours after dosing. Absorption increases linearly over the dose
range. Absolute bioavailability is 20%. The half-life is 19 hours and does not increase with
increasing dose. There is minimal accumulation on repeated once daily dosing.

Distribution

Volume of distribution of rosuvastatin at steady state is approximately 134 litres. Rosuvastatin
is approximately 90% bound to plasma proteins, mostly albumin.

Metabolism

Rosuvastatin is not extensively metabolised; approximately 10% of a radiolabelled dose is
recovered as metabolite. The major metabolite is N-desmethyl rosuvastatin, which is formed
principally by cytochrome P450 2C9, and in vitro studies have demonstrated that N-desmethyl
rosuvastatin has approximately one-sixth to one-half the HMG-CoA reductase inhibitory
activity of rosuvastatin. Overall, greater than 90% of active plasma HMG-CoA reductase
inhibitory activity is accounted for by rosuvastatin.

Excretion

Rosuvastatin undergoes limited metabolism (approximately 10%), mainly to the N-desmethyl
form, and 90% is eliminated as unchanged drug in the faeces with the remainder being
excreted in the urine.

Characteristics in patients (special populations)

Paediatric patients
ROSUZET COMPOSITE PACK
ROSUZET COMPOSITE PACK is not recommended for use in children.

Ezetimibe
The absorption and metabolism of ezetimibe are similar between children and adolescents
(10 to 18 years) and adults. Based on total ezetimibe, there are no pharmacokinetic
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differences between adolescents and adults. Pharmacokinetic data in the paediatric
population < 10 years of age are not available. Clinical experience in paediatric and adolescent
patients (ages 9 to 17) has been limited to patients with HoFH or sitosterolaemia.

Geriatric patients

Ezetimibe

Plasma concentrations for total ezetimibe are about 2-fold higher in the elderly (= 65 years)
than in the young (18 to 45 years). LDL-C reduction and safety profile is comparable between
elderly and young subjects treated with ezetimibe. Therefore, no dosage adjustment is
necessary in the elderly.

Hepatic insufficiency

Ezetimibe

After a single 10-mg dose of ezetimibe, the mean area under the curve (AUC) for total
ezetimibe was increased approximately 1.7-fold in patients with mild hepatic insufficiency
(Child Pugh score 5 or 6), compared to healthy subjects. In a 14-day, multiple-dose study (10
mg daily) in patients with moderate hepatic insufficiency (Child Pugh score 7 to 9), the mean
AUC for total ezetimibe was increased approximately 4-fold on Day 1 and Day 14 compared
to healthy subjects. No dosage adjustment is necessary for patients with mild hepatic
insufficiency. Due to the unknown effects of the increased exposure to ezetimibe in patients
with moderate or severe (Child Pugh score > 9) hepatic insufficiency, ezetimibe is not
recommended in these patients (see Section 4.4 Special Warnings and Precautions for
Use).

Renal insufficiency

Ezetimibe

After a single 10 mg dose of ezetimibe in patients with severe renal disease (n=8; mean CrCl
< 30 mL/min/1.73 m?), the mean AUC for total ezetimibe was increased approximately 1.5-
fold, compared to healthy subjects (n=9). This result is not considered clinically significant. No
dosage adjustment is necessary for renally impaired patients.

An additional patient in this study (post-renal transplant and receiving multiple medications,
including cyclosporin) had a 12-fold greater exposure to total ezetimibe.

Gender

Ezetimibe

Plasma concentrations for total ezetimibe are slightly higher (< 20 %) in women than in men.
LDL-C reduction and safety profile is comparable between men and women treated with
ezetimibe. Therefore, no dosage adjustment is necessary on the basis of gender.

Race

Ezetimibe

Based on a meta-analysis of pharmacokinetic studies, there were no pharmacokinetic
differences between Blacks and Caucasians.

Rosuvastatin

A population pharmacokinetic analysis revealed no clinically relevant differences in
pharmacokinetics among Caucasian, Hispanic and Black or Afro-Caribbean groups. However,
pharmacokinetic studies, including one conducted in the US, have demonstrated an
approximate 2-fold elevation in median exposure (AUC and Cmax) in Asian subjects when
compared with a Caucasian control group (see Section 4.2 Dose and Method of
Administration and Section 4.4 Special Warnings and Precautions for Use).
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5.3 PRECLINICAL SAFETY DATA
Genotoxicity

ROSUZET COMPOSITE PACK
No genotoxicity studies have been conducted with ezetimibe and rosuvastatin in combination.

Ezetimibe

Ezetimibe alone or in combination with a statin (simvastatin, lovastatin, pravastatin or
atorvastatin) or fenofibrate did not cause gene mutation in bacteria or chromosomal damage
in human peripheral lymphocytes or bone marrow cells in mice.

Rosuvastatin

Rosuvastatin showed no evidence for mutagenic activity (in vitro assays of reverse mutation
in bacterial cells and forward mutation in mammalian cells) or clastogenic activity (in vitro
assay in mammalian cells and in vivo in the mouse micronucleus test). There have been no
adequate studies investigating the potential carcinogenic or genotoxic activity of the main
human metabolite of rosuvastatin, N-desmethyl rosuvastatin.

Carcinogenicity

Ezetimibe

Two year dietary studies with ezetimibe alone in mice and rats showed no evidence of
carcinogenic potential. The highest ezetimibe dose (500 mg/kg/day) in mice corresponds to
exposure levels of approximately 4 and =150 times the adult human exposure for ezetimibe
and total ezetimibe, respectively, based on AUC. Exposures in rats at the highest dose (1500
mg/kg/day in males and 500 mg/kg/day in females) correspond to approximately 2 and 14
times the adult human exposure for ezetimibe and total ezetimibe respectively.

There are no carcinogenicity studies with ezetimibe/statin or ezetimibe/fenofibrate
combinations.

Rosuvastatin

Oral administration of rosuvastatin for 2 years to rats and mice increased the development of
benign uterine stromal polyps in both species and malignant uterine sarcomas and
adenosarcomas in rats. Systemic concentrations of rosuvastatin (AUC) at the no-effect dose
for benign and malignant uterine tumours in either species were lower than or similar to those
expected in humans taking 40 mg/day rosuvastatin.

Animal studies

Rosuvastatin
Corneal opacity was seen in dogs treated for 52 weeks at 6 mg/kg/day by oral gavage
(systemic exposures 20 times the human exposure at 40 mg/day based on AUC
comparisons). 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
comparisons).

6 PHARMACEUTICAL PARTICULARS

6.1 LIST OF EXCIPIENTS

EZETROL
Each tablet of EZETROL contains croscarmellose sodium, lactose monohydrate, magnesium
stearate, microcrystalline cellulose, povidone and sodium lauryl sulfate.
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MSD ROSUVASTATIN

MSD ROSUVASTATIN tablets contain lactose, colloidal anhydrous silica, microcrystalline
cellulose and silicon dioxide, maize starch, purified talc, sodium stearylfumarate,
hypromellose, mannitol and macrogol 6000.

6.2 INCOMPATIBILITIES

Not applicable.

6.3 SHELF LIFE

The expiry date can be found on the packaging. In Australia, information on the shelf life can
be found on the public summary of the Australian Register of Therapeutic Goods (ARTG).
6.4 SPECIAL PRECAUTIONS FOR STORAGE

Store below 25°C and in the original package.

6.5 NATURE AND CONTENTS OF CONTAINER

ROSUZET COMPOSITE PACK is a combination pack containing EZETROL® (ezetimibe)
tablets 10 mg and MSD ROSUVASTATIN® (rosuvastatin, as calcium) tablets 5, 10, 20, 40 mg.

ROSUZET COMPOSITE PACK is supplied in 10-day calendar packs of 10 EZETROL
(ezetimibe) tablets in PVC/PCTFE (Aclar)/Al blisters and 10 MSD ROSUVASTATIN
(rosuvastatin, as calcium) tablets in Al/Al blisters. Each carton contains one 10-day calendar
pack (for starter packs) or three 10-day calendar packs (for commercial packs).

6.6 SPECIAL PRECAUTIONS FOR DISPOSAL

In Australia, any unused medicine or waste material should be disposed of by taking to your
local pharmacy.

6.7 PHYSICOCHEMICAL PROPERTIES

Ezetimibe

The chemical name is 1-(4-fluorophenyl)-3(R)-[3-(4-fluorophenyl)- 3(S)-hydroxypropyl]-4(S)-
(4-hydroxyphenyl)-2-azetidinone. The empirical formula is C24H21F2NOs. Its molecular weight
is 409.4.

Chemical structure

CAS number
The CAS registry number is 163222-33-1.
Rosuvastatin

The chemical name is bis [(E)-7-[4-(4-fluorophenyl)-6-isopropyl-2-[methyl(methylsulfonyl)
amino] pyrimidin-5-yl] (3R, 5S)-3,5-dihydroxyhept-6-enoic acid] calcium salt. The empirical
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formula is (C22H27FN306S).Ca. Its molecular weight is 1001.14. Rosuvastatin calcium is the
(3R,5S,6E) enantiomer.

Chemical structure

( -::::H
~~ OH OH O
N/’Q‘\\/“ - \\/J\ \,JL»O— ca’
\IT'/’ \N-/\\/
SO,Me
L _ ]2
CAS number

The CAS registry number is 147098-20-2.

7 MEDICINE SCHEDULE (POISONS STANDARD)
Prescription Only Medicine (Schedule 4).

8 SPONSOR

Merck Sharp & Dohme (Australia) Pty Limited
Level 1, Building A, 26 Talavera Road,
Macquarie Park NSW 2113

Australia

www.msd-australia.com.au

9 DATE OF FIRST APPROVAL
26 November 2013

10 DATE OF REVISION
6 August 2018
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ik Cmax” | Tmax” | AUCoza” | AUCos" tin®
(mg) (ng/mL) (h) (ng*h/mL) | (ng-h/mL) (h)
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2) FEREER GLEAT—5)
CZNAY F > DR NBIHEIZ f 1T 3P4SO EHIDF AR
9B, 7V aFT )LD (CYP2CI K TRCYP2C 19D
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FEARHMG-CoAZ TR L ER ThDHEE A5 5,

el RFO0—I/VETER
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PIIBHEFIREBOMBEFOZNZYF 2 EETEA ADKI2MET
Hor=Y,

xK1 MEREEOFEHE(LE

(&AL RF0O—)VIfE £ * REER)
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NIZURUR (%) S 1735 | - 2358 | - 1959 | - 17.01 (1) HMG-CoABrtE R Z/EF
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4. BIfEF

i

EIP O AR RECTlE, 272 B 4 81 (1.5%) (CERRMRAAE O
WEREUEERRZD 5z,
(1) EXLEIER

BB HEARW) : 7+ 74 FF ¥ —, MMM,
3% % S UOBBUERDY D S bz ORERHLHDT, =
DX ) RIERD D & b3k 2T 5 2 &,

2)hE MR EIEEMABE (Toxic Epidermal Necrolysis :
TEN). KEHBEREZE (Stevens-Johnson fE & &) .
ZRATEE (3D BBEARI) © rp U 28 5 S0 R
Bz RS IR BE . 2 IAL B O K ETSB 2D & bz
EOWEDNHLHDT, TO L) BIERDYD HbNIRE
35 ERIET A2 L,

) MEAAFRERAE. I A/XF — (W FRLEERID) © KA.
i, CK (CPK) L&, MK ORHPIA 7o s 1
a2 AR RRE DD &b, AR R ES D
TR BREEND 5 DbNDL I EDHDDT, BgE+45C
TV, 2O XD BIERDD S b7 EI3E b IS %
HIET5Z 8, 720 IANRNF=DHOLNLIELRDHD
DT, KRR, HAERLEY %2 CK (CPK) oL
AND SO &kSZ2hIET5 2 L,
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ThHRE, Y RNEEIT) L,

Q)FE MM A (HUEAM) @ MMM %A D bbb Z LAt
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1% L | 19% it S AT #£1 KA 10mg/10mg;£¢;)5gg§;2§mf;&ﬁ[ﬁlﬁﬂfﬁ%Lf:f‘%—f@
ZF DAl BREE, TS, SEWETE ) ) ) ) -
ZBH. TTY. 1&’—7)(—”57 IE¥FIT IEXF I TREK|T FVNAYF
7, AR 10mg/10mg
AL [ 149 149 149
BAE Cmx 5.78 73.3 3.85
5 SRMEADES iﬁ?iéﬁ (.38.6.21) | (68.7.78.2) | (3.56 4. 15)
HWE T, R ORBUCTER L. AIEHARH L 25610 SN
FHRGETIET A% & M REZIT) 2 & (—RICHEIE (ng - hr/mLT 313 92.2 553 18.8
Tl EHBEASEFLTHED, 7 FA/SZ Y F ¥ D Coues ng Eq - he/mLé) | (872975 (520, 587) (17.8,19.8)
AUCo= 3 H#E THMT 52 L25d b, ([FEYEE | OBZH) Tnax® 1.50 1.02 0.750
F 7o, BBUHBRRREDY S H b T Ve OIRENDH 5. (hr) [0. 483, 24. 0] [0. 483, 4. 00] [0. 233, 6. 00]
6. 5. EiF. RIFENDES tiz | 18.2 17.3 10.0
(D4t AT IR L T 2 WHREE O & 2 I N3k 5 L v Z (hr) (48) (50) (33)
Lo (ZEBFITET PR F VO HESIZIBWT, 10mg/20mg
7 v M CRRIBOFEIEL 7Y FTERA RO ShTw [EA 48 48 48
b0 T MWNREF Y OBYIERIZ BT, HAENKEORD Cinax 76 5.8 9 53
B OHAE, FEE I3 B0 S, SRl b BRI (ng/mL" X1 (6.73.8.68) (53.9. 66.3) (8.22.11.0)
TEREFMHDIRD SN T VD, 72, T Moo HMG- ng Bq/mL*) : : :
CoA SRR RBENE KRB LB AR oRiay | AV 97.3 400 39.3
DHE SN TV, BT, & M T, lio) HMG-CoA %7t e Ea b/l | (86.6,109) (361, 443) (35.9,43.2)
RERBISEAI T, MR 37 HECOMICMAIL 222 &, e 0 = 5
TRMEGAD EDNIL OWERD L] (hr) [0.500,8.03] | [0.500,3.00] | [0.500,4.00]
@@pFhoACREG LI, (ZE¥FITTE, B tal 19.2 71 .63
B NOBITOHFMIIAHTH 255, HilkED» SRAN (hr) (45) (48) (34)

THEG L7229y FTHENOBITFRED LN TS, 7 ML TRy E———
RAYFT T Ty bR~ B STy EITTIR (O5 )
%) f TSI THRAHK
1. NREADIRE § el [/ME . BEAE]
AR, FrA R, FUE. IR IRBICH T AL | AT (CV%)

8.

9.

B LTV, (ERERRAS R )

BERLEOEE

FE|ZZHAF : PTP WO 3EANE PTP ¥ — ¢ A S0L) 1L ThR

AT sLH#ET LI L, (PTP Y — FOBKIZL Y, FIVE

FI DS G AR A Ly I35l 2 B 2 L CHERR IR &5 0

FELOEMRELZIRT A EAME IR TVS,)

ZDOEE

(A x2TcEFI7 (0.03mg/kg/ HULE) o 1» AR#HESIZ
X0, BT VAT O — VAR 2~3 R L 72
LoWENRHAH Y, L L, 300mgkg/ HE A X212 H
MG LTHIADH 5 WIENH - JHERNDOREIIA LR
Motz 2 A2 2K Gmg/ke/ H) LTHIHHD
IH IV AT B — VRENDOEEITA LN o729,

@B ERMERZ 2RI EFITETL ) T4 T T —
b &G L 72 o BEIRRER (625 #1743 12 EF LA, 576 Hi
WLEUNOFEE) 2BV, MEN T VA7 IF—¥D L
HoO(GEEME FRO 322 A6 L7z ER) 0%,
T /)T 47— MNEMET45%, TE¥FITET )
T4 75— MEHEET2.7% Th o720 [HEIC, HD S
MOFHKIZ, 72/ 74 75— NEIBETO0.6%. TXF
3I7¢T72 77477 MEABET1.7% TH -7 CPK L
A OGEREMEERO 105282 %) 2200w iholEc
LD LN ol Ty TE¥FITET ) T4 T F5—
MERICB 2 — BB EFREERCTH o712 BB K
AR, BB L 2 VWA ERLEHBTHRKRT S L5 1
ETFHA rERTHwRn 0,

1. MFFRE

() EMZF SRR
AP LI, KR 1 [ZE¥FI T/ T IVNRRFFELT
10mg/10mg (149 #1) 1% 10mg/20mg (48 B1)1 & %\ iZ [ H &0
IZE¥F3I7 (10mgl8E) ROT PUANAYF > (10mg 1§01 2 58)
DWHIZ P T2 0 A F —N—=FEIC X DA T TRIOES Lz, K#H
PHROIEF I T, TEF I THREEKLTT PUNR Y F o3k
BENRT A= IUTORDOEB) TH Y, AFLFAMEOTEF I
TROT NWSA Y F 2 OHEAGIIT, AEWSIFRSED TR Sz 0.0,

Q) BREBEDOTE
ItEF3TJ
At B 1 N Y3 PR WS AR A 10mg/10mg (13 %) J2 O 10mg/20mg (14 1)
PEBIIZEBEICHRG Lz & ZEBICRTESZRS TO
Mg =¥ 37 (FEFAER) o AUC 1 5%~14%. Cumax 1 14%~
18% Ao 729,
T MIVINZZF
e B B N 53 MRS AR H) 10mg/10mg (13 #1) K 0¥ 10mg/20mg (14 #1)
FEBGEERICHERS Lz e &, ZEFICHRRXTERES TO
MR 7 M VS A 5 F 2@ AUC 1 21%~23%. Cimax 1 47%~68% X
Moz 8,

2. 2%

ItF3IT

E MR L 72 & & OBAMGEIE, SH-TEF 37 99.5%~99. 8%.
SH-T X F 3 794K 87. 8%~92. 0% TH o 7z IHHERERE & < H ARk &
2 & B MR AR A RANOBETHD LT Y,

T RIVINZBF >

b MISEROEARTEIE, 95.6%~99. 0% BLETah 7210,

AR

IEFI7 GEAF-%)

IEF I TIE, EIMEICB T 2 WEEBR R & o T RIS EY
THHIEF I THENE (727 —VHKRBIEICBT A7V 70y i
H0) IR ENn D 1,

R AL (8 #1) 12 MC-ZEF 3 7 7 1)L 20me™ & K5 L7z
x| MEETORBEIRICED S YT I 7 HEGHK) ROZETF 3
THRGHEOHG (AUC H) @22 11% K1 82% (71 93%) Tho
7210,

T RILINZ&ZF >

TEHER N 6 BT b VS Z & F > 10 Je O 40mgt) % B 5. L 7= & &,
MAEFIZT I FEEAMEON Y€ VB0 4 oRBILE (M-1) K02
POKEELE (M-2) @ 2 FEAFER STV DA S 356 VAR
WEM-2 Tho7z12,7 MUNZFF ¥ OEEAHH I TH ) M-1
T M2 13 CYP3A4 12X » THKT 2 Z AW S 2IENRTWE B,

7/l

I+FIT

DR - FErhPEi
TR AN E (SHEA 8 #1) 12 1UC-EF I 74 7 )b 20mgt %
HIA PG Lz e &, %55 240 Wi 3 T ot a ks i ez
78%. WRHIZ 11% Td - 7210,
TR AT (%6 B1) [CTEF 3710, 208, 40mg™ % Hi[$k
Bl s, 52 EHEIcoErI 7 GEaak) LT
DR PP X 0.05% K ThH Y, RbPBTEF I 7 (s
R+ et k) PEIERIZ 8. 7%~11% TH > 72 10,

2) Mt Bt (B G 5
IEF I TRARIAET P CHREES 205, BNMEEICL S
Bifas x5, —#izzEF 37 GRas) L LTHIRIIEShS
(BsFoEER) 1,




(%) BEHI =2 —VEiE LM v MZUC-Z¥F I THH
[P L7z & &, $5-% 24 BeR F CL2HEM S oz o se . e
12 40%~63%. FRHIZIZ 3% LT THh 0. RN F F Ferp 2k
i S N7 B R 21%~32% T&H o 720 TS Nt Z2H T v
FOTTHRBNANEG Lz L & 5 BUEED 54%~81% 23T
XD DB TN B S 7z 19
T RIVNZEFL (HEATF—%)
TEHER NI UC-7 VN A S F v &L Lz & & g0 R Pk
DT (<2%). FEHITRZALA, M-1 RO M-2 3z hZzh i
EFRED 8. 3%, 11.7% KU 18.2% Rl S h/z. B2, UC-7 bR ¥
Fr Mz MR PEERER TR &5 SRz s o 43. 7%~
70. 2% ASPETF A HEME S . RGO MBI M-1, M-2 KT"M-2 D 7
Vo a AR FEE S 7z 19,
 BHEEREEE WEAT-%2)
ItF37
IEX¥F 37 10mg % EEOEEEHEREEE @B, 2L7F=r2)
77 ¥ A 10~29mL/min) (ZHLEFG- L7z &, fEERA 96, 217
F=r 27V 75 YA >80mL/min) &L CliEh =¥ 37 GEEA
%) ROTEF I THEERED AUCIZERZNM 1.6 505 1.5 5D
LR SN,
T RIVISZBF >
TR LW % 6 IR O SRR EH 14 B2 7 PSR S F ¥ 10mg &
1THE2EMEES L &, BREREEZ 7MUY F 2D
SRR RN R T S o7z ),
FEeREEEE REAT—4%)
ItEF3IT
IEF I 7 10mg 28, PG EE O BRMEIFEiERERE (%4
B) L AREHERA (8 BI) ICHIEPEL LAz & REE, hAEERUE
JE DR BERS EH DM H X F 37 GEHAE) © Comax 1E. BEHERA
LHART, ZhZn L 1f%5 345K 04215 AUC IZZERER 1.4 45,
58RI 4.9fEm <. BT I THAKRD Coax 12, TNZN 1445,
L8R 1.9 AUCIEZENZN1.7H. 3. 1 R4 0l A - 720
R EO RIS L F 3 7 GHaHh) RO EF 3 7THs
PR 4 SR I IE O FRAATRD S 7z 19,
T RIVISZBF >
7 MVNR Y F 2 10mg & A S O 3 8 Bl 5™ 1 H 1 [nf 2
SERI ARG L7z & &, IFRIZE B TR R A 2T Child-Pugh A
B (GBI KU Child-Pugh BE#E G 12BWT, Cmax LT AUCo-240r
DF LIINASH S 3 Tmax LOEEINZIZ E A EZIL L o 720 F 72,
M PR3 BRI D R 22 o 720
. EhE
I+EF3IT
XTI 7 10mg % mind (1260, FEs65~757) (21 H 11810 H#
AP Lz e & JEmct IR (11 B, 455 20~24 %) & ek L <
Ih T X F I 7THEKEED AUC I2H 2. 4 {0 LA D S =25 I
ST 37 (GEEEK) IEO AUC ICH S 2 A2 bidilo Sk
Dotz 0,
T RILISZ & F
7 MPIVNZ Y F 2 10mg & FEiind (66, AFHE66~73 %) (CHEPS L
7ol & JEEEGRTIEEE (6 B, 4EHE 20~22 %) &Ml L CiiEdR 7 by
INAEF VPEPED Cmas Mo OF AUCo- 129 2 15 D L5 A35850 5 72 2%,
Tmax L O & D ZAGIZEERD Sz 2o 72 2V,
. EMMEEER
ItEF3IT
1)F b7 0 & PAS0 R ARNOHE WHEAT—5) 9
fERERE A (1261)) 2% & LT, T¥F 37 20mgh & KT b2
T A PO MR RO E 5 REW L BEREEZFH L2 &,
CYP1A2, CYP2C8/9. CYP2D6 J% 0F CYP3A4 . N IZ N-7
CFN T VAT 2T —BHEANO LR SN b o7,
207277475 —FEOHEEN GHEAF—%) 2
fEEER AN (8], LDL 2 L A5 0 — W fli= 130mg/dL) 5% & L
T, 72/ 7475—=1200mg (1H1M) & 2¥F 37 10mg
A HE1E) Z2HALZE & MEEPZEF I TIAKREEE D Crnax
RO AUC X ZENZNH 17RO L5 65 ES L7275, TR Bk
DHHLDTIE otz 7/ 7475 — s OFYBREIZ TS
IEF I TORBIRD LN D72,
3Ty u AR YRHIEOMEEHE WEATF—%)
JVTF=Y )T 5 AN 50mL/min B A o, —EE
(75~150mg 1 [ 21[) ® ¥ 2 1 2R ¥ 8H) % IR b o SR Al
# @B [CEF I 7 10mg x HnFx 5 Lz &, REFI T
(TR AR +Haarth) #1E o AUC IR R A & Helk LT 3. 4 1%
EEER LD, JloRERT, BEOERERED OB
T, Y7 a AR V8 % GHEROERN X 2EREZTT
WeBE A, L 7F=r 2175 YA 13, 2mL/min) 12T
YF3I7 10mg AL Lz &, RoEF3I7 FRask+4
A1) IEEEO AUC IR & i LT 12 52 m L7z 20,
e AN (1261) #MRE LT, =€F I 7 20mg® (1 H 11
S HIM) ik 7 HHIZY 7 12K Y] 100mg % Bl 3% 5
L7zE &, My 70 AER) VEED Cux RTAUCIZY 7 1
AR VRS LR L CEREN 10% KON 15% ES- L7z D),

PDIAVAFIIVICLZEE WMEAT—5) ©
fEHER N (8. LDL 2L 250 — U fili= 130mg/dL) Zxf5 & L
T, AVAFI3Iv4g (1H2MH) £x€F 37 10mg (1 H 1)
EOHL2L &, Wbz ¥F 37 GG ROTXF3I T
HRBED AUC IEZNENH 1/5 KOV 1/2 1ITIKTF L7z,
5) Z OO S B REA A HAEH JHEA 7 — %)
WM EAERCET 2R T, =€F3I 7 10mg 7V 7 7Y
o VTRV RIOELE (ZTF VI AT VA, LR
JWVEA LV ERHEHLER NS OSEYBIRENOFEILE
DNtz YAFYEZEF I T 10mg &P L 725 H.
IEFITONAFTRATEY T4 BHEBIROONL
oz B OKBILT VI = L L RBIL~ 7 AT L %8
#H) LE¥FIT 10mg ZHHL-E &, g€ I THAEHK
WEFE D Cmax 1359 30% KT L7245 AUC ~O2BIEED SN o

722,

) RHOKBINZNE - WRIELIHLIE 1§ (ZEFI 77 PR
% F & LT 10mg/10mg it 10mg/20mg) % EHIRILIHGTH %,

37307 )
# 1. B EEREEHER D

HARNE I VAT 0 — ) VIIEEH 309 Fl 23412, =¥F 37 10mg. 7
MURZ % F 2 10mg. 7 FWVNA Y F ¥ 20mg # TRl #5 L <
FTEFI7 10mg &7 MV AR FF U 10mg BEHEE. XigzEF 3
7 10mg &7 MVNAZ F ¥ 20mg PEAIHEG-OVT % 1 H 1 H 128
3G LRI T EB) ThH o7z,

NR=AFGA VHPLDLDL IV AT H—=VEFEIIBNT, T¥FIT
10mg &7 bUNZF F ¥ 10mg PRS- 1E =¥ F 3 7 10mg LO°7 b v
NAZF v 10mg OFWA PG L O, =€ F I 7 10mg &7 bR
5 F v 20mg PG 1 =€ F I 7 10mg L7 MV N R F F ¥ 20mg
DEYFPEG- L O, AEAENHD SN,

2 WAVATU—VIEEEZ R E U8 I = ERILBGERER O A
(LDLaLx5a—))

EZ10mg | EZ10mg

Yo 5 EZ10mg |AT10mg|AT20mg +AT10mg | +AT20mg
Rt 35 68 68 68 69
N—=AF4 >~ 163.4 164. 8 166. 2 164. 6 172.6
(mg/dL) +24.0 | =£21.7 | £23.9| +23.7 + 26.9
ISR 12 JA I 131.6 91.4 84.1 72.8 68. 2
(mg/dL) +19.3| £16.0 | £17.5 | =158 | +=22.7

-19.3 | -44.0 | -49.1 | -55.6 -59.2
(-22.7, | (-46.5, | (-51.5, | (-58.0, | (-61.6,
-15.8) | -41.6) | -46.7) | -53.2) | -56.8)

" -36.3% | -39.98

% vsEZ10mg (-40.5, | (-44.1,

it -32.2) | -35.8)
<;) s -11.6%
.| B |vs.AT10mg (-14.9,
= -8.2)

-10.1%

vs.AT20mg (-13.5,

-6.8)

EZ:x¥F3I7, AT: 7 bV NRFF

N— 2 F 4 ¥ &G 12 H 122w TR SEIE = (R, Z2eRI2D
W/ N I ME (95% B ) 2R L7z

T IR DIFHT XTG4

FRERL, RSB RO HAEM. WL ) X 7 WX o) (BYARAEAL P95 A
FHAA K54 22012407 7T —458) ORFEEMZR/T-& L7z
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LenESHA L& X, | OATPIBID
0 ANRRZF O | BERE A PR
FEMN ES Uiz & OMiEN |2 FREMER &
b5, %,
B THAE |QARREZF e Z T | Xy THAE
JL HE AN, TAFTLE (L R7ZFTE
TAFTFLE [, FHF 7T XxAE R
v JU T AFFLEL - X |OATPIBI. 1B3
Zr 5 2R |7 57 20 L7z KR BCRP O
N TAFFU L& B ANREFUO |ber HET
B Ry T\ MFRENR ER Ll O | D ATREMEN B
=% WENRD D b T, T A
JF L EILN
OATPIBI1. 1B3
DRHE % BE
95 AlEE A
b5,
L3597 x= |BARREZF L LLAT (LT T 2=
-7 Zx=T7 %A L=E |7 A BCRP O
X, BARREZFUOO  |HEELAET
AUC 233.8(5%. Coax 234.6 |2 AIREMED &
LR LI OWMERD |5,
Do
TIIFLE | g ARREF LT T | AN
N NRAE | F L EAE KRR L8 X |BCRP DR RE
v EAEFRALIZEE, v |ZHET LA
ANAZF D AUC K |[REHEDRH 5,

#2305 Cnax 23895505 1
17,
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9)

(2) D

i%#% I23#5<,

Bl1EF
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e A A A
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Bl1EF
BEUE BERR) : 7F 74 5% —, METRE,
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JE, #H o
Fil s T BRESUR |L O, S, ALB i
E SN Y AL N
EEED F
Do WISMGHE . B
H G 5B B, MR, AN,
REA LA AL RN
HAEW TR A,
g, T, B,
VAL B, B
FFAEE R fRAYE, IHZESR
i
B KO8 I BT VX — PR RGZ5
&Tﬁ@ T OFEIE, WIB. =R
B %
7B # R R . DO\ BIETR. AR, A
KOSER AP KN, SR, R
HE R P
B R OR X RERERE E B P R
K B
—% . Maodge, Ehm. WET7. #
i 5 e O il (5w - AR | %S
P 5-5RAL JiE
DOIRAE
FEPRRRE  |ALT (GPT) |y-GTP #4 |AST (GOT) #4il, BUN
BN, ARSI DN, HbAlc|¥ahn, 7 I 5 —EHa,
RERRATEL |39, i b | e A SR
w CK (CPK) |4, ifnH TSH #0, i
s, fLp |tz L7 = o s,
PREEHIIN | =2 L 5> — L
m, s r AT
Ui, ey v
CHAM, I R b
s, f Y e,
i ER A s
Z DAt BAGEER, ik, 13T
D, LB

D ERDFRO b G I3 s 2P kT 5 2 &,
2) AR OEARPFHET 2B A iIn 222 F
CEET DR CHYREEITO T &,

5 BlmE~ADEE

miE TR, RIEHAOREBUCEE L, BEORELBIZEL
BRLRET LI L, [(RICHEEE TIT, ARERENT
TLTW5, (IHEpEne) OESM) £/, MRGHRME
BHLLNRLTWVWEDHRENR D D,

6. 1E4%. EiR. BIGFF~OEKE

(1) FEIG SUTAEIR L T 5 FTREMED & 2 I AT i3 G- L7gw

Z b, UBET O& 5T 2 2T LT,

7 v M HMG-CoA &2 tEE R EA 2 K &G Lz
BEICREoRKaE REIN TS, FIZ, B T
%, o> HMG-CoA & tiE R EAIT, 435 HE TD
RIS Lz & &, BIICERETERD bbbzt o
WEND D)

Q) FhomAIIRE LN L, (ZEFIT T b
FELF~OBITOE EIIRHTH 508, RG> D17
AW ETHEE LT v N THE~OBITRRED ST
b, BANZREF TR, 7 v N TLHFR~OBITH

HEEhTnd,)
7. NREADES
AR ENR, FrER, LR, SO hRIC 3 5 %4

PEITFENL LT ewy, [ HIRER 23 22000, )

8. BARLDEE

FEHIZ B PTP @2 D IRANL PTP > — b2 BHV H LT

AT L5 ESTSZ L, (PTP >— FOEMKIZE Y,
P AR BRI U, IS ZLE B 2 LTt
WRiRRSEOEERGIHEL IR TS Z EARESh T
2%.)

9. ZDDEE

(1) A XTZEFIT (0.03mgkg/ALLE) D1p HEEEIC
X, JHOSEFa L RT o — LR E K2~ 3fEH 0 L
72 EDWMENRSH B, L L, 300mgkg/H %A XIT12%
HRHE L THEAH D WVIEATF « AR ~DEEIIH D
Nipinor=?, <7 A28 S (Smgkg/H) LTHHE
DB T VAT v — VRE~DORBITH LR DT
3)

Q) BAHEBEERE LRI EFITE T ) T4 T
Z— MEOFH UMooK RER (62561723 1238 R LA,
STORIMNTELNO#E) ([ZB8W T, miE 727 I+
— P ER R ERO3ME A 2 S Lz BR) ©
HERT, 7= /) 7477 — NEMEETL5%, =BT
TET7x )74 77— MABET2I% TH o 7z, [FERIZ,
BEOD 5 FHIFORBRIZ, 7=/ 74 75— FNEMBET
0.6%., TE¥FIT LT/ 747 T7—  MEARETLI%T
ol CPK EF (GEHEE ERO10EE X 25) 220
THWTNORTHLRO LN o7, Fi2, =EFI
TET7 )7 4T 77— MEFRICBIT 2 BN e EES
IR ChoTz, 7k, ARBIT, HBICRALR2NE
ERGERM TR T 5 X0 ET A EnTunian
4.5

3) #IMZBWT, B ANRRZF & ETe HMG-CoA & JTh%
FIEREEF OBE TIX, BERFEIED U A7 B3 ED
Sl DWEND D,

(EEhee

1. Mg RE

(1) EYFEHRFEHER

HERERE A BRI, ZEMERE (11760) ™ RO (12061) (2
AFNEE (ZEFI7 /w0 ANZEZF L & LT10mg/5mg)
NIFFAREO=EF I 7 (10mg 15E) LR ANZZF
(5mg 158) OHEAFIZIH T v 24— "—JEIC L VRO
P55 LTz, ZEIEMY ROBBICARIZ G LIz &=t
FI7, mBF I TRERERE AR EF o ORYEhEE
NWIA=RIFLUTORDEBY THY, KAl& FHZEOT
PF I T RO E AN EZF L OEFIBET T, 6%
PEAFRD S0 7,
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F1 AH10mg/Smg % Z2 R K OEHIC
HEIRE O 5 L2 B0 KB RE X T A — ¥

ES7Eo)ic U TPFIT | mRARREF
Ay | TETET | watk >
eGP G-
B3k 117 117 117
Crnax 473 69.3 6.58
(ng/mLf X 1%
ng Eq/mLY) (4.32,5.18) (63.8,75.3) (6.09,7.11)
AUCo.721 76.4 428 54.8
(ng-hr/mLf X 1%
ngEqhrmity | 12819 (397, 461) (51.1,58.9)
T 3.00 1.00 250
(hr) [0.50, 12.0] [0.50, 4.50] [0.50, 5.00]
til 20.9 19.3 .1
(hr) (54 (52) (38)
B%ES
Bil%K 120 120 120
Crnax 493 70.1 239
(ng/mL X 1%
ng Eq/mLY) (4.52,5.37) (64.5,76.1) (220, 2.60)
AUCo.721 86.8 481 283
(ng-hr/mLf X 1%
ng Eq-hr/mL?) (81.8,92.2) (448, 517) (26.3, 30.4)
T 450 2.50 250
(hr) [0.50, 12.0] [0.50, 6.00] [2.00, 12.0]
til 18.3 16.5 5.1
(h) (67) (8) (36)

AT ARTTEIE (95%(5 BRI )
TR FITRUBANRALF
I T EFITRER

§ e [ /M, JeRfiE]

| AT FME (CV%)

(2 BBEOEE

HERERR N BEC AR 10me/Smg % 1% XITZEE D (B5
T 10 LA 2o 3 5% 4B 5 THaA) (S HEERE 0 4%
5. (14f1) Lz & &, ZEEMHICLRTRBEE TOET
27 GEEAR) D Cpu 1316%, AUCqpq 1Z15%IEK T L,
B ANRASF LD Coan 1362%, AUCo105 1E52%IE T L72Y,
[ C4efEcr A2 F U HA (HIREAD) Smg 2 HERR
A#E (1461) L7z & &, Cua 1367% (Z2JE1#5.36ng/mL,
£#1.79ng/mL) . AUCous 1356% (225 8F51.0ng-hr/mL, £
#22.4ng-hr/mL) KT L, 7 AR ZF 0 O &I KX
TRFOPBEIIARA & FEIL T,

#2 B ANREF U HH|Smg & 2SR R OE%IC
HLEIRE O 5 L 72 B0 KB RE X T A — X

i I s
B n i
Cinax 5.36 1.79

(ng/mL) (3.89, 7.38) (1.29, 2.49)
AUCo-1ast 51.0 22.4

(ng- hr/mL) (38.2, 68.0) (169, 29.7)

AT ARTTEIE (95%(5 BRI )

(3) EMEMFIRAE

ORNREFY HEAT—4H)

B AR A BIEL0BICB T 5 e AR ZF DA
AR 21320.1% (90%EHEIXM : 17.2%~23.4%) TH-
o Fo, HRNERS L THEONTErARREF DLy
TJVTTUVARORE I VT T2 ATEFNT 489K
13.6L/hr TH Y, B ANRXF U I EICIFIRIC L DK%
ZIBEEZLNEY,

(4) 5B OEE
ORNREFY HEAT—4H)
R A21B1IC 7 2R AZ F 2 10mg P %2 81 A g —/3—
ECIHIEN4A M, FRi7TR S 5 WD PR eRFIC R A& 5 L
oL 2 A, MR e AR H T EEHERS T G R T

FEETH Y, v AL TF o ORNEIREITI G R R O 2
BRI RNEEZLNEY,

Kl

ItEFzT

b NI L7 & EOBEAMEGERIL, S H-EF I T
99.5%~99.8%, 3H-T=¥F I 7HIA1K87.8%~92.0%TdH >
7oo FHSRERE E-CB BRI L 2 TR A SR~ D
IR LRTHARN,

ORNREFY HEAT—4H)
b MR A B AR ZF U OEAMKERIIE% T
HY., FREAEQITALTILThotn?,

CARE - e

ItEFzT

) f#t GtEAT—%)
TBFI T, FIMEHICET D PEEESRIC L - T
TEEEREY TH L BT I THRAER (7= — itk
KEREEIZIT S 77 v BHA ) ITR#Sh D,
TR A B (8f]) (2HC-m¥F T 7 F A 20mg P
ZEERE Lz L&, ok 5D 5 =8F
37 GERAER) ROV F I THRAEEKEDOESE (AUC
) 13 EnENR11%K U82% (B5193%) Th o 7=,

2) R - it
ek A B (SFEASH]) ICUC-mBF I TH TR
20mg ® ZHEEEE L7z & & B 554240880 £ TR
REPEHER 12 H1278%., RIIC1%TH 721,
R A B (K6ffl) [c=BF 2710, 207, 40mg ™
FEEEG Lz &, BEHREMECOEFIT
(FERAMR) & L ToRFBPEMRIT0.05%KHM TH Y |
ReHRTEF I 7 GEHAAER+REHE) PEIRT8.7%~
1% T otz

3) ARy Rk (ERFAGER)
BT I TRAERIEEF RPN S o B BN
BlZEoMmAEE ST, —Hix=€FIT GEREH)
LLTE®RNENS (BIFER) 9,
(%) WEI=a—L % L-MET v Mo¥c-= 8
FITHHEAER L L L& G54 F Clo it s
AT RE L. BB TP 240%~63%. JRTPIZIZ3%LL T T
BHY . RO F FHEPICHEM S A7 R R 21%~
NUTHoT-, BEMINTZBHER]IZ ~ Fo+ _FEIEN
~PeE LT b & B ERED 54%~81% N TR I O D
HE ORI & 19,

ORNREFY HEAT—4H)

ERERR A BME6HIIZ 4C-1 AN R Z T 20mg ) & HER D
BELEE A, i EIcERICHRE S (1990%) .
PR REHEIE SRITKI10% Th - 72, F72. REOHEEHIC
TFET D2 IR O ERTIIREMAETHY | ThEhiks
BD49% L NT76.8%Th -7, BT, JRIEFOELRNHY
3. N-BEA F AR SS-F 7 b AR Tdh» 7219,

£/, b FIEERISIE NPLA FAARKNSES-F 7 b AR
B SN 725, HMG-CoA Z TR EEEARREE T e X
N2AZFURELRIFEOHBEZ R L, MIEFRICBT 5
HMG-CoA 1% tEEE LG ISk T 2 R E O F 513 b7
NThDHEEZLNT,

CBEREETEE GIBEAT—4)

ItEFzT

TEF I T 10mg & HEORMEBHRERERE (86, 7 L
TF=2 7 VT T ZA10~29mL/min) ([ZHEHFE L L X
R A (9fFl, 7 V7 F=> 2 YT F L A>80mL/min) &
gL TR T 27 GEasR) RO=¥FITa
EIRRE D AUCIZENZIUR 16065 X NS5 D LA 78D
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Shi7,

AXNREF

BIEE O R 5 BRERE BT e A N2 2 F 1 20mg P
BRE L&, BEND PEEOBBREREBRE TIX.,
O ANZL F O MEPREICT 2 BBIXIEE A LR
O HNIRNoToN, EEBHERERE (VLT TF=07
U7 Z 2 A<30mL/min/1.73m2) TiE, R AIZ T
BRI ASRI3REIC BR LW,

5 FHEEESEE GMBEAT—4)

ItEFzT

TEF I T 10mg R, L IEE OB ERER
EEE (K4B) AL <R A (8F)) ICHEEE Lz
L& OMRE, PEE R OEEOFEERES O miEh ¥
FI7 GEEAMNE) O Cow . KA L LT, ZhZ
LIRS, 345K 042ME, AUC 1ZZFNFN14E, 5.8 K%
VA9fEE L =B F I THEERD Cou (X ENENLARE,
1.8 K TN9f%. AUC 1XZFNZN1T76E. 3164 K U004
Mot IEREBEOREIN LT I 7 FEaaE)
ROz BF I THRAKRO MGEF K EED EFNRD S
-,

ORNREFY

Child-Pugh A (227 :5~6) & 5\ iE Child-PughB (A=
T 7~9) OFHERERERFE M T A NA ZF L 10mg
B Z 1A 1B 14 HMREROEE L, miffPa 224 F
WP A ME Uiz, FFERERRE BT O Coax L U AUC . pan 11 1
FERRA D ENENLS~2. G L N.05~12(5TH Y | FFiZ,
Child-Pugh A = 7 A38~97D B 2B 17 5 b h 1,
AT LN TE D - 7220,

6. MERUMEBDSE
ItEFzT
TEF I 7 10mg @& (126, Fhn6s~755%) (1A 1
E10AMER S Lz & &, Jemlnet iREE (1161, 20
~245%) Ll Ll B I TRAEEED AUC
KR AMED ERANRD bR, R EF I 7 (G
B B D AUC 12 B 2R EIEERD b Rino 7220,

ORNREFY HEAT—4H)
BYEFER . DS . MIEmERE & OV et & e
(805, 4Ffh : IEEIHE 18~33m%. S E 65~T735%) I
0 ANRAZF L A0mg B AHEROES LZE 25, B
D Conax X O AUC ) 1FENZENAMED82% KL 1% T - 7=
2 F, EEEHE D Coa L AUC 1T ENZE NS E O
112%K% Q*106% T 0 | FEK LR & 722 2220 E O
I E2 N2,

7. EYHEEER

ItEFzT

1) F b2 1L PASORERR~DE GEAT—5) W
R (1261) Zx%E LT, =¥F I 720mg ¥ &
KT N vl PASOEEFR R OIEE & 72 HRFEM 7 FEE
A L7z & &, CYPIA2, CYP2C8/9, CYP2D6K (X
CYP3A4IEME, WNIN-TEFIL RT AT =T —Pik
PE~DEBITRO LR T2,

2) =) 74 75— NEOMAEER GEATF—Z) B
fEEEk A (8], LDL =t L A7 o —/L{li = 130mg/dL) %
MHEELT, 7=/ 7477 —hK200mg (1A1E) &=
EFI 7 10mg (1A 1) 200 L7z & &, mifEp =€
2 THIBIRIEFE D Coa L OV AUC 1ZZF NENAILTRE K
L5 ER L7, BR EEWROH D H O TR D o7,
T )T 477 bOEYFHEIZIKFETZETITD
TR O DN o T2,

3) v mARY CHFIE OMREER GFEAT—%)
VT F=r 7 VT T AN0mL/min AR, O,
—EM&E (75~150mg 1 H2[E]) D7 v AR Y o HH %
RAFOBBRESE 8F]) [c=BF 2 7 10mg & HEE
Lzt &, ¥ FI7 GEHuAER+HBAN) BED
AUC (3fERERR A & Hoile U TRI3 A4S & 2R L7229, Bl
ORERT, BEOBEEEREOZDEBM ATV, v
0 AR Y HE & GO RANC L DIREE % IT T
Wi=EBE (15, 7 v 7 F =2 U T 5 A 13.2mL/min)
IZE=BF I 7 10mg ZHEIHRG Lo, RoEBEFIT
GEaA IR +H1aAK) BED AUC TR A & ik L
THRIEEMEE R L2, R A (126]) 254 e L
T, =¥FI720mg P (1A1EGHR) oEHTHHIC
v ARY CRFI100mg ZHERRO#&S L L X
RHY 7 B AR Y VPRED Cug LTV AUC (27 1 AR
U U HMEE L L CENEIL0% L DN5% A LT
26)

4) ALAFIFIVICRHEE GEAT—F)
fEEER A (8], LDL =t L A7 o —/L{li = 130mg/dL) %
REL LT, aLAF T Idg (1H2E]) &xBFIT
lomg (1H1E) ZPFALEE &, MiEP=¥FI7 GE
AR RO=EBF I THRAKRED AUC 1ZZhEh
FIN/S5 KRR T LT,

5) TOMOIEYEREFLOMEER GMNEAT—#)

Y EERICET 2EERRBR T, =¥F I 7 10mg &
UNT7 Uy, UIFU L BRORTEE (mF=1xX
N VA= LRI ANLL) BORFA LR,
INRHOEYEE~DEEIRD SN oT, VAF
Vb EFIT710mg EOFH LSRR, =EFIT7D
NAFTRXAZEVT 4 ITKT 2EITED b h
ST, EERE] GKERMET L I =0 A L KERME~ 7%
U AEEA) L PF IS 10mg O L L&, M
PP TF I THRAREED Con (TFI30%IET L7223,
AUC ~DEEITZRD bR o722,

ORNREFY
(1) ARNRREF UNRT BEHE

1) invitro AR
b hEEEATHAL 2 N D in vitro SRERIZ IV T Nl A F
JARDERL L7223, & O 1IIEF IRk CThH o 72,
Fo. N-JEAF VAT 53 5 F e P4504y 1 FE 1L
CYP2C9 K U CYP2C19Tdh - 7=,

2) ERRER GMEAT—X)
0 ANRLF 2 ORNEREIZ LIET P4SORHER] D 2
ERET A0, 7 at Y — A (CYP2CY K Y
CYP2CI9DMEH) ., 7 haFy—aA 4 vFaf
— AR RO Y 2a~w A W (L CYP3A4K NP
EHOEAD) &OPFRAREBRE N L=, L2
HAERIZERD bz inoT,
HIEEAlZ RN OFAE G L2 a, B ANAZF D Con
F O AUC o 1FZFNZEN50% M T46%E TR T L=, |1
ANRA LR F G %2R I BR A & 5 L1255 51120,
0 ANRALF 2D Cpa OV AUCo 1 Z NVENIEGEFEF
D84% I TNTI8% T dp - 723,
VIuARY o ERESNTOSDEBHEEAL I 2
NRABZF U AEE LTl &, BANRZZF D Con
KON AUC a1 BEBERR A CBEIR CRER 5 L1712 & &1
T ENZER0.665 K% U165 L5 L7239,
AT 47 a Pl (RIRER) LOFREELE X,
0 A RAHF 2D Crae LN AUC T Z N EN22145 L Y
1.88fFITHIN L7239, 1 X822 F (3 OATPIBI 24 L
THFIZEBRVIAEN, Y7 aArARY v e F AT 470y
NMEIZFEDOR Y ABERET D ZLICk>T, B AARRE
F o OMIFEFEEABEMESE 2 & EZ LTINS 30,
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2) thFI-RIFTEE

1) invitro XA
0 ANAHF 2 (S0uM) I & % P450 (CYP1A2, CYP2CY,
CYP2C19, CYP2D6, CYP2El1 K () CYP3A4) iEMEDFHE
HIZ10%LL T ThH - 72,

2) ERRBR OMEAT—%)
U7 7Y 3 (CYP2COK TN CYPIA4DFEE) & 5\
XY TR DIRNEITEIC JIT B % E L7223,
SRR IO BRI Dotz
CYP3A4FHENER OF AT 27212, #& FBEIE3E
LOHRBREEBLZN, = F =LA T V4L
OMIEPEREICHIZAONT, B ARNZRZF X
CYP3AAIZHT 2B EMEME RS RN EE X bz,

W) AFNOKRBE N AL - BRI A ENgE (=8F 7/
0 ANZZF & LT 10mg2.5mg X i3 10mg/5mg) % &%
RO TH D,

(E&PREHE]

1. E A EEREBHARBRY
HANE 2 VAT m— VIEERFE216] 2 812, =8F
I710mg, B ANRAZF L 25mg, BANALF L 5mg,
TEF I T10mg & v ANRZF 2 5mg fFRES, Xix=
EF I 7 10mg & 2 ANRAE T U 5mg S OV
Z 1B ER2ER S LZERIZETo LB Y Th o1,
NR—=AT A VNBHOLDL 2 L AT 12— )LELRIZBW T,
TP FI710mg & v ANREF L 25mg G IEP
F I 710mg KO ANAF F 2 5mg DEEAIRE LD
M, =E¥FI710mg & v ANRAZTF 2 5meg JFAES X
BF I710mg KR ANRE F 2 5mg DEHARE LD
fc, BEENRD b,

#3 EalLATo—VIERE ZxSR L LB &
BREBHBROME (LDL 2L A7 —L)

EZ10mg | EZ10mg

Fe 51k EZ10mg|RS2.5mg| RSSmg | Po smg| +RSSme
Bil%K 35 72 71 71 72
R—RF A 162.6 | 1645 | 163.3 160.6 166.6
(mg/dL) 233 | +224 | £23.0 | 227 +22.3
Hic R REAIG 1228 1347 | 1015 88.2 76.9 69.7
(mg/dL) +21.2 | £22.6 | £19.2 +21.1 +25.9
187 | -39.8 | -472 -54.6 -60.5

(219, | (42,0, | (494, | (-569, | (-62.8,

-15.5) | -37.5) | -44.9) -52.3) -58.2)

-35.9¢ -41.8¢

vs.EZ10mg (-39.9, (-45.8,

£ -32.0) -37.9)
b | B -14.8
# | M| vs.RS2.5mg (-18.0,
(%) | 7% -11.6)

i -13.3¢

vs.RS5mg (-16.6,

-10.1)

EZ: =BFITJ RS: RANRRZF

R R T A & R0 R (2 DU TR A R 2=, A b=k

IZoOW e 2R A FEYFIZ X D M-Estimates (95%( 535X ) #~ L7z

T RPMEZE ZTEMFEEIC L MiTE Lz, &G0, U X7 EEXSy

(BINREEALIEIR BT B A A KT A V2012000 B 7 2V —4358) K

OR—=2RT A v ESAEE LTI R MEUFET VLY Rk
st

1 p<0.001, Hochberg %\ X 0 BE O % M % &

2. FMARHESREBY
TEF I 710mg HAR G XIEe AR ZF L 25mg £ L
< IF5mg BEAIFR G2 T LDL 2L A5 n— L OfsEE A
HED IZE L COARVAARAE 2 L AT v — VILE B
13501 (~T7 mBEARMEFRIER 2 L AT 71— Ve B
36BlE ETe) ARG, AHlE 1B IEISZER L Lz (=

PFI710mg XiFzr ANREF L 25mg THREZZITT
WERFIZETEF I 7 10mg L 2 ANZZF 2 5mg &
B E, 1 ANRZZF L 5mg TIEFEE Z T TV BHIC
IFTPF 27 10mg & v ANRAL F o 5mg OGS L),
NR—Z5 45D LDL 2 L AT u—/L bR (525 1)
O I + 1 HE R 2212 . EZ10mg+RS2.5mg ¥ 5 B T
-33.8+15.9% (108%1]) . EZ10mg+RS5mg #¢ 5-1 T-23.9+10.2%
(1761) ThH o7,

) BIREALMERE TBIH A N T A 20124 RIC &5 <
LDL =t L 25 o — /L OEE & B B A

[FExhEE)
AFNT/NBETDOa L AT a— L RORY AT a— Lok
N2 BRI ET 2 2P F I 7L, aLxTa— L0k
BRENET L0 ANZAZF U ORAHITH D,

ItEFzT
1. e FAERE
TEF I T EREEL ORI L AT 02— L ORI E
ETZ, =BF I TOERENLIT/NETHY , NARK
— S W EIRBRICBW T, M TOa L AT r—L
O % RIRAICHE L, ZOfER, Figoa L A7 v—
NEEFETFTIE, ML 2AFo— LA K T2 ~
) P FITRAEEMBICEET S2EAE
(Niemann-Pick C1 Like 1) %4 L C= L A7 1 —/L & O
MAT 0 — L ORI A HET 5% W ZDZ b, T
€T I 7 OEMAEF I tho & IEMAETREA] (HMG-CoA i#
TEEERBAER, A AR, 7 0 7T — FRIEH,
WA Ta—L) L3RRS, 18flOoEma L AT o — il
JERE &R E LIS OBREHRRICBWT, =BT
LA EICEY AL AT e —ARKINE ST R
FEIC L L54%EE L 7-4,
IPFITIHNETOa L AT o — LRI E I LY T
D=L A7 —LVEREEEKTIELN, FETHOa LR
T — L OAEEEMUENIZTTET S, 2L AT r— LD
AR A i 5 HMG-CoA 3&E TR [ ER & o fEHIC &
D, fMf = A7 e — AT T2 2 &2, 4 X
W RER N OYESN O E 2 L AT 1 — VIILE R & %)
S L LB ~2 [CBWRENT,
F72. Ty MEIZBWT, m¥FI TR AT ek
CHE AT 7 — ORI 258 IR ET 253, ARIGEE.
faiEE, s AT ny 2F AT R ST UA— AT
IHEEMEE Z 2 v A R UND OWIITITE L 72 o 7242,

2. ML RXRTFa—)LETER

ENEEELAM A XM JFOT B FFAS ZHNT, =P F
27O LAT VK TIER AR Lz, =BT I 7%
ARG L 0 iR L 27 0 — Lo L5 % Wik
L7,

3. MR BARAE b 25 HE R 4RI 4F R

BB RS Y X9 A DA MR BIIREE (L £ 5 L)
IZBWTC, =8 F I 7IEKERER 5D, KRER T
SRR O B DR BN AR b 2 0D i i % 4 L 7,

ORNREFY

0 A RNA X T 0k, HIEPNICREEIAIC Y A, g
DL AT u— U ESHRROREEEE T S HMG-CoA i
TR R OB AMICHEL, 2L AT a— A4S
A BRI T 5, FORER, HiEANOa L2701 —)L
GEEMET L. ZNEH 5 729 LDL SR KO RHNFHEE X
N2, ZOLDLZEFEREN LT, 2LV AT B—VEFED
FmWYREHTH S LDL O FlE~DOE D AL L, i
Pl 27— ARKTT 5, BANRL T, MIRT
FEE LTHEBIRX R Z A L TRV AENRY . JBERME
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WSCE (%)

DS RN 720D . BEENHI S 3R & FR72 72V M D iR 12 1R
DAENIZL < FFEFRA 722 HMG-CoA & TTEE KL EHK| T
HHEBEZBND,
EFR%RE
1) HMG-CoA 3% 7t B & BH & 1E s
OQANRZREZF L, Ty MEOe NFI 7 v Y —AH3%k
@ HMG-CoA & TR K O s HMG-CoA 32 T 5 O filt
IR A A okt L CHEER 27 LT,
2) 3L AT m— L ARRLE R
DANAZF UL, Ty MO 2 L AT a8 — LAk
ZHABKRAOICE Lz, 72, TOMEEMZ. tho
HMG-CoA 3£ Jr 5k P EFNZ b~ TR EFE L 7=
3) LDL &K EERS-
RANRLF 0, B MFRERMIaO LDL ZAK
mRNA OFBEZFEL, 7 v hTHIETO LDL ZFK
FEBAHIN S W=,

(BRI 2L FRAR]

—%4 : =BF X7 (Ezetimibe)

{b5%4 : (3R,4S)-1-(4-Fluorophenyl)-3-[(3S)-3-(4-fluorophenyl)-
3-hydroxypropyl]-4-(4-hydroxyphenyl)azetidin-2-one

63\%1\‘ : C24H21F2NO3

5y FH 4094

PR ARORERT, AZ =L, =F 7 —) (99.5)
XIENN-PAFLTE T I RICETRTL T
TR R U UCRRETRT < KITIFE AL LE

TR,
FlUR : #9163°C
FEE
OH
P
1,3
j N
F o)
F

—4 o AR K F L J V7 A (Rosuvastatin Calcium)

{b%44 - Monocalcium bis ((3R,5S,6E)-7-{4-(4-fluorophenyl)-6-
isopropyl-2-[methanesulfonyl(methyl)amino]pyrimidin
-5-yl}-3,5-dihydroxyhept-6-enoate)

%%I\‘ : (C22H27FN3058)2C3

4y FH 100114

PE R BEOHMKRT, P7rr A X U CETRT <, K

WCETIZSK, BART Y ) —VZFE AL T
VY,
i
Ca®’
H(\)%
N
(RFELLEDEE

TV =y MEBIEER I, BRERT CTREFET DL, F
7=, NZEBET D720, PTP > — FOFE EHEFEL. IRAERT
IZPTP > — F Bl T Z &,

(2 =1

0 ZA—Fy MRAEE LD :
o A—t v FORLASE HD ¢
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Ea
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TPFIT 0 ANRREF AN T A BEA
1.8 WMI3CE ()

s 75 B O R D TE %
ies %
AUC Area under plasma concentration vs time curve | HIUEH R B — IRERE dh AR T i fE
AUComm Area under plasma concentration vs time curve BRI B 43 54224850 = T AUC
from 0 to 24 hours postdose
AUCo Area under plasma concentration vs time curve ORI A B 43 544 7285 = T AUC
from 0 to 72 hours postdose
AUCo Area under plasma concentration vs time curve | OIF[ 7> & &I E FIRERF AL E T D
- from 0 to the last measurable time point AUC
AUCor Area undeT pla§ma concentration vs time curve BRI A B MER AHER E T AUC
from 0 to infinity
CI Confidence interval 1B X [H]
CK (CPK) Creatine kinase (Creatine phosphokinase) i ;;j:i? B (T7VTFE
Crnax Maximum observed plasma concentration o v A R
EZ10 Ezetimibe 10 mg TEFI710mg
EZ10/RS2.5 Ezetimibe 10 mg/rosuvastatin 2.5 mg fixed TEFIT10mg K Oa AN HF
' dose combination tablets 2.5 mg Bl & Al
EZ10/RS5 Ezetimibe 10 mg/rosuvastatin 5 mg fixeddose | =EF I 710 mg ko AR X F
combination tablets 5 mg Bl & Al
EZ10+RS2.5 Co-administration with ezetimibe 10 mg and TEFIT10mg L AN FF
"~ | rosuvastatin 2.5 mg 2.5 mg DFFA
EZ10+RSS Co-administration with ezetimibe 10 mg and TEFIT10mg L AN HF
rosuvastatin 5 mg “5mg DA
3-b R F3-AF TN 2 ) LAl
HMG-CoA 3-hydroxy-3-methylglutaryl-coenzyme A 23 A
HoFH Homozygous familial hypercholesterolemia REBESEFEEEE 2 LV AT 0 —)L
LDL-C Low-density lipoprotein-cholesterol REEEY) REHa VAT o —/b
RS2.5 Rosuvastatin 2.5 mg 1 ANAZF 2.5 mg
RS5 Rosuvastatin 5 mg 0 ANZAZF 5 mg

1.8 IRfISCE (%)
-3 -

C cConfidential




TEFIT S BARREF N T L FEA
1.8 W3E (R)

1.8 HREAXE ()
182  #Ee - DR (V) RUEDHRERM
1.8.2.1 Mee - MR ()

[zhEE - ZhiE]
3 LA T e —VIE, FEEE 2 VAT 2 —/VIiE

<%hie - DRICBET S EodE >

1. AFEEa L AT a—/VIE., FHEMES 2 L AT a— VIGEOTEEOF SR L LUCH
WRWZ by

2. WHORNC Y REEZFEML, oL AT a—/VIE, FZEEE 2 VAT a—/VIiET
bHZ LaER LI ETAROBEMEZERET 52 L,

3. REEAEMEZEMERE 2 VAT 2 — VIEIZ DWW TILLDL 7 7 = L — 3 RO FEIEY) I
EOMBE LT, 2D WIEEN S DOIREIEN ERAGR LG EICAKI OB 4 ZET 5 2
Eo

1.8.2.2 e - R (F) ORERNW
(B2 L A7 a— Ve, FHEME 2 U AT a—/VIIE ) O % B L CAKIOBR &
LUF Of R 21512,
AARANOE 2 VAT v —/ VIE B 255 & U7 5 IFH SE 3% IR — B B bbb (P832)
IZBWT, = EBFI710mg L' ANZZF 22 5mg O (EZ10+RS2.5) XIZTEF 2
710mg KON ANZE F o 5mg OPFH (EZ10+RSS) D1H 1A 5%, =8 F I 7 HAI L
0 ANAAF HAE BN TREE Y AER a2 L A7 e—/L (LDL-C) K F2ERE2RT
Z DR ST, EZ10+RS2.5X X EZI0ARSS TR b= ZetE7n 7 v A Uid, =EF
T 710mg (EZ10), 2 ANZRZF225mg (RS2.5) KO A/NAHXF > 5mg (RS5) TR
bhlcbDEBBUARBETH Y, R LRIEE R 2R L2t LY 2 71 3H 6/
77,
BARANDE 2 AT v — ) VIEBE R ONT S IRFE RS 2 U AT v — Ve B % %f
L L LB EREL R GRAE (P833) 128\ T, EZ10+RS2.5X % EZ10+RS5MD1 A 1[A]
51, 5201 £ TR L 72 LDL-CAR TR & BAFR AR 2RI Z L3RS ST,

PLEDFERING . ARANIDZHEE « ZhRIZHOWVWTIEL, BAEMRD THLH T ETF I T LR ANRRYTF
ERERIC TRz VAT e — Ui, SEtma VA7 e — Vi) & L7z,

1.8.2.3 ShEE - RICEET HFERALDFE (F) ORTERN
1. ARFOE-LMHFIEL, B ANZRZF 2.5 mg XIES mg HAI TR A+ 565080

1.8 IRA3CE ()
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TEFIT S BARREF N T L FEA
1.8 W3E (R)

Bz, HO5NITZEF I 710mg L1 AR Z F 2.5 mg DHFRBEE T EF I T
10 mg OV ANRAHF 5 mg OUFFIIEEN LUV EZ TH D Z L bIEEWRE T 5 Z &
L L7,

2. MOEERSLHEANC LY R L AT E— AN EETABERHY . 20X BREAIC
IFRREBOIEREC L > THET D2 LN, Lo > T, RAIOE G %69 i
I ZRC A L AT m— 3 ERT HRBCEADHEHENEE L TV RN & KO E
a LR Fu—)VIE] X (FEEES a2 VAT e —VIE] Thbd 2 L2 FERT5L9
(I EMRE LT,

3. AANCEENDGZEF I TROBANRRLFUOERBANL, hEE - 2L LT [FEES
AL AT r—/VISE] 28 L, REESERFEER =2 L AT o—/VifiE (HoFH) & ~D
BERRDOENTND, =BF I 7L, HAAD HoFH & I3 L TR 2 F ekl
(JPC-02-335-32) DFERND, TEFITERAXZF L (T MARRZF U RN NAH
F) OEROFIER N EMERFH SN TV D [EES.4:15], —F, BARREZF U0,
A AN D HoFH #2535 & U7 BRI TS STV 70, 3E A AN HoHF MH I
BWT, BARZREF T MANRREZTF U THRPEIETHD Z ERHESNTWL[E
Bt5.4:16], £72, HAAN HoFH BFIZKT 5 BT I 7 L a A2 42 F OO R
Bre LT, 20165 1A H CHGR S 4172 HoFH IR 3ED 1 I & & N CHE i S 4172 55 AR R
(AEGR-733-030) 7362, YR OMANKEHETH S [LDL-CT 7 = L—V A LT 7
A= 7 = L— v A am e[RRI IEZ FORM & Tkt L TV % ) &7z L7z B A\ HoFH
BEMIDH G, 3FN mARREF BT I T Z0FH LTV, 2095 L1l e
ANRABF U 5mg THY . WIS 56 ORI T I HE - HEOER X /2o 72[&
BE5.4:17), L7eh > T, HAAN HoFH [EERAA ZEN T 2 /Rt 25 2 Linb . AHAl
Z HoFH & OV ORI D1> & L TRHULT 2 Z LITEEN S DH LB 272, HoFHIZD
WX, LDL 7 7 = L— 3y RO IERYFIEOMB L LT, HDWIEZN 5 OIRFIENE
AR 725 A S ARKI O 2 Z 8T 2 BN WA ORMIGE THREINTND I EMb,
AFNZBWTHREOREL T D2 L L L,
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TEFIT S BARREF N T L FEA
1.8 W3E (R)

1.83 Hi&E-AE (¥) RUZDORERHL
1.8.3.1 % - RE (V) RUBEITHIERALDIE ()
[His - ]

WE. RACIZIEIENEE (= PF 7/ 12324 F L LT10mg2.5mg XiE10mg/5mg)
ERBICROZRET 5,

<Mk - HEICEETEH EoEE>

1.

UFOELF I T L0 RNALF LAY AORIE - FIRZHE 2 BEHARO
WA EET S L,

TPFIT

W RAZIZ=BF I 7L LClalomg 21 B 1EBEROEET 5, 728, F, JE
WIZ XV EERET 5,

O ANAHA T IV T A

W RACE e AR F oL LTIALER Smg &0 #5263 2728, BHIZ LDL
AL AT /VEEZKT S5 0ENH 55E101E5mg L0 EEZFBELTH X, 7
B AFwD - ERIC X D EEEER L. BEEBIA% D DV T ER, 4HLEIZ LDL 2 LA
7T B — /VEOIK T AR+ 070558120, Bik10mg £ CHETEX 5, 1I0mga &5 1L TH
LDL = L' 27 0 —/VEDIK T3+ TRW FIEMERE = L AT v — VIlERE 7 E D E
JERFEIZIRY . SHOITHWETE DM, 1H&ER20mg £TET 5,

JFHIE LT, =¥ F 2 710mg L ANRZZF o L LT25mg Z0HH L TV A A,
HHNERANAZ T L LT2.5mg i H LIIRA 072861, AFILD (=85
2T/ BARARLF L LTI0mg2.5mg) DA EMRET 52 L,

JFHIE LT, =¥ F I 710mg O a A2 ZF L LTsmg 20 L TV B854,
HWNTIRANZETF L L TCmg VI EBF I 7/ B ANRLZF & LT10mg/2.5mg
A LSRR8 ABHD (¥ F 2 7/ v A2 ZF 2 L LT 10mg/5Smg)
DO R 5 2 &,

J VT F=2 7 VT T AN30mL/min/1.73mERE O BE e ANALF U IV T A
EHREGTLHAICE, g ARRAZF UL L T25mg LV REEBMG L, 1HRKEREE
IR ANRZZF L LTomg L35, ((MEREERE] KO [y oESHR)
FRIZ B ANRAZ T L LC20mg H GIFICEB W TIEBHEEICZER S S bh s i)
bb, RENZRANZAZF 2B LTESEE%, m ANRNRAZF & LT20mg & 5-F4h
%128 F CoOMITERI, AIC1E, ZALAREITESN CREICEISE) B HERBRE 21T
DL BIEE LTI T L,
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TEFIT S BARREF N T L FEA
1.8 W3E (R)

1.8.3.2 & - HE () OFERI
1.8.3.2.1 FRE D ERHL

AFNDOBLE R T Dor ANAZF o OMEIR, T, RAZIZrAAAZZF L L TIH]
[F12.5mg K 0 #5253 255, BHIZ LDL-= I/XTD»—/ME%ﬁTéﬁéMEb)%é AlTiX
Smg LOEEEZHBLTHEN, ] EHD, 2 EBFITOMEL TEE, KAZF=EFIT L
LCIENOmg Z1 H1EEB#ZE NG T 5] ThodH, 612, =EBFITOMELR—FHTHD
1H 1R RIS A 48592 A T3 L7 B AR REAER (P832) T P833) T, mEBFIT L
1 ANZ S F RO LDL-C IR RIS GRS e, £z, ErmRErRER (Pe3sSK W
P846) IZ L » TR OEHDOT T I 7 L a AN F U HAIONEH RS- & AH| 0D 4E W5
RIS RS S LT,

BANRAZF IR FICESTRENATETH LD, ZBFITERBEREGLELTNDII LR
WE 2T, AFIOREIX, =BF I 7OMEICAEDE T HEE., RAIZIE A 1IES%ICRO#&S
T5] EELR,
1.8.3.2.2 FAE0F TR

AFNO &, TBAFIOEEMMME ST, T=PF I 7Ok RS 588 KO Ta 2
NARZFUHAIR R BT I T L a AN XFUNFHFOBKREAEE) 2Ezx, =B85 7
S BANRZAZF L LT, 10mg2.5mg X TN0mg/Smg D2HEZRIRT 5 Z LY THD L&
Z T,

ELAAID 7= D ASE (BRAOALE-ST) BSEAICTEIRAR+260 5 08 B2 SUF2HAI 0
DERBRPL DU EX THDHZ &,

TEF I TORKAREIZIALEI0mg TH Y | % ORRE GRS — & LA &
ORI RABFMEDHER SN TNDZ &,

BANREZF U ORGARIZIBIERSmg TH Y, AFRITHITFHALFERESL, IHAREELT
25mg NI BT ENTVWHIHETH-T-Z L, T2, T EBFIT LB ARRIF D2
FI OIS %52 1F TN D B DFI90% (i FH SEREFRA - 92.5%. TGN ITE4 AT 5207 A : 88.1%)
MEANZAZF L LT25mg TS mg 2 L TRV . FEiEtEm 2 L AT v —) LIfE G
TIEHTZEFITI0mg L B ANRAZF 2 5mg 3% < A7 SNAEM A A Bz 2 £[2.5.1.3.3
H],

UTFIZ, AF (2BF 7,/ BRARZLZF L LTI0mg2.5 mg 200 mg/5 mg) DA MERK
AV A RN L 7o AR 2 BT D,

o
&

Shitk
AR SE 3% IR — S M bhisk B (P832)
LDL-C WHREEHEEMEIZEL CTWARAWVWHAARAFE I L AT 1 — VILEBRH 2351

q.
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EZ10+RS2.5X 1% EZ10+RS5# 1208 % 5 LB O H R, L8tk OEN A EZ10, RS2.5XZ
RSSZXHHRIKLE U THGT L7z, T OREER, AoMEDFEFHKIEH Téh 5 LDL-C OIE# 1258 R0
N—=2 T A b DOER MHEEM) OBRGHEM DAL ZDI5%EHXMH (CD (X, EZ10+RS2.5
Bt & EZIOBE L RS2.5HETENZEIL-359% (-39.9, -32.0) K F-14.8% (-18.0, -11.6) TH Y,
EZ10+RS2.58£1X EZ10BE L OV RS2.5FE & bt L THERIK T2 L7 (W Tivd p<0.001), [FIERIC
EZ10+RS5HE & EZ10RE XL RSSEETENZ-41.8% (-45.8, -37.9) K -13.3% (-16.6, -10.1) T
&Y. BZIOFRSSHEIEL EZIOBE L O RSSEE & i L THERIKTZ R L7 (WFivd p<0.001), X
T, Hochberg DL EMOFFEZE[E L= BT, WA E/KHE0.05T EZI0+RS2.58ED EZ10HE K&
TVRS2.5RE, A ONZ EZ10+RS5HE D EZ10RE K ONRSSEEIZ kI3 B M N R & 72 [ 1.8.3-1], £ 7=,
EZ10+RS5#E & EZ10+RS2.58£ 0 LDL-C ORI 12 DR— 2 T A v D DAL= (M #EEfE)
D7 L Z DI5%CI1E-5.9% (-9.2, -2.6) T ¥, EZ10+RS5EEAY EZ10+RS2. 58 (2% L THEEN TV,

VI bo X 512, EZ10+RS2.5K TN EZI0+RSS5IE, WL b 6t d 2 Bl A oy O 45 BLAIRE & ik L
THEZ LDL-C IR TR EZ R L, AAOEHEICHY T2 BZIOHRSSEEIL, KARICHYST 25
EZ10+RS2.58£ LV & 72 LDL-C R TR 4~ L72[2.7.3.3.2.1.1 HH],

# 1.8.3-1 BB 12 8ED LDL-C DR—RX 54 U b DEALERDO/NR FEIFESHT (FAS)

(P832)
Robust Regression Analysis in Percent Change from Baseline for LDL-C (mg/dL) at 12 Weeks

of Treatment
(Full Analysis Set) [P832]

Baseline Week 12 Percent Change from Baseline
Treatment Group N Mean (SD) Mean (SD) Mean (SD) M-Estimate(SE)f 95% CI*
EZ10 35 162.6 (23.3) 134.7 (21.2) -16.1 (14.7) -18.7 (1.6) (219, -15.5)
RS2.5 72 164.5 (22.4) 101.5 (22.6) -37.6 (14.1) -39.8 (1.2) (-42.0, -37.5)
RSS 71 163.3 (23.0) 88.2(19.2) -45.1 (13.1) 472 (1.1) (494, -44.9)
EZ10 +RS2.5 71 160.6 (22.7) 76.9 (21.1) -51.4 (14.8) -54.6 (1.2) (-56.9, -52.3)
EZ10 + RS5 72 166.6 (22.3) 69.7 (25.9) -58.2 (14.2) -60.5 (1.2) (-62.8, -58.2)
Comparison between the treatments Difference in 95% CI* p-valuef
M-Estimate’
EZ10 +RS2.5 vs EZ10 -35.9 (-39.9, -32.0) <0.001
EZ10 + RS2.5 vs RS2.5 -14.8 (-18.0, -11.6) <0.001
EZ10 + RS5 vs EZ10 -41.8 (-45.8,-37.9) <0.001
EZ10 + RS5 vs RS5 -13.3 (-16.6, -10.1) <0.001
N includes subjects who have baseline or at least one measurement of post baseline.
T M-Estimates (based on the method of Huber 1973), SE, 95% CI and p-value were obtained from fitting a robust regression model
with terms for treatment, risk category and baseline, after imputing missing values by a multiple imputation approach
CI = Confidence Interval; SD = Standard Deviation; SE = Standard Error
Test for normality is assessed at the 0.001 level. P-value for Shapiro-Wilk test is <0.001. Thus the Robust Regression analysis is the
primary analysis approach.
RS2.5 =rosuvastatin 2.5 mg, RS5 = rosuvastatin 5 mg, EZ10 = ezetimibe 10 mg, + = coadministration

Source: [P832V01MKO0653H: analysis-adsl; adeft]
Filename: \\bardsar-prod\mk0653h-hypercholesterolemia-jp\prot832-csr\outtable\T200 1 prOeffOpchg0ldlcOw12.rtf

21.8.3-1DHIFEDFIFR
N=R—Z T A N3P 7 & b1 ODOBRIBE GO T — X 249 5 g ik
TMHEEME (Huber 1973). SE. 95%CI & ONPAIE, KRMPMEZLZ L EMFTIEIC LV #E Lc&kIC, B, VATV —
BOR—=2F A U EFALERE T 5 X NAYRETVICL Y R,
CI={ZHHIXH]. SD=#f¥:(f =, SE=AFuEaie
1.8 IRfIE ()
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TERMEORE DA EAKHET0.001 & L7z, Shapiro-Wilk HE D PAEAN0.00 1K T - 7272, FEARMATEIZ 0N A KMalg &
L7,
RS2.5=0 ANZAHZF25mg, RS5=0 ANAHXF L 5mg, EZI0=TEF I 710mg, +=0FH&K5

FIFHFE SRR 535 (P833)

TEF I T I ANALF U HATRR CIREEHEAFEEIEL T RVWAARAE 2 L AT 1
— VIMERE R OANT oS REHEEES 2 L A7 o — LiERF % 3t 4812, EZ10+RS2.5 X 1%
EZ10+RS5% 521 [ #5% 5- U 7= B D& A e OB & MGt U 72, K] (EZ10+RS2.5 1% EZ10+RSS)
OFHIZ X 0 IREHS2HEFD LDL-C DNX—R T A L inh DEALER L Z DI5S%CL 1X2KT-32.5%

(-35.2, -29.7) [EZ10+RS2.5%% : -33.8% (-36.9, -30.8), EZ10+RS5#F : -23.9% (-29.1, -18.6)] T
HO ., AANTEMICTHOZY LDL-C 2B T2 Z ENARETH D Z L AVRE S 72[2.7.3.3.2.2 ],

Ak

P832IZHB1T B K G REOH EHLIEHRIT, EZI0RE31.4% (11/3561]) . RS2.58£34.7% (25/7241)) |
RS5#£42.3% (30/7145]) ., EZ10+RS2.5%£40.8% (29/71451]) . EZ10+RS5#£37.5% (27/72%1) TH -7z,
EZ10+RS2.58E e OY EZ10+RSSHED A FHRLOFKBIRIT, Wb kb3 2 BG o D4 HAIRE &
g U CREE CThH -7z, £OM, EZ10+RS2.5X 1% EZI0+RS5 T b= Ze7n 7 7 4 v
(ZERIR ERRE & 72 D2 72 e D U 2 7 13 5307, EZ10+RS2.5 X% EZ10+RS5%#% 5-L 7=
D ARMEITBBOLRRIF TH 72, [2.7.4.2.1.1.1 H]

P833Cid., EZ10, RS2.5X|E RSSO HELF|H# 5725 EZ10+RS2.5X 1% EZ10+RS5DOHf 5~ v
R Z T2 G LT RO AT BAF CTH o 72, EZ10+RS2.5% Y EZ10+RS5 DL A DU T
Rt T REMEIXA DN o T, [2.7.4.2.1.1.2 1H]

ARDOBRFEIZHT-V , @2 L AT m— )VIERE LT m 28K E M E 2 L 27 17— L
FEBH 25t & U B MFRER R R 2 F2hi L. AFIOANER O L B2 8 LTz, £ ORiR.
P832°CiX EZ10+RS2.5X % EZ10+RS5A3 & HiANZ b X T4 72 LDL-C IR TR AR LTz, F£7.
AR O RIS % EZI0+RSSIE R & ICHE Y32 EZ10+RS2.5 X U &+ 72 LDL-C 1K %)
RA v LT, P833TiX EZ10+RS2.5, EZ10+RS50 LDL-C {& F&hHI%, 523KF £ THgE L T/,
F7r. 2 PFI T a AN RYFUMHBEGEOZENE T e 7y A MTIBBRREFTHo T,

PLEDORERN S AFIOHE L LTEZI0/RS2.5K% O EZ10/RS5 D2 & CHRUEIR e AGRH 55 21T
)T kL LT,

1.8.3.3 B - BEICEETHAHERLDEE () ORTIEN

1. EMRTEF I 7 In A NREF UK RFORE - HE L BEOREEZZ TRAO
g5 2 Eonn . FHEEMAEAEIT O TORE L,

2.3 ZhEE - RO L RERIZ, AAIOFET= DA FEILZ, B AR F 2.5 mg L5 mg THR
R 72 BEFINGDOEIV B Z, HAHWNETEF I 710 mg LN AR X F 2.5 mg Dff
TR U= BT I 710 mg L Ve ANA KX T2 5 mg OPFTGHENHUI 0 B2 N E SIS

1.8 #3E (R)
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TEERBELATHRE L, £, 2TIIAKOEHE (EZ10/RS2.5) OFEZHMEHGEE, 3
TIIAA OEmHE (EZI0/RSS) DOELLHMEHFEZHR LT,

4. BANZRZFORE- HRICEETAHH EOFEEICBNT, 17T F= 70T TR
2330 mL/min/1.73m* K O BEICH G T 25 E120F, 25mg KOG Z6G L. 1B ERES
BlidSmg b5, LHESNTWS, AANCEASND B AR AHXF 2 532.5 mg XS mg
THHZENG, JVLTF =27 U T 72 AN30mL/min/1.73m> Kl O BEFIL, 1 AR Z T
vELC25mg WG EFET L2 ENEUITHD, £, ZLTTF=0 T VT T AN
30 mL/min/1.73m? R O BH L, BANRNRZF oL LTOIHHEN S mg Z B x TAAIE =
ANABF HF R GT RETIERY, 2D OEEEE AT 2 720 E L,

5. BANRZREFUORE - HEICEET A6 /H EOFE2 THEINTEY . AFIZa AR
X F U HAF Z BN E-T A ATREM R A S L CL BiE LTz,
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L8 IMICE (R

1.8.4

# 1.8.4-1

FRALEDZFE () RUOZOHRTIEMN
AFNOMER EOEE () ROZFORTEHRINEE 1.84-11T7R7T,

FALEDIE () RUZDRERN

i FoEE ()

B EAR AL

o ROBEITIT
BEHLRNZ &)

(1)
2)

€)

4)

ARFHN D E A3 % UIBEUE O BEEIE O &
5 HBE

EIE R ITHERERE D & 5 B K ONTHE
BEMETFLTWD EEBZLILDLLTFD
X o 7p e

SWENTS, BT I OB T
75, AP, HUE (2 b BE T
0 ANALZF o DIMPIEREN FRT5
BENWRD D, FT2. B ANRRLT T
WA L TR 2 DT,
JFfEE 2B L S RBENLRH D,
(TEEmEheE ) DIEZSM) )

TEIE SRR U C W B RIREME O & 5 I
AR O (T, e, RElmss
~OFeh ] OISR

VI ARY UEBRGHROBE (TFHA
YER] DIEHE)

(1) AANORST % U ClEuE o

2)

€)

4)

BEEDR & D556, EER I
SEMR & A T2 FTREED B
DIZOBRTE LT,

0 2R B F o DR R
S, FFREENK T LT
B REIIARBI DB ST
W, B ANRNZAEF O
BREN EA L, BWERR & &
b T K RorBENNH
Hy, T, B ANRZAEZF T
FITHBIC B W TERT %
720, FFEELZEL TR
TNNHDH, ZHHDT &
O, AFIREEEINSZ L&
W D70 LT,

S Moa ANRREZF LS
D3-t R -3-2AF )17
B U VTSR A
(HMG-CoA) iEulEFRHE
B KERE LIZHAICIE
WOFRAEFENRE Lz &
DHRENH D, Filo, B M
BT, g ANRXF LIS
® HMG-CoA i Jr% 3 L E A
ZHENR3 » H £ TORICARA
L7z & &, IR RERIE
N bz L DWEND
b, BT, Ty hTrAN
AL T DI ~DOBAT
NREINTNDS, ZhbHD
e, REIRESIND
TLEERBETAT-OERLE L
Yl

vra AR UERERESNT
[AYUN | 72210 E = Pa
AZF ULz X, v
7o ARY O PR
A U AN WA Nl ey N
AINA R TF 2D AUC o4 D
FERR B TR RS- L
72 & EHAIE R L
LORENDH D, B ANRAH
F 1% OATP1B1 K O} BCRP
DIEETHDLZ NN
TEH, ¥ 7axRY T
OATP1BI1 } O} BCRP %5 Dk
HEZBHET D REERH 5,
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L8 IMICE (R

H FOEE ()

B EAR L

FDDH, AKAlE 7 m AR
Vo EoftHIZE Y m AN
A HF O EEN B
L. BIEHAR S b7 <
RAEBENRHD, TNHD
NP ) IR/ = 378 N BN
B G- O BB ITARFIDPEH
BHEINDZ EERIT DT
WL LT,

i ForE

LIEE®RS (ROHR
FIIXEEICERS
THZ L)

(1)

2)

€)

4)
)

(6)

BEE LT OBEEROH HHBE (1
ANABETF L, BEOBREDOH S
BE I REN L R dBE NN
H 5, —f%IZ. HMG-CoA & Tl =
FllPe HRELZ B & 40 2 BB Al RIE O %
SPEIERELZHTL2RETHD,
F 7o, RO BMARE > TR
HREFEALRH SN D Z 013D D,

(TR - HEICEET 26 H LoiE
Bl RO [HEy@Ehie ] oEBMR))

Tova—hgBE . FFEEIEED
B H 2838 (mBF I 7 Tt
FEREFE E O FLEE |28 U C i Ky i
EDEHAPRD N, ( TEEyEhEE |
DIESM) v ARNAZ T 3 E IR
WA LCHERT 20T, IFEE%2E
{bEgr28FZN01HD, F-, 7 AR
ARFUTIE, Ta— LHEORE
TR RIMRIE R & bt D

WEND D, (M) KO TSRy EHE |
DIES) )

7477 — hREH] (YT 4T T—
N, =aF U, 7 — VRTE R
(A vFafS—LE), v aIA
NRPUAEME (=) An~A %)
EGHOBE [—HIZ HMG-CoA i#
JTCEEEFLER & 2 b 0K L DHEH
(2 &V BRI RMRIE DS B & b7
W, ( TFEEAER ] oHEER))
PERBARE (oY F I 7 CITZeE R L
BED RN HESN TN D)

FOIR IRFSREIR TIE D FBFE . BB D)
W (YA b7 0 —5%) IZD
FHERED & 5 BE . EAIMEOTEE D
BEEED & 588 (R ANRNRZF T
VAU RARIEDSN B DbV e D
WMENRDHD,)

mElnE (TERE~0&b ) OESR)

(1)

0 AN AR F o ORI
NS, RS P DR
FEEDH DHBETIH, 7 AN
A BT D T R 16
THXEBIIIZEAERD S
Niginof-m, &EE (7 L7
F= 70T TR
<30mL/min/1.73m?) % fEE
DI D ERETIE, BEEER A
T R EE A RI3 5 I R
HLiztoRENRH D, £
7o, BREREIN N A T
HMG-CoA 3= JT1#% 55 [ 4%
5 IRf R L ARIE DO FE B
BENEL 705 & OWEN
%, BBUHRRIEIZ - T
BT R BE DAL FED
LD ERH DT, BE
ENIIZEOBAEREOH 5 B
FITIIAR A HmEHICERET
DLBENRHDHZ LI ER
Mol 4- B 7- DR E LT,

Q) —EBF I T TIINFHEREREE D

FREIZ)i U C s SRy i
EDEANREDLN TS,
0 ARARF AT FNAT
W2 LTHERT 5720, iF
R 2 YL S E D BN
D, £f2, Ta—)LhE
DOBRETIZT La—iz k
5RO REES (=4 /
—NREDRBI T 2 N T
VT B R X B Rp A i
RBEFIEVEOIHE) XIXEHE
] (=& ) = X B
LN b= KU T
X D EEEENE) FIZXY
FREC b fRIE % & o fip i
(T va—ntE 4 /RF—)
ERTETHEND O | B
FRIE DfEIRIK - & 72 5 &
DWERHDH, TNHDZ &
Mo, TIa—)LHEFEOE
. FEE T OBEERE D
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L8 IMICE (R

H FOEE ()

A EAR AL

€)

4)

().

D HBEIIIAK & EEC
BETOVLENS D Z &0
SIEFEEMUE T 572 0% E L
Yl
HMG-CoA & R EA| &
DOOFF T, RO BUFIE 2 &
bW\ Enash
TWAH7zH, Zh b DK%
Be 5 D FBE I TII AR & 1E
EICREGTHLENDD Z
EPDEEMET Bk
T L,

TP F I T TIXEN R ER
(RN TEERE R o 5
NREDENTEY | HRFER
FIIAR A EE IR
DLBENRHDHZ LI ER
Mol 9- B 7- DR E LT,

(6) TN HOBEIX. BT
FRIE 2 Lo W SRR 2
HTHBE LS, nARR
X T ENTSASCED TEE
Beh ) OEIZFEEH SN TWD
ZEMND AFITHRBRICHE
BMLET A7 ORE LT,

2 BB FRAE

S
=]
o

(1)

2)

€)

4)

)

AFNT, =EBF I 710mg & 1 AN H
F L LT25mg & 5V idSmg & D
ARITHY, TEFIT L ANRRH
T UM FORIWERNRET DRBZE N0
B DT, WUNIARKIOMEH 2 et
HZ &, [ TEWER ] oEZH)
HOHMNLOHE I L AT 1 — LIGETRE
DHEARTH HRFFIELITV, HITHE
BEC, il - B 0O R O
ROV R 757 7 X —OEEEL
DEBTH L,

B REREIC BT A B AR FR AT A L2 B 3R
DONDHEEFIT, KFET7 47 F7—1
REFNZ AT 2 5AITE, IBRES
Te 13700 &M S D B AT O AF
3252 L, 2B HiEELEMED
FERUH RMIE 3 & & b3\, ot
RO 2, A I, EMICE
FEiEm A S 2 5 L, BRIER (A
J. Wi JiE) OFEBL, CK (CPK) F5-,
M ERF I A7 a e BRI
Mig 7 L7 F = RSB EDHE
fbERBOTEAIFE bR GZ R IET
AL,

$e - v . HR TR A 2 E B R A
L. 1B D BUGD T B AL
LEligbse2hiE+5 2 &,

0 ANAL F R G AN AL A )
CK (CPK) @&, RIEZ LD\

(1)

2)

€)

AKANX, = EBFIT L AN
AEF L DOEARAITH DT
D, MG ORIWERDN BT 5
BENARSHDZ EnD, R
Wit 4 5 7= DFRE LT,

B L AT — L IfLE TR R
BT HEREFHETH D,
B L AT 12— )VIIEDIEHE
Tld, BEEESERREZ
GO T TR BB O UEDHELE
INTEBY, ENTHLEHHA
FEE SR T & 22 WIEAITIE
U CHEMREILEEEBETDH
ENRUBTHDHIZOREL
Yl
HMG-CoA & jt 2 B E A K&
N7 4 7T — FRIEAIFE D
HEEFIETHSD, HMG-CoA
BITER L F AN LB O EIE
& LT BTV AR5
FRIE OFERRIA - D — DI
HEREREEN D D, £,
HMG-CoA = o3 [ E A &
7 4 77— FREH| L OO
IZ XV B B EE DB L2
£ O BRI EARIE D & & i
RLTWEOHRENRH D, i
HEDOZENDL, AFITHHEE
Watl 4 5 7= DR E LT,
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1.8 IRfE ()

H FOEE ()

B EAR L

(6)

(7)

(8)

)

HEDESE, Bl HMG-CoA & Tl
(HMGCR) PUiskpites: 2 8 & 3+ 5%
FENAEVEEETENE S A F = b b b
. BEEH L% DR 2 HIh S &
NTWDHDT, BEDIREE 14518l
BT HI L, 7ol MEMEIFEEC
L SENA LI & OHREFIN D
%, [ TERZEWEH) OBESH)

0 A/NAZF U HAE G D BARK|~D
U 2 BRI TR ER AT 2 &, &
7o, BANRAZF U OHEERI2IAET
ORNEIEAI, Aiz1mEl, ZH LR E
By CEEICLESE) (ICHSREMRAE 21T D
Z k.

HHEE R ORTFRSRERR E 2 F 9 5 B 12X
BELRNZENREZ LY, (mBF
2 T DOIMAEFIREN ER/T28F08
b5, ( [EEpEhE)] OESH))

FOIR IRFSREA FE, PAZEMERE D 5 JHiE
B BB RE, BEREORERBOA
ff. MyEMREICEREL 5 2 5340
AR %8 O R EZERNC XV &R e 2
ELTWAEHEIT, JFIRBOIEHE, K
FI DY) 0 R % %% vl e/ PR V) St L 7=
LCARBITOIREEBET D &,
TYFIT LT 4T T— FREH OO
FIZBI L TiE, SRR R ST
5. PEAT2E1. BAER E O]
TERORIUCEET D&, (F4T7 7
— NREHITIFEAH~Da LR T B —
JVHE 2SN S BRATERRA 2 B
HIEMBDH, =EBFITEA XTH
OHYBEHFDOalL ATe— LVEED
HamsEsncns, (IFofon
BIOHSMH))

4)

)

(6)

(7

()

)

&2 L AT a— VI ETE A
BT HEEFHETH D,

5ol AT u— )VIMEDIRE
WX, @RS L AT a— Ul
RMMMER T 2 LN EE
Thdi, EHEHIXmF AR
B OB %2 EHIIZITV,
AHN DR A MBS D2 &0
PMETHD, BEICIL->TIE
AFNZBOE LG EL H

0. ZhENREED SRRV S
2k, AAOEE- 29Ik L,
DA ~DEL L Z[ET 5
EEORKIDEIR LB St
TBDOESTZORE LT,
HMG-CoA &yt 32 L = Al 4t
WOFEEHRETHY, o AN
A BT CENTA SCEIZRB WD
T TEERERNER] OB
ICEEH SN TWA Z Lk,
AHKITH RIEEICTEE S 5
72 ORRE LT,

BT I T ORMLEIZRBY
C HMG-CoA i Jrli# 3 [H E 5
& OOF FHBAAEIRFZ I AT BE

HEFEHTDH &) EERE S
NTW5b, £/, BANRNRH
F o w5 U AT RERE EE
Bl < T, BEHRGEE
A LA AT RE R A il 5 3
RE LI DOHRENRDH B, +
D=0, EE R NTFHERERE E ~
DR 2 RRIH T2z

b, EMOICHTHRERE 21T
FZENREFELYL, ZNbHD
ZEND, EEMET S0
RIE LT,

PR DRFRERERE E 2 AT 5
BETII= T I 7T omiESd
BRENESTLIBZENLLRD D
D, EEMETSZD
RIE LT,

TR AR I E R R R R oD
TRIEIC X v @R IR RE A3 ik
B D720, AE OIS TIE
RN, IS E IR L
729 A CARAEBRGTH0E
NHDHT-OHRE LT,

A X &AW1 5 HEOKRIE
BEHEERBR T, =BFI7
ICEDHED S EH =L AT
n—/VREO EFRRE S
TWb, £/, 747 7—F
RHEFNTa L AT o —)LDJE
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il

EH EoEE (

C

)

)

B EAR L

P2 B &, A E
EHEETHAREENRDH D, Bl
W Cld, 7479 — FRIE
KL oPFITLDMHOT
R/ e s G A N/

O, EEMELTH-OREL
Yl

3AHAEAEH 0 ZANNAKZF L E, OATPIBI K ONBCRP @O | & ZNA X F o DAR HAEH O
EEThb, [ [HEpEhie] omESHR) a8 Lz,
(1) PHH%ZER (BF
HALznZ ) PRI [ BRER - BT - faR || R ARRE T LY m AR
HE Gk X+ YEDOPFHIZE Y, mAARR AT
SUBAR | AR | U a AR > D AUCoan DFITE LS LT &
Jyoo: Urzgh | U DOHENRDH Y | EHERITEMIC
(Fr5F 4 | ShTW5b | OATPIBIK || fafz KIFEF L5 REFRiiiE
T2y R | DIEBREE | OVBCRP & LBRENDOH D, KEIDPFHES
F—F0) | FTa AN | OREREA T END T L ABET D TP AL
ABTF Uk | ET D AEE e L7,
PR LI=E | HERDH D,
SR/ .
AR D
AR
BT 72 )
SN, =/
AN B F
D
AUC o240 23
R AR NI
B OB
BELEE
X |THAT
7% £ 5
L7- & D
B 5,
(2) PHHEE (BF
HAICEETHZ L)
R4 % BRRIEIR - | BEFY - fElR
sk iSES
7475 — | 7274 | 747 5— || HMG-CoA iZ it FIHEH & |
FREH | TT—bhE | FREHL 7 4 77— FRIEH L OPFHIC
RYPT 4T | BANRRAL | B ANRRH X0, W, B, 2 LT T
5 | FrofHl | Fodichs || ¥ T LT FURASF
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B3O E
A K OH | B 2—8y MEEASELD: 1I5EHICTETF 2 710mg L OB ANAZ F ULy

Sy - Sy

22.6mg (W ANRALZF L L TC25mg) 2aA8T 5,
12—ty MAHE HD: IEEFIZTETF I 710mg KO R AN EF oI LT Y
L52mg (RANRZREF L 1L Tsmg) #5H7T 5,

ik TEFIT L ANRRZF AN T LOGHEMREBRITEM L T,
o A—¥ vy MidAEE LD, FECASE HD OZhEE « L OHE - HEIF=EF
TEEE B ANREF I N T AETEBINTZHEANTHL Z & BIKTH
RO GRS D T & AR B 5 O B BREGRE )> © Il T D BT
HIgRE NN &, =B F 2 7 LD HMG-CoA 1ETEEFELERK (7 LA X
Fr, TINRREF o VNRRAZF U ROAAREZT ) & OPFHEMEREREK
f (mBF I 7 ORERFEAKEHFEEREEN.13.1.102.4 H, 2.6.6 HKXKU2.6.7
H]) Do BFITERARREF U N LEHHT LI LK BEmD
AT LM O s G- R B 7 B e N BL T D AlREMEIXIZ E A KR e 35
Zohiz, LEDZ &t v A—Ey MNdEEE LD, RIS HE HD 12133
IR ERBRT W EEZOND,

RIEH] RIVEIZEBLER 1427861 =5.0% | BEIRIR AR FREER  11/27861=4.0%
BIVERH OFESE BIE(%) i PR TR A i S D e HR BIE(%)
fE 1 (0.4) TI=2T ) T AT =T 4 (1.4
R 1 (0.4) 7 L7 F ok 2R 2T —BHN 1 (0.4)
Ui E NP 1 (0.4) i HR R ER N 1 (0.4)
T SRR 1 (0.4) y =T NEINRTRT =T —P 1 (0.4)
HLBE 1 (0.4) 7Y a~E S a e N 1 (0.4)
*95 1 (0.4) iR e e 4 (14

=tk MSD #E st #iA) . Bl
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3 H3%0 (’!‘—“)1*/1/3) D AREIC B S
3.2 T2 UTHE
3.2.P Drug Product(rz z Yy FELASELD, B A—F v FOELA
5t HD, &A1)
3.2.P1 Description and Composition (2 A — v A #E LD, = A
—¥ v FORIEHEHD, $EA))
3.2.P2 Pharmaceutical Development (2 A —€ v MEl&6E LD, & A
—¥ v MELEHE HD, $EA)
3.2.P2.1 Components of the Drug Product (m A—E vy MEAEHE LD, =
A—E vy MEIAESE HD, $EA])
3.2.p22 Drug Product (@ A —€ > Ml &8E LD, 72 —F v MNilE
5t HD, &A1)
3.2.P23 Manufacturing Process Development (7 A —t > h®ELA HE
LD, m2x—¥ v FRLEEE HD, HEA)
32.P24 Container Closure System (72 A —+t > hEl&HE LD, 17 A —
v MeEESEHD, SEA)
32.P2.5 Microbiological Attrlbutes (m A—Ey FEAEHE LD, 7 A—
£y MG BE FEFI)
3.2.P2.6 cOmpanbllny(u z t v FELEEELD, 7 A—€ v MRS
5t HD, &A1)
32.P3 Manufacture (2 A —¥ » hEIAHE LD, 7 A —F v FOEA 5
HD, i)
32.P3.1 Manufacturer (@ 2 —¥ v M E5E LD, 17 2A—1F v MEA
5t HD, &A1)
3.2.P32 Batch Formula (2 2 —€ v Ml GEE LD, = A —€ > FEE
5t HD, $E#l)
32.P33 Description of Manufacturing Process and Process Controls
(mA—Ey MELAEHE LD, 7 A—E > MEEHE HD, $EA)
32.P34 Controls of Critical Steps and Intermediates (2 A —¥ > F®Fl &
ELD, mA—E v FOBIGEEHD, HEA)
3.2.P3.5 Process Validation and/or Evaluation (72 A —¥ » h®EL& §E LD,
1 A—+t v MELEHE HD, $EA)
3.2.P4 Control of Excipients (2 A —1t » hE&HE LD, 2 A—E > b
Sl A §E HD, HEA))
3.2.P4.1 Specifications (7 A —+t v hEIGHE LD, 1n XA —F v FMilE

#E HD, HEH)
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3.2.P4.2 Analytical Procedures (# A—¥ v FEIE&EE LD, 7 A—E v
ORI A EE HD, SEF)
3.2.P43 Validation of Analytical Procedures (&2 A —-¥ » M®ELA6E LD,
1 A —+t v MELEEE HD, $EA)
32.P44 Justification of Specifications (7 A —t » Ml A $E LD, 1A
—¥ v MEASE HD, $EA)
3.2.P45 Excipients of Human or Animal Origin (7 A —¥ » h®ElE& HiE
LD, mA2—+% v FEEEE HD, $EA)
32.P4.6 Novel Excipients (2 A —+t€ v FEIGHE LD, = A —F v Fe&
&8E HD, $EA)
3.2.P5 Control of Drug Product (= A —€ v FEd&8E LD, 17 XA —F¥
> MOELEEE HD, $EA)
3.2.P5.1 Specification(s) (7 A —¥ » hELEHE LD, 7 A —€ v Mol
&8E HD, $EA))
32.P52 Analytical Procedures (# A —¥ v FEIE&EE LD, 7 A—E v
FeELABE HD, SEF)
32.P52.1 Analytical Procedures - Assay, Content Uniformity and
Identification
32.P522 Analytical Procedures - Degradation Products
32.P523 Analytical Procedures — Dissolution
32.P53 Validation of Analytical Procedures (&2 A —-¥ » M®ELA§E LD,
1 A—+t v MELEEE HD, $EA)
32.P53.1 Validation of Analytical Procedures - Assay, Content Uniformity
and Identification
32P532 Validation of Analytical Procedures - Degradation Products
32P533 Validation of Analytical Procedures - Dissolution
32.P5.4 Batch Analyses (2 A —¥ v hEASE LD, 2 A—E v hELA
#E HD, BEH)
32.P55 Characterization of Impurities (7 A —+ v h®ElA6E LD, 7 A
—¥ v MEASE HD, $EA)
3.2.P5.6 Justification of Specification(s) (7 A —¥ » NEl&§E LD, 7 A
—¥ v MELEHE HD, $EA)
3.2.P6 Reference Standards or Materlals (rA—ty FEGHE LD, =
Z—+® v FELASE HD, SEA)
3.2.P7 Container Closure System (2 A —¥ v FE&8E LD, 7 A—+F
> MOELESE HD, $EA)
3.2.P8 Stability (2 A —¥ v FEIEGHELD, 7 A —€ v NESHEHD,
FEA)
3.2.P8.1 Stability Summary and Conclusion (2 A —€ v N6 LD,

0 A—+t v NECAEEHD, $EA))
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32.P8.2 Post-approval Stability Protocol and Stability Commitment (12 A
—E v FRIGEELD, v A—¥ v FEIAEEHD, HEA])
32.P8.3 Stability Data (2 A —€ » MElGHE LD, 2 A—F v MEA
€ HD, $2#)
32.P83.1 Stability Data - 10mg2.5mg
32.P832 Stability Data - 10mg5mg
32.A Appendices
32.A.1 Facilities and Equipment (2 A —¥ > il &8¢ LD, 7 XA —F¥
v MOELEGE HD, SEA)
32.A2 Adventitious Agents Safety Evaluation (2 A —1t v M4 §E
LD, v 2—¥ v MEIAHE HD, §EA)
32.A3 Excipients
32R Regional Information
33 2 3k
[%*43.3: 1] CRESTOR™ (rosuvastatin calcium) tablets FDA Summary Basis Center for Drug - - - - -
of Approval Evaluation and
Research
4 FAE (BEV 2 —4) ¢ BRI S
4.2 RS
4.2.1 HE PRI
4.2.1.1 W & AT DR
[&kt4.2.1.1.1: Improved efficacy for ezetimibe and rosuvastatin by attenuating the | Ason B, Tep S, Sirna s+ J Lipid Res. 2011; | &5 &%} L
PD001] induction of PCSKO9. Davis HR Jr, et al. Therapeutic 52: 679-87.
s
42.12 R TR B S B R
A% ERIE L
42.13 2P
ALY ORI L
42.14 HE 7R SRR F AR SR
422 B RERR
423 L AR
423.1 FE 1B 5k R
A% ERHIE L
4232 B B - iR
A% ERHIE L
4233 R TR
A% ORI L
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4234 3 A SRR R
ALY ORI L
4235 A BB A T R
A% ORI L
423.6 Sl QU
ALY ORI L
4237 Z OO TR
4237.1 FURMER SR
42372 Sy R
42373 HIEFEB OB I B4 2 3R
A% ERHIE L
42374 AR
423.75 R O MR
423.7.6 Al D T R
[k ONE-MONTH ORAL TOXICITY STUDY IN RATS MRL 23I“~ PN FEP R AR | ML
42.3.7.6.1: 2
| ffl6001fin]
423.7.7 Z DAL O R
A% ERHIE L
43 2 3k
[&%}4.3: PD1] Pharmacodynamic interaction between ezetimibe and rosuvastatin. | Kosoglou T, - - Curr Med Res - -
Statkevich P, Yang Opin. 2004; 20:
B, etal. 1185-95.
[&%}4.3: PD2] Safety and efficacy of ezetimibe added on to rosuvastatin 5 or 10 Bays HE, - - Am J Cardiol. - -
mg versus up-titration of rosuvastatin in patients with Davidson MH, 2011;108:523-30.
hypercholesterolemia (the ACTE study). Massaad R, et al.
[&#}4.3: PD3] Uptake of rosuvastatin by isolated rat hepatocytes: comparison Nezasa K, Higaki - - Xenobiotica. - -
with pravastatin. K, Takeuchi M, et 2003; 33:379-88.
al.
[&#}4.3: PD4] Liver-specific distribution of rosuvastatin in rats: comparison with | Nezasa K, Higaki - - Drug Metab - -
pravastatin and simvastatin. K, Matsumura T, Dispos. 2002; 30:
et al. 1158-63.
[&¥+4.3: PD5] Preclinical and clinical pharmacology of rosuvastatin, a new McTaggart F, - - Am J Cardiol. - -
3-hydroxy-3-methylglutaryl coenzyme A reductase inhibitor. Buckett L, 2001; 87:
Davidson R, et al. 28B-32B.
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[&%}4.3: PD6] Drug therapy for hypercholesterolemia and dyslipidemia. Bersot TP. - In: Brunton LL, - -
Chabner BA,
Knollmann BC,
editors. Goodman
& Gilman's: the
pharmacological
basis of
therapeutics. 12th
ed. McGraw-Hill;
2011.
[&#4.3: PK1] Effects of piperine, cinnamic acid and gallic acid on rosuvastatin Basu S, Jana S, - Phytother Res - -
pharmacokinetics in rats Patel VB, etal. 2013;27: 1548—
56.
[&#t4.3: PK2] Effect of Food on the Pharmacokinetics of Rosuvastatin after Baek IH, Kwon - Drug Res 2013; - -
Administration of a Single Oral Dose in Dogs KI, Kim MS. 63:145-9.
[&#}4.3: PK3] Pharmacokinetics and disposition of rosuvastatin, a new Nezasa K, Takao - Xenobiotica 2002; | - -
3-hydroxy-3-methylglutaryl coenzyme A reductase inhibitor, in rat | A, Kimura K, etal. 32:715-27.
[&#}4.3: PK4] Rosuvastatin: A Review of the Pharmacology and Clinical Luvai A, Mbagaya - Clin Med Insights | - -
Effectiveness in Cardiovascular Disease W, Hall AS, et al. Cardiol 2012; 6:
17-33.
[&#}4.3: PK5] Involvement of multiple transporters in the hepatobiliary transport | Kitamura S, - Drug Metab - -
of rosuvastatin Maeda K, Wang Y, Dispos 2008; 36:
et al. 2014-23.
[&¥+4.3: PK6] Metabolism, excretion, and pharmacokinetics of rosuvastatin in Martin PD, - Clin Ther 2003; - -
healthy adult male volunteers Warwick MJ, 25:2822-35.
Dane AL, et al.
[&¥+4.3: PK7] A double-blind, randomized, incomplete crossover trial to assess Martin PD, - Clin Ther 2003; - -
the dose proportionality of rosuvastatin in healthy volunteers Warwick MJ, 25:2215-24.
Dane AL, et al.
[&¥+4.3: PKS] Ezetimibe: a review of its metabolism, pharmacokinetics and drug | Kosoglou T, - Clin - -
interactions Statkevich P, Pharmacokinet
Johnson-Levonas 2005; 44: 467-94.
AOQ, et al.
[&#}4.3: PK9] Disposition of ezetimibe is influenced by polymorphisms of the Oswald S, Konig - Pharmacogenet - -
hepatic uptake carrier OATP1B1 J, Liitjohann D, et Genomics 2008;
al. 18: 559-68.
[&%}4.3: PK10] | Drug interactions with lipid-lowering drugs: mechanisms and Neuvonen PJ, - Clin Pharmacol - -
clinical relevance Niemi M, Ther 2006; 80:
Backman JT. 565-81.
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[&%}4.3: PK11] | Disposition of the cholesterol absorption inhibitor ezetimibe in Oswald S, Koll C, - J Pharm Sci 2007; | - -
mdrla/b (-/-) mice Siegmund W. 96: 3478-84.

[&%}4.3: PK12] | Intestinal expression of P-glycoprotein (ABCB1), multidrug Oswald S, - Clin Pharmacol - -
resistance associated protein 2 (ABCC2), and uridine Haenisch S, Fricke Ther 2006; 79:
diphosphate-glucuronosyltransferase 1Al predicts the disposition C,etal. 206-17.
and modulates the effects of the cholesterol absorption inhibitor
ezetimibe in humans

[&%}4.3: PK13] | ALC-MS/MS method to quantify the novel cholesterol lowering Oswald S, - J Chromatogr B - -
drug ezetimibe in human serum, urine and feces in healthy subjects | Scheuch E, 2006; 830:
genotyped for SLCO1BL1 Cascorbi I, et al. 143-50.

[&%}4.3: PK14] | Disposition and sterol-lowering effect of ezetimibe in multidrug Oswald S, - J Pharmacol Exp - -
resistance-associated protein 2-deficient rats Westrup S, Grube Ther 2006; 318:

M, et al. 1293-9.

[&#}4.3: PK15] | Disposition and sterol-lowering effect of ezetimibe are influenced | Oswald S, - Clin Pharmacol - -
by single-dose coadministration of rifampin, an inhibitor of Giessmann T, Ther 2006; 80:
multidrug transport proteins Luetjohann D, et 477-85.

al.

[&%}4.3: PK16] | ATP-dependent transport of rosuvastatin in membrane vesicles Huang L, Wang Y, - Drug Metab - -

expressing breast cancer protein Grimm S. Dispos 2006; 34:
738-42.

[&kH4.3: TXI1] The toxicology of HMG-CoA reductase inhibitors: prediction of MacDonald JS, - Toxicol Pathol. - -
human risk. Halleck MM. 2004; 32:26-41.

[&kH4.3: TX2] Ezetimibe added to statin therapy after acute coronary syndromes. | Cannon CP, - N Engl J Med. - -

Blazing MA, 2015;372:
Giugliano RP, et 2387-97.
al.
[&%4.3: TX3] | Rosuvastatin calcium. - - Physicians Desk - -
Reference. 59th
ed. Thomson
PDR. Montvale,
NJ 2005. p644-7.
[&k4.3: TX4] Preclinical evaluation of lovastatin. MacDonald JS, - Am J Cardiol. - -
Gerson RJ, 1988; 62: 16J-27J.
Kornbrust DJ, et
al.
[&k4.3: TXS] Animal safety and toxicology of simvastatin and related Gerson RJ, - Am J Med. 1989; - -
hydroxy-methylglutaryl-coenzyme A reductase inhibitors. MacDonald JS, 87:28S-38S.
Alberts AW, et al.
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[&k4.3: TX6] The genotoxicity profile of atorvastatin, a new drug in the treatment | Ciaravino V, - - Mutat Res. 1995; - -
of hypercholesterolemia. Kropko ML, 343:95-107.
Rothwell CE, et al.
[&k4.3: TXT] Lovastatin and beyond: the history of the HMG-CoA reductase Tobert JA. - - Nat Rev Drug - -
inhibitors. Discov. 2003; 2:
517-26.
[&k4.3: TXS8] Subchronic toxicity of atorvastatin, a Walsh KM, - - Toxicol Pathol. - -
hydroxymethylglutaryl-coenzyme A reductase inhibitor, in beagle | Albassam MA, 1996; 24: 468-76.
dogs. Clarke DE.
[&k4.3: TX9] Hepatic effects in beagle dogs administered atorvastatin, a Walsh KM, - - Toxicol Pathol. - -
3-hydroxy-3-methylglutaryl coenzyme A reductase inhibitor, for2 | Rothwell CE. 1999; 27:
years. 395-401.
[&%}4.3: TX10] | Rosuvastatin: Exploratory Seven-Day Oral Biomarker Studies in - - - B R - -
Male PhoenixBio Chimeric Humanized Liver and CB-17 Mice
(r1# 0007, JJ-0011, and -2542). Study Summaries.
[&%}4.3: TX11] | The role of maternal toxicity in lovastatin-induced developmental | Lankas GR, - - Birth Defects Res | - -
toxicity. Cukierski MA, B Dev Reprod
Wise LD. Toxicol. 2004; 71:
111-123.
[&%#}4.3: TX12] | Rosuvastatin calcium. European Pharmacopoeia version 9.0 - - - European - -
Pharmacopoeia
version 9.0
5 HSE (B 2 —5) ¢ BRI E
5.2 LR R ER
53 i A TR 15
53.1 2 W A R e o
53.1.1 PAFT A F VT 1 (BA) RBRBE
[&k5.3.1.1.1: AANEERESRE 2R LB F I T/ n AT MSD BEA &4 | 2 ~ | AR EH - FIATG R L
P835] YEAR (BT I 7 10mg/ B ANA L TF 5 mg DELEHF) 28"'
DI ANA FT XA Z YT ¢ 23l 238 (EWEn
[F] S5 P AR
(G531 | AARNERHRE 2 KGR L Lim=BF <7/ mASRZF | MSDHAXAE zgl“~ EES B2 - B | ML
P836] VELAEAI (EF I 710 mg 1 ANAFZF 5 mg DELE A 2
DIEENREIT BT B D 38 & Al 3 2 B Rl 53R
[ERFS3.0.1.3: | HA ABEEERR A Z /% & U7z g8 51 O MK-0653H O A% | MSD frAi 2tk 28III~ HA ) - AR | ML
P846] BINA AT A F Y T 4 2RIl 5Bk 2
53.1.2 Lo BA BB K OVE AR E (BE) SRR &
5.3.1.3 In Vitro-In Vivo o Bl 2 #R7 U 7o sk o5 &
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ZEEE5.3.1.3.1: PHARM INV P 2 Pharmaceutical Development Rosuvastatin MRL 20'“ BS sk SEER L
h] (CRESTOR) 2.5 mg (ex-Japan)
53.14 AW B OB S S BT IR A i o
[&%}5.3.1.4.1: | Validation of a high performance liquid chromatographic method -—m NFE sk ZE G L
04F7HG] using tandem mass spectrometry detection and automated
extraction for the determination of unconjugated ezetimibe in
human EDTA plasma.
[&%}5.3.1.4.2: | Validation of a high performance liquid chromatographic method Fm NFE sk ZE G L
85022AEVQ] using tandem mass spectrometry detection and automated
extraction for the determination of unconjugated ezetimibe (40 to
2000 pg/mL) in human EDTA K2 plasma.
[&k}53.1.4.3: Validation of a high performance liquid chromatographic method fm Ao at WEsh ZEGE L
04F7C5] using tandem mass spectrometry detection and automated
extraction for the determination of ezetimibe total in human EDTA
plasma.
[&%}5.3.1.4.4: | Validation of an high performance liquid chromatographic method Fm NFE sk ZE G L
55147AKXU] using tandem mass spectrometry detection and automated
extraction for the determination of rosuvastatin (20 to 2500 pg/mL)
in human EDTA K2 plasma
[&#}5.3.1.4.5: | Validation of an ultra performance liquid chromatographic method Fm NFH sk ZE G L
175019AQGR] using tandem mass spectrometry detection for the determination of
rosuvastatin (20 to 2500 pg/mL) in human EDTA K2 plasma
532 b N AEEURR A U o S B B B oD BRI
%GR L
533 ERAR S EE (PK) BB E &
53.3.1 TEFEBIRFE (T 2 PK K& O 8 5 P ol i o5 2
[ER533.1.0: | @3 AFo— L MEEET IR A NRFEEHRE 2545 | Schering-Plough | 2 ~ | AT | W REAREORE | EL
P03317] L LI BF I TR ANRAY T o e KERE LB Research Institute. 22"'
YA A AR
5332 BT D PK L ORI AR VR
%GR L
5333 PIRIPESE R 2 i L 7 PK kB i &
%Y AR L
53.3.4 SHRIPEZEIR & Wit U 7z PR AR B &

A% ERHE L
5335
%R L
534
A% ERHE L
535

RE 2 b—3 3 o PKRBRfGE
BRPRHE 1% (PD) RBAMEE

AR R OV R

SRS
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5.3.5.1 FH R 3~ 2 LS B9 % Flieont BRI 5
[E#15351.1: | AAAE L AT o— L IESRE x4 L L7 MK-0653H MSD et 2016.06.11~ | BAR EWN - AR | L
P832] DA MR O Ve 2 RFE T 5 72 6D O 55 AR JE1E 25 (b S 38 2017.01.25
x HE SR
5.3.5.2 Fext BB #
[&Ft53.52.1: | =BF I 7 XIFn ANNAL F U HANARE CLDL-C Of§EE | MSD &t 2016.0523~ | BA EWN - Rk | ML
P833] BEBMEICE L TWRWHARAS 2 VAT o —/LIERE 2017.12.11
Zxtg & Uiz MK-0653H REIHE RO 2k OB A1 &
Wt % 728 O MR IE S M 045 5 Hi AR AR
53.53 B OB & OF TIRAT L 1o 5 &
A% ORI L
53.5.4 Z OO B R RER R
5.3.6 TR 1% oD o FH AR IR U B 9 % i i
[&%5.3.6.1: EZETIMIBE/ROSUVASTATIN PERIODIC SAFETY UPDATE - - - - - ZEGE e L
PSUR] REPORT (PSUR) Reporting Interval: 20-NOV-2015 to
19-NOV-2016
[&Fk5.3.6.2: R RMEHSER DR BRI — & - - - - - SEER L
LLSAR]
5.3.7 BHET— 7 BRI OERI RS
[ats3.7:1] | EZamly GHiigs) omf] % - - - - - - -
[&k5.3.7: 2] RIMEAMBLER ST EF — & - - - - - - -
[&kH5.3.7:3] BERAEFLVBEINEN - - - - - - -
[&k5.3.7: 4] e 1 S B AR BN DS BLER S VTR — T - - - - - - -
[&k5.3.7: 5] AR REMEOZTE 2 BUIR L2 - - - - - - -
5.4 2 ik
[Eh}5.4:1] 7 LA L BRI il [N E IR et AR | EE - - - Prog. Med. 2007; | - -
. 27:1159-89.
[&El5.4: 2] Serum noncholesterol sterols during inhibition of cholesterol Miettinen TA, - - - J Lab Clin Med. - -
synthesis by statins. Gylling H, 2003; 141: 131-7.
Lindbohm N, et al.
Finnish
Treat-to-Target
Study
Investigators.
[&klS5.4: 3] The molecular mechanisms underlying the reduction of LDL Telford DE, - - - J Lipid Res. 2007; | - -
apoB-100 by ezetimibe plus simvastatin. Sutherland BG, 48:699-708.
Edwards JY, et al.
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[& k5.4 4] Safety and efficacy of ezetimibe added on to rosuvastatin 5 or 10 Bays HE, - Am J Cardiol. - -
mg versus up-titration of rosuvastatin in patients with Davidson MH, 2011;108:523-30.
hypercholesterolemia (the ACTE Study). Massaad R, et al.

[&E}5.4: 5] Effect of fixed-dose combinations of ezetimibe plus rosuvastatin in | Kim KJ, Kim SH, - Cardiovasc Ther. - -
patients with primary hypercholesterolemia: MRS-ROZE Yoon YW, et al. 2016;34:371-82.

(Multicenter Randomized Study of ROsuvastatin and eZEtimibe).

[&El5.4: 6] Combination Therapy of Rosuvastatin and Ezetimibe in Patients Yang YJ, Lee SH, - Clin Ther. 2017; - -
with High Cardiovascular Risk. Kim BS, et al. 39:107-17.
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