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EZETROL® 10 mg Tablets

(Ezetimibe)

WPC-MK0653-T-112011 FBEE T 024058 5%
0653-TWN-2012-005310V1 AEARBAMESFEH
BYERSD
EZETROL R ABRSEH , BEE%E 10 mg ezetimibeo

AR

EZETROL®(ezetimibe) R # —EMIM MATEE R , © A BURE M IS E B2 AR 488
HEY) I BE1E A5 B B R TR
ERNE

EZETROL RAMRZ#% , ESEHAEN , EATRRE SR RIEERE{ Y0
statins , FRAEEZY(bile acid sequestrants) [resins] , fibric acid $T44] , plant
stanols) I B EA#E, Ezetimibe (EAK 2 T B 25 EEEHE ¥ (sterol
transporter) Niemann-Pick C1-Like 1 (NPC1L1) , X HB & SEERREY ERE
1N R
Ezetimibe = E4 A RA/NGH BIAR R & T MR E B A R |, EMmEKBRIREE
A ENFRE, Mt A SURA R IEE R | SRR P s E R B BR.
Ezetimibe & 18 tNAEEREY 2 34 (bile acid sequestrants) , th TN &IATHES B
[E| B2 (statins). BHEST— 3 51 #Y B PR 51 SR BR IR E ezetimibe £ 1D I i E B2 R UK 75
ERIRIZM, Ezetimibe AT LAHDHI“C-cholesterol IR UK , B 2 =B H hBs. Ashh
. BEER. progesterone. ethinyl estradiols} 254 M4 EARDRNRIKERRE
R, EXE. A, RTFMETHEMERERT , TR FezetimbeEEHMG-CoA
reductaseil FIBIBEE &Y B HE LHNREEM. EAHE, BezetimibeEEHMG-CoA
reductaseiPHIEIGt AR , WE BB EBEREZNEYB HEXEFERARE(FES
REYTEER).
&4 18 (U= EERBMAENH A LT ABMENRAKERER  EZETROL BZH
BEFREAS , BT LA HIRG 0 B B B A RBUE 54% . % IR o E R A IRUK
ezetimibe B &% ZEFHENEERRL,. Statins WEEERARBDIFEEAEE
B, B EMETRERABENERAMER KU UEEEMERMEDIRKRE
EREHI MR, EZETROL M statin BERAHHREAA GRS REBMER AR
A LA AR 488 i 4 % 1 B2 (total plasma cholesterol; total-C), K2R E RS E H EEE:
(low-density lipoprotein cholesterol; LDL-C), apolipoprotein B (Apo B) , AR =8
HhBE(triglycerides; TG) , R bl % EAE & A I E & (High-density lipoprotein
cholesterol; HDL-C) ; MEZER —REALEBFEANKR AL, BEHESMmMEN
J5 26tk EZETROL # fenofibrate AJ 3 & M+ total-C. LDL-C, Apo B.
TG. HDL-C MAK% non-HDL-C,
BRERHFZEHE |, total-C, LDL-C # Apo B(Apo B A& LDL MEXEHREH)WBEH
5, SREAEGRBRELARE, i, HDL-C KIBERKE& th ¥R E
IRE{LHRERR. RITHRENARCERE  VOERFNBRERRITERA
total-C # LDL-C KBE R ELL , MA HDL-C WRERR ., i , ESRERE
M=MHAENEER , P EEEEREEE A (very-low-density lipoprotein
cholesterol; VLDL) , % Ef§Z A (intermediate-density lipoprotein; IDL) & 2L &
Y, B ERBNARBIRE LA,

BYBH LR
U
Ezetimibe £ ARz #ERRETU , KPS WAH R EELEETEMMN phenolic
glucuronide(ezetimibe — glucuronide), Ezetimibe — glucuronide & ezetimibe &
B FESEENERECmax)WEEE S BIR 1-2 MR 4-12 /1§, RALILEYTR
BRAEARBFMAEEES , Bt , E58E ezetimibe WEBY B TRAE,
EZETROL 10 mg fEBISE Y —2RA , ERESEHREEHEENRERTE
28 ezetimibe WORREBAI AR, Eit , EMRZERGAIRA EZETROL,
24
Ezetimibe # ezetimibe — glucuronide B8 A M4 E A ENHEE D 5I1H 99.7%H
88~92%.
)
Ezetimibe EEE/NBRATHAEH glucuronide conjugation 4 X 5 (58 =t FE) ,
BiRAETHRR. EAMETEENERDY S LSRRI N ESEARE—
R FE), mfEhEBENZNERITENR ezetimibe H ezetimibe —
glucuronide , 2Bl SMERPEREER 10-20%H 80-90%. Ezetimibe Hl
ezetimibe - glucuronide €& B AT/EIR , E It B MEFHEBRAVIRE B8, Ezetimibe
H ezetimibe — glucuronide # ¥ FHIH 22 /N,
Hhstt
A O ARMC- ezetimibe(20 mg)Zz# , 1 M 3% FT RIS Mezetimibed@ BAIEFT B M
SEREMRTRIN 93%, BB TRIKE | P F I REHREENE 78% M 11% %
BIEEERRBHEW, 48 NEFE , m3%sH B ETERIBIMN RS RELE,
WA TISRRIRE
RE
RE, HL2F(10 £ 18 Bm)RRAEE R ezetimibe WRKA KRB BFREL. A
ezetimibe BMBERE , BOFURBMAZEYELHB FHER, BREE R
TERZ RERBNEDRER,
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EA

M ezetimibe FIBE , EFEAR 65 BWAFEBAISE 452145, M
BR A ezetimibe M & & A M EEE AT LDL-C W EMZ LS EARE R, AL,
EEATEEFEBE,

1]

R BT ThEE T £ #8998 A(Child Pugh score 5 to 6) AR FIE — B2 10 mg &Y
ezetimibe Z#% , # ezetimibe MM RE MR T EHBAUC) FHIENALEE AN
1.7 &, E—BERE T ezetimibe 10 mg , B 14 KWL XEBNHEFH , BF
ERFTEER 295 A (Child Pugh score 7 to 9)HI# ezetimibe # AUC F19{E , 158
—RARETOXREGLEEANS 4 5. BERDEFTENFATEEREEE, K
# ezetimibe AR P EREEIFIHEER £ (Child Pugh score > 9) 2B AN ET
B, FTLUSEHR AT ERRA ezetimibe(E2 RIEEEHE),

IR

BEBRKEBNREAN=8 , FHCrCIE 30 ml/min/1.73 m2)7EARFAE—HEIE 10 mg
fezetimibez # , #ezetimibeIAUCTEIELLERE A(n=9)#15 1.5 {Z. EENE
RYTERERER , HBDREZBENBATEERRAEE,
AERTPBNNHER(BEBERRIETZSEEY , 1% cyclosporine)# ezetimibe
HWREEESE 125

L:3:])

IR FEHE ezetimibe BE , ML BHME(<20%) , MARA ezetimibe #YZ1E
MEMTE LDL-C W ENZ2 M AERRELL. AT, YR EERIFMBIRAR

BE,

43

RIR—EE BB RH meta-analysis , BARBBAZELBRESHBE FHER,
MR R

FRER N 0 B S S

-y

EMEAH+ B, $HH 1719 VB RS RERIENBABITHZ RO,
B, URZRBESERZHIEF , EZETROL 10 mg FE it tb 22 BB E A B FRIE

total-C, LDL-C, ApoB & TG, 3t B/l HDL-C(BR%k—). HMK{ELDL-C #3h

BTREE, Hh, ERERESHBAENMN LOL-C BENEZEMAMTE, b,

EZETROL #MHAsAMMER A DR EEE, ENFERELIREEREN

PREREXE,

]R— ;RS M E R IR A R EZETROL Z# M9 R B

(AR ERENZERVISERIH)
SAEUARl  A® Tota-C LDLC ApoB TG* HDLC
MR-  zam 205 +1 A X -1
EZETROL 622 -12 -18  -15 7 +1
_ TR 226 +1 +1 -1 +2 2
AE=
EZETROL 666 -12 18  -16 9 +1
mER  zam 431 0 +1 2 0 2
WiRe
- EZETROL 1288 -13  -18  -16 -8 +1
a BEUARMERENZET P E
BEFA Statin R

EZETROL B Statin EERE4HRA

EREASRT =B, 2ho, E8M4 , YURBEEEHRMES , 1187 L SHE
BEFEMESRE 5 BI4E2 EZETROL 10 mg B , RAGUATEREN
atorvastatin, simvastatin, pravastatin 5 lovastatin A%, f&R#ER , BB{K LDL-C
FMREFRE statin BERRTREABENHZE, A, UREEE(10 mg)
#) EZETROL #t FIET —%& statin R FNHEZIMER LDL-C B RBEHER
BAFERABRSEEDN statin BEREFESREXD).

&= : MRA EZETROL £ Statin 3R EBMEIEM LDL-C M MEHNEFRY

ERASHE
Atorvastatin Simvastatin  Pravastatin ~ Lovastatin
Study Study Study Study

=N +4 -1 -1 0
EZETROL -20 -19 -20 -19
10 mg statin -37 -27 -21 -20
EZETROL + 10

) -53 -46 -34 -34
mg statin
20 mg statin -42 -36 -23 -26
EZETROL + 20

) -54 -46 -40 -41
mg statin
40 mg statin -45 -38 -31 -30
EZETROL + 40

. -56 -56 -42 -46
mg statin
80 mg statin -54 -45 - -
EZETROL + 80 -61 -58 - -




mg statin

statin EEHRE

44 -36 25 -25
Rire

EZETROL +
statin FHEHIRAS -56 -51 -39 -40
Rivg

HFE2IRA EZETROL RO AEEEIBM statin BERMNERMETR , EZETROL

BRI total-C. Apo B, TG & HDL-C R (EESZREKZ).

R= : B2 Total-C. ApoB. TG & HDL-C HRAI#EZENFHFIL
Total-C Apo B TGe HDL-C

EZETROL + Atorvastatin -41 -45 -33 +7
Atorvastatin 7 -32 -36 -24 +4
EZETROL + Simvastatin -37 -41 -29 +9
Simvastatin % 26 -30 -20 +7
EZETROL + Pravastatin -27 -30 -21 +8
Pravastatin BJ5 17 -20 -14 +7
EZETROL + Lovastatin -29 -33 -25 +9
Lovastatin 75 -18 -21 -12 +4

a ZEEFRSLEHH

SR Statin R FAEIMESHLIRA EZETROL

—BAENE, Zho, E8YE. URBBAHRBRNERT , HZEF statin BE

miAR#E, LDL-C iRMEKE EIBRIEE B &% 8 (National Cholesterol Education

Program; NCEP) B #&(100-160 mg/dl , 1R B BIARIL T E)#9 769 1 & ME E B2 ffE

BE , UEMARSHE , BREERA statin BE R4, §6HIRA EZETROL10 mg

HLRHE,

BLEZE Sstatin BERABRMERARETHLDOL-CREZBEENB ALK

82% ; REABRER&ZELDL-CEEMN , EFEZETROLAEMNE 72 % , MIEZRE

BIHIE 19 %.

HRERET , BRA statin BERARNBBESORA EZETROL , BEth k&=

BB AT BEK total-C. LDL-C. ApoB R TG , R AI#2& HDL-C(FFS R &M). m

121 — & statin MK LDL-C HBRB—H.

R - R FE S Y A M statin 3 AR I B & f IRFAEZETROL Y193
FEERUERANZETHETS )

ARER

TokC  LDLC B TG HDLC
) AR Apo
BT Statin 4
RE+2EE 390 2 (-6 mg/di©) 3 3 *
WB Statin 379 17 25 19 14 +3
#E+EZETROL (-36 mg/dic)

a EFEEstatinZEREIRERLLE 40% atorvastatin , 31% simvastatin , 290% &
i (pravastatin, fluvastatin, cerivastatin, lovastatin)
b HEEREHENEERRSLPH
¢ ERBARILDL-CERE{E(statin + EZETROL :138 mg/diKstatin +
placebo :139 mg/dl)&y £ £E,

EZETROL S ZREIINA statin R AEE , FB{K C-reactive protein B &% Bl
510 %K% 0 %,
—EZH , 5, AHTHBANERYT , 621 U SREELENRA , BRRA
atorvastatin 10 mg , #% & LDL-C E#E% > 130 mg/dl , LAKE# S , £ BIRRA
atorvastatin 20 mg £ atorvastatin 10 mg Z/A&#fBRA EZETROL 10 mg. &
B2 LDL-C KiE B #EE(< 100 mg/dl) , FRAE 5 atorvastatin K935 B4 T R1ER
BEEFASE 80 mg , MAHHIRA EZETROL KR T atorvastatin HIEIEF
BE 40 mg, BT LDL-C M FHERER 187 my/dl , L HHIE 60 %HHEAE
AERBES TR SEEBMAEHeFH), RBERE , MEEE LDL-C BE/E
MR EEEREENEZR , HBIR6tHA EZETROL 5 22 % , M atorvastatin
HBT %, HBREITIER , LDL-C BENBREXEREGHENEE , EOHRA
EZETROL & atorvastatin 10 mg #% 24 % , AR atorvastatin 20 mg % 9 %. £
A HeFH B3R A th3EZI B BLAY LDL-C BAEEMER LDL-C B{K(E.
Z—EFRLI RS, $H¥ 100 (L E#ES simvastatin 20 mg A M ARE LDL-C BE
ENEEERLERA , BENsimvastatin BIRRFASE 2 B &6 FA EZETROL
10 mg Z#&FRSHEMNELFTR atorvastatin FRERFE R LL BIRERES| LDL-C BE
{EAYIR B BIEZETROL & BtBR A simvastatin #875 27 %, simvastatin B 548 3 %)
% LDL-C BRI FEIEMER(EZETROL HfAR simvastatin #HP&{K 24 % , simvastatin
FHEMEAR 11 %) EERBENER,
Bt Fenofibrate
—EZHN, EEH URMBEAHRERSESREESEMETNHRRS ,
F 625 U BEEZABE 12BR 576 L BEE—F, UBHEH XN BFBES
ZRE, EZETROL B, 160 mg fenofibrate B4 2% EZETROL & 6f 160 mg
fenofibrate,
EZETROL & ## fenofibrate 18 1% B2 fenofibrate L& , AIEE 1K total-C.
LDL-C. Apo B BA% non-HDL-C, &##£F EZETROL # fenofibrate H 1K TG

FIRF HDL-C W E 5 LLFEBIRA fenofibrate 2EHEMNFEZRRE)
RE: BAMREENSE R BREEAEZETROLMfenofibrate I & /8 (5 12
AR EREE RN Y TS L)

gﬁﬁiﬂl) ; TotakC LDL-C ApoB TG® HDL-C H'\I;OI:-C
zEn 63 0 0 -1 -9 +3 0
EZETROL 185 -12 -13 -1 -11 +4 -15
Fenofibrate

188 -1 -6 -15 -43 +19 -16
160 mg
EZETROL+
Fenofibrate 183 -22 -20 -26 -44 +19 -30
160mg

2 CHHBEREERERBNTYEEI L

b ERE-RIREREMAEER

AR -FHHMEEENRERE 12 BHER B LER).
FREEFREEERERLE

—EAMTIIA , ¥5, BHRMENESR , ARFME EZETROL $55% HoFH BY
R, W8T 50 fIIE$ESF 40 mg K atorvastatin 2 simvastatin A%, EREAHA
LDL apheresis , fEERREREDE B HoFH BIRA |, EREM S R =4 , 2 Bl
% 80 mg K atorvastatin 5 simvastatin, &#fiRFA EZETROL10 mg & 40 mg ¥
atorvastatin = simvastatin &tk Fl EZETROL 10 mg & 80 mg K atorvastatin
= simvastatin, #RMKRAFR , &6FRA EZETROL10 mg & 40 mg = 80 mg
) atorvastatin 2 simvastatin LLARFES 40 mg = 80 mg KY atorvastatin =
simvastatin 32 ##& #h F#{EK LDL-C,

R 1 HoFH fS AL EZETROL AR R A(RFRITERENZRVISER Y

k)
BRAER
(SENE) AN LDL-C
Atorvastatin (80 mg) 5% Simvastatin (80 mg) 17 -7
EZETROL &#tHRA Atorvastatin (40, 3 Py
80 mg) = Simvastatin (40, 80 mg)
b7 b
EZETROL &HHR/F Atorvastatin (80 mg) 17 27

58 Simvastatin (80 mg)

R4 72 IR MiE (Y PR L 5E)
BE—EHELFME EZETROL AEERES TS BIEBEMEXRENRR, 18
BRYNA. 240, €87, YRUZRE , Wk 37 VRARES T HSTEEML
ERE , UBEM AR5 |, 30 1L EZETROL10 mg &5 , Hek 7 (IES 2 BH,
HRET , EZETROL o] AREE #h PR E M = ERHEYRERE(E |, sitosterol &
campesterol , 2 BIFRET 21 %K 24 %. HEH , IRFAREEHRE AL sitosterol
% campesterol BIZBIFAET 4 % & 3 %. REF , LA EZETROL AEMFEA |
HEEEYEEN MR TN E LR,
AR RER, &R EZETROL BHARFEAEERZEY) (bile acid sequestrants) (n=8)Z Kk
BERR(n=21) , FT1SHIREB—#,

EIEEE

BEERLE. FRESFHESFEEENEGEYIEENE),
R
R 31+ S i BB M AE (Primary Hypercholesterolemia) :

[3R8A] EZETROL BB # £ , HE HMG-CoA &R ESHI $I8|(statin) & HH%EE , A
RERRRMSRERODEREES FREERERKE)NFEA | BARAR
1, A LABS{E 48 & E B (total cholesterol; total-C), K% B 5 & A iE E B% (low-density
lipoprotein cholesterol; LDL-C), apolipoprotein B (Apo B) , SAR =B H il
(triglycerides; TG) , i@ NEHEEE AREE.

FER S F R kM S Mg E B A (Homozygous Familial Hypercholesterolemia , f&
#BHOFH) :

[FRBA] EZETROL £ Statin MR A HHRERERES FREM S REEMESN
BA, TURREREERE. EEEEEORERNRE. BATRRESHAR
(40 : LDL rn#g s 8.

FER S F 1 E 8 A5 FS M fF ({8 ¥ AE B2 I fE) (Homozygous Sitosterolemia , X8
Phytosterolemia) :

[;289] EZETROL AR BREHS FRIEMEEIEEMENFA , TUREEE
BEES (sitosterol) A B campesterol KEE.

A%, Ak
RAEZEZE RN EREBGR RS, X B EZETROL AR EHER AR
o
EZETROL WWEBEEAR 10 ER , SRBA—R , EHIRMENE statin EME
Bt 8, EZETROL AIE—RPMEMRHRRA , BERZEHEET,
B eEZ iR
Bk
FRBRYAZEEER , TEEAREZETROLNEIZR(FESRBARBYE 4




BRIREED )o

BtF Simvastatin %%

EEDETLNHATEERZ EZETROL WEE ARTEREEBHAETS
BER  TERE simvastatin WEIE, HRBEBNRFTLNEE(IREEE
#<30ml/min) , simvastatin i 10 mg/day A LW B2 HMEFEEE, MRR
AEVEFERHE  EEEREGES R simvastatin {55).

EA
ZEATEERBREB(FSRRARYE THEREE ).
RE

FARARTBHNRERSLE . TEEHARBEFSERASYE THHRKE ).
TERUTHRE | TEEER EZETROL,

]

TEBAT T ET £ K995 A (Child Pugh score 5 to 6) A EERAREIE, BRETE
(Child Pugh score 7 to 9)SRE R fif ThAE R £ (Child Pugh score > 9)MB A REZE
€M EZETROL(FBS R EESENHBE A THHRKEE ).

A OHER A BB Y

EZETROL &38R FABRREEBRZEYI S , IR AR EZETROL 2 # , S ZARRM/NFE £
HERRFARRIREREEY) | SERFIRRIRBRZEY 218 , LRI/ NF LA BERR A
EZETROL.

BESE
HAREN MRS B
& EZETROL &#4tAR A statin 2R fenofibrate E¥8 , L= BEYWHEEH.
AEEHE
& EZETROL £ statin s} fenofibrate 44 0FX R |, BESEZERNHE,
FER
E-EEHRENKRERT , BERKRA EZETROL & statin EERBEA , €
BRESHEBREREASHER(LE UN EEEERA=FE), Eit, &
EZETROL 8 statin EERAHERAK , IEARVPEMATIERE , BRFEBEXK
HR3 statin BERNEBMATHEREGEZ RRIER).
1E—IEBiB 9000 (B BEERAA BEHBRENERARP , BACE#S
Ei %% EZETROL 10 mg #tA simvastatin 20 mg , 1 X 1 X(n=4650)2% & & H
(n=4620) B (BM IR B A 4.9 F) EZETROL $fH simvastatin FY SEHE
BEESEASHERELRA=SHAL)RERR 0.7% , MERHEES
0.6%(FE2 REIEA).
BRI
REERKARSSH , 8 EZETROL AR AFRE RN AMRIE , MR
FHE (B BIREEEA statin BER)VELE , REBERE. AW, NHESEE
WUNARRIER statin BERRXERMEEY, EANTRRIE SERKEARTETR,
CPK KR+ M ERE LR , REMA EZETROL B , #4EXR 0.2% , REARE
Biles , BEEH 0.1% , FREMA EZETROL & statin BRI, REXLH01% ,
BEEF A statin BERE , FEEER 0.4%,
EZETROL LH#&#EE+ , THEARRY , B BRINFEREMIBRES RRE
KRG, KRB ERABBENTR , RREMRBKRA EZETROL #ifEA statin
BES, A, REZETROL BE—&id , BOBRESASHENRG , B6f
Fi EZETROL AEHAIEEMESIN B RERRORER , tESBRELINERE
ER A, FRANEERKIRA EZETROL B | S HEIFENARREE
BAECMTERNNARE. 85 EHED , BIAEK, F&RA EZETROL
RAEM statin BERNKRE , BEZSEHREENFER , BIER, RE
EigR 4 DRIEIR R LERBIEALES AR+ S EEE LR,
1£—I1EBiB 9000 8 M BRFEBRAN RKER T, RALERES EZETROL
10 mg Bf A simvastatin 20 mg , 1 X 1 X (n=4650)=R & & Hl(n=4620)K1 4 (&
HHAR BB 4.9 F), EZETROL #ffA simvastatin #9 A58/ AN A FRAE R 4
£h02% , MERBEEAR 0.1% (FESREHEA).
1]
EREREERETSHRA , RAXTEHR ezetimibe WEASERAEY
&, P , EZETROL WAREBEFEANE—BRAGES RRARSE THHRERH ).
Fibrates
Ezetimibe F1kk fenofibrate M9 fibrates AHfEAM R 2MMB R RET , ®
b, SREFE EZETROL HIBR fenofibrate 4K fibrates & HHER (B REYRE
1ER).
Fenofibrate
a6t A EZETROL # fenofibrate WEEREBERAE , AIXAEREEE
wEHEZEENERMIENSREES REIEA K fenofibrate H{5EE)
Cyclosporine
EREOHER ezetimibe 8 cyclosporine B , H4EEEE, FRRA EZETROL
% cyclosporine B , FE5#2 cyclosporine SBE (RS REWREERM).
Eow - Juik |
Bt EZETROL 1 warfarin, H'E coumarin E#i g m &= fluindione #IZE |,
FEE B b EX 42 B BRAZ 2 o fB (International Normalized Ratio, INR) (552 R&E4)5%
EEMA).
Bz

B A 4 0 o AR RPN BRI SR R 245 2 IR A ezetimibe M &, IR
B, AEEBENRRAALERZHERE , T TURA ezetimibe,
REBEFRERNABNRFEORT ezetimbe , RAEHTBBR 2 FEN
WS AT |, 7 250 % 500 % 1000 mg / AF / RWHRBET |, Y KREF
BRBBIEAER. HFAE 1000 mg / 2F /| RWBIBFHEERAESXEA 10
mg B, Hi# ezetimibe 9 AUC 0-24 /NESEYH18) , BRI RERBER (S
E—HNKHE , EHEPOLKREL , WEEMNZRERBM, RFRTF 1000
mg/ AF | RWBIZFHEERABS KA 10 mg B, H#& ezetimibe ¥ AUC
0-24 /NE§EY 150 £%) , BRFBRSHBMMP S REREN, ERENWABNR
FROBTLEEBHER | ezetimibe B AILE,
HBERRKENAB MR FIRELE BN ezetimibe M HMG-CoA & RESH 4
B(statins) , EREBBAEESEER ezetimibe & statins, £ ezetimibe B
FHE , RESBFIERN ezetimibe RBEBHBREELEEAENSE,
A HMG-CoA REBMMNFIMMSFARZRANTAR L, BEHR TN
ZEEGHIR ezetimibe 8 HMG-CoA JREBNHIMZ Al , %S % HVG-CoA
REARDHBNEEER S RRERARAR.
)
B Bl 14 K HE ezetimibe WARR LD RS HEMANTE,

T EL 4 %2
EEEEHRP IR ezetimbe WA H , BREDE S WEABNITAIT
B, Eit , RIBBENRREARHBEENLKE  SRWIBLZTESA

EZETROL,

BYREER
FRIKBIEABR B | ezetimibe YT EFHEE cytochrome P450 EH R HBEE.
Ezetimibe 12 &1&E cytochrome P450 1A2. 2D6. 2C8. 2C9. 3A4 , e
N-Acetyltransferase B WEY) , ERKR LY S ERERFBBOEBHBIEER,
Ezetimibe F dapsone, dextromethorphan, digoxin, [ ARi#Z2ZE(ethinyl estradiol
F levonorgestrel), glipizide, tolbutamide, midazolam & #f#%E2RF , ¥HAISLEEE
BHEEZRZEHFE, Cimetidine f ezetimibe —REAEF , ¥ ezetimibe HIE R
AMRARZEFE,
Himeml
FMFIBBEIEGHRE | RRE ezetimibe WIRBUER | BREE ezetimibe LA
AR, RBERMBELERKENESR,
Cholestyramine
0 cholestyramine A #f X B2 , # ezetimibe(ezetimibe + ezetimibe glucuronide)
B9 AUC FH{ERE{KH 55%. Ezetimibe ] cholestyramine & 1% EZFTI8 MFERIK
LDL-C HEAE RIS,
Cyclosporine
E—EERP B/ URAEERBES | JEREEEXE>50 mUmin , BERRAR
EBIEMcyclosporine , TEBR A B —HElezetimibe 10 mgz# , #& Rt A #ezetimibe
WAUCEHEAS —HERP 17 URRZIHEN 34 BORE 23 BE 7.9, B4
—ERBY , UERBENBREBETEEE(NBEHBEERAR 13.2
mL/min/1.73 m?) , 3 SfEcyclosporinet AN STEEYEE , BREMFANR
ezetimibefJAUCLEEIBRIAR T 12 52 %, E—HIMEBRRXHER , 12 LEE
ZHE , BRRAezetimbe 20 mg , BEI8 X , ¥RHE 7 RIRAE—HE
cyclosporine 100 mg , Hcyclosporine AUC Lt 28 % AR i & — B Zcyclosporine 100
mg , FHEF 15 % (BELETE 10 %ELF 51 %)(ESRIEZEHE),
Fibrates
Ezetimibe Hl fenofibrate AN Z £ MR BN ELHBRARTIHGESRAME
FAMRIREER , #tA Fenofibrate) , MEA fibrates BEREHERANZ MR
AHERMRETL, Fibrates AIAERIEMBEES RERTHNE  AMEHE
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Tablets
EZETROL®

(ezetimibe)

ACTIVE INGREDIENTS

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

THERAPEUTIC CLASS

EZETROL® (ezetimibe) is in a new class of lipid-lowering compounds that selectively inhibit the intestinal absorption of cholesterol and related plant sterols.

MECHANISM OF ACTION

EZETROL is orally active and potent, with a unique mechanism of action that differs from other classes of cholesterol-reducing compounds (e.g., statins, bile acid sequestrants
[resins], fibric acid derivatives, and plant stanols). 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 localizes at the brush border of the small intestine and 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). 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. While, in toxicity studies, a pharmacokinetic interaction of ezetimibe with HMG-CoA reductase inhibitors was seen in rats, dogs, and rabbits, no
clinically significant pharmacokinetic interactions were seen in humans when ezetimibe was co-administered with HMG-CoA reductase inhibitors (see DRUG INTERACTIONS).”

In a 2-week clinical study in 18 hypercholesterolemic patients, EZETROL 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. EZETROL, administered with a statin, reduces total-C, LDL-C, Apo B, and TG and increases HDL-C in patients with hypercholesterolemia,
beyond either treatment alone. Administration of EZETROL with fenofibrate is effective in improving serum total-C, LDL-C, Apo B, TG, HDL-C, and non-HDL-C in patients with
mixed hyperlipidemia.

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.

PHARMACOKINETICS

Absorption

After oral administration, ezetimibe is rapidly absorbed and extensively conjugated to a pharmacologically active phenolic glucuronide (ezetimibe-glucuronide). Mean maximum
plasma concentrations (Cmax) occur 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 agueous 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 EZETROL 10-mg tablets. EZETROL 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.

Metabolism

Ezetimibe is metabolized 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.

Elimination

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 feces and urine, respectively, over a 10-day collection period. After 48 hours, there were no detectable levels of
radioactivity in the plasma.

Characteristics in Patients (Special Populations)

Pediatric Patients

Copyright © 2011 Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., Whitehouse Station, NJ, USA.
Allrights reserved.



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
differences between adolescents and adults. Pharmacokinetic data in the pediatric population < 10 years of age are not available.

Geriatric Patients

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 are comparable
between elderly and young subjects treated with EZETROL. Therefore, no dosage adjustment is necessary in the elderly.

Hepatic Insufficiency

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 PRECAUTIONS).

Renal Insufficiency

After a single 10-mg dose of ezetimibe in patients with severe renal disease (n=8; mean CrCl O 30 ml/min/1.73 m2), 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 cyclosporine) had a 12-fold greater exposure to total ezetimibe.

Gender

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

Race

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

CLINICAL STUDIES

Primary Hypercholesterolemia

Monotherapy

In two, multicenter, double-blind, placebo-controlled, 12-week studies in 1719 patients with primary hypercholesterolemia, EZETROL 10 mg significantly lowered total-C, LDL-C,
Apo B, and TG and increased HDL-C compared to placebo (see Table 1). Reduction in LDL-C was consistent across age, sex, race, and baseline LDL-C. In addition, EZETROL

had no effect on the plasma concentrations of the fat-soluble vitamins A, D, and E, had no effect on prothrombin time, and did not impair adrenocortical steroid hormone production.

Table 1: Mean Response to EZETROL in Patients with Primary Hypercholesterolemia (Mean % Change from Baseline)

Treatment
N Tota-C LDL-C ApoB TG* HDLC
group

Placebo 205 +1 +1 -1 -1 -1
Study 1

EZETROL 622  -12 8 15 7 +1

Placebo 226 +1 +1 -1 +2 -2
Study 2

EZETROL 666  -12 18 16 9 +1
Pooled Data  Placebo 431 0 +1 -2 0 -2
(Studies1&2) gzeTROL 1288  -13 -18 16 -8 +1

a Median % change from baseline

Co-Administration with a Statin

EZETROL Initiated Concurrently with a Statin

In four, multicenter, double-blind, placebo-controlled, 12-week trials, in 1187 patients with hypercholesterolemia, EZETROL 10 mg was administered alone or with various doses of
atorvastatin, simvastatin, pravastatin, or lovastatin. In general, the incremental effect on LDL-C reduction was independent of the dose or specific statin used. In addition, LDL-C
reduction for EZETROL co-administered with the lowest tested dose (10 mg) of any of the statins was similar to or greater than the LDL-C reduction of the highest tested dose of the

corresponding statin administered alone (Table 2).

Table 2: Mean % Change from Baseline in Plasma Concentration of Calculated LDL-C for EZETROL Administered with Statins

Atorvastatin  Simvastatin  Pravastatin Lovastatin

Study Study Study Study

Placebo +4 -1 -1 0
EZETROL -20 -19 -20 -19
10 mg statin -37 -27 -21 -20
EZETROL + 10 mg

-53 -46 -34 -34
statin
20 mg statin -42 -36 -23 -26

EZETROL + 20 mg -54 -46 -40 -41




statin

40 mg statin -45 -38 -31 -30
EZETROL + 40 mg

-56 -56 -42 -46
statin
80 mg statin -54 -45 - -
EZETROL + 80 mg

-61 -58 - -
statin
Pooled data: All

-44 -36 -25 -25
statin doses
Pooled data: All
EZETROL + statin -56 -51 -39 -40

doses

In a pooled analysis of all EZETROL + statin doses, EZETROL had a beneficial effect on total-C, Apo B, TG, and HDL-C (Table 3).

Table 3: Pooled Analysis of the Mean % Change from Baseline in Total-C, ApoB, TG, and HDL-C

Total-C Apo B TG? HDL-C

EZETROL +

-41 -45 -33 +7
Atorvastatin
Atorvastatin alone -32 -36 -24 +4
EZETROL +

-37 -41 -29 +9
Simvastatin
Simvastatin alone -26 -30 -20 +7
EZETROL +

-27 -30 -21 +8
Pravastatin
Pravastatin alone -17 -20 -14 +7
EZETROL + Lovastatin -29 -33 -25 +9
Lovastatin alone -18 -21 -12 +4

a2 median % change

EZETROL Added to On-going Statin Therapy

In a multicenter, double-blind, placebo-controlled, 8-week study, 769 patients with hypercholesterolemia already receiving statin monotherapy and not at National Cholesterol
Education Program (NCEP) LDL-C goal (100 to 160 mg/dl, depending on baseline characteristics) were randomized to receive either EZETROL 10 mg or placebo in addition to their
on-going statin therapy.

Among statin-treated patients not at LDL-C goal at baseline (~82 %), LDL-C goal at study endpoint was achieved by 72 % and 19 % of patients randomized to EZETROL and
placebo, respectively.

EZETROL, added to on-going statin therapy, significantly lowered total-C, LDL-C, Apo B, and TG and increased HDL-C, compared with placebo (Table 4). LDL-C reductions were
consistent across all statins.

Table 4: Mean Response to Addition of EZETROL to On-going Statin Therapy? in Patients with Hypercholesterolemia (Mean % Change from Baseline)

Treatment
. N Total-C LDL-C Apo B TG* HDL-C

(Daily Dose)
On-going Statin -4

390 -2 -3 -3 +1
+Placebo (-6 mg/di®)
On-going Statin -25

379 -17 -19 -14 +3
+EZETROL (-36 mg/dic)

a Percentages of patients receiving each statin: 40% atorvastatin , 31% simvastatin, 29% others (pravastatin, fluvastatin, cerivastatin, lovastatin)
b Median % change from baseline

¢ Change in LDL-C from baseline LDL-C (138 mg/dl and 139 mg/dl for statin + EZETROL and statin + placebo, respectively)

EZETROL or placebo added to statin therapy reduced median C-reactive protein by 10 % or 0 % from baseline, respectively.

In a multicenter, double-blind, 14 week study, 621 patients with hypercholesterolemia receiving atorvastatin 10 mg daily with an LDL-C > 130 mg/dl were randomized to receive
atorvastatin 20 mg or EZETROL 10 mg added to atorvastatin 10 mg therapy. The atorvastatin dose could be titrated up to 80 mg in the atorvastatin arm and up to 40 mg in the
EZETROL plus atorvastatin co-administration arm, based on patients not attaining LDL-C goal (< 100 mg/dl). The mean baseline LDL-C was 187 mg/dl and approximately 60 % of
the patients had heterozygous familial hypercholesterolemia (HeFH). At study end, there was a significant difference in attainment of LDL-C goal between patients in the EZETROL
co-administration arm (22 %) and patients on atorvastatin monotherapy (7 %). At week 4, there was a significant difference in LDL-C reductions between co-administration patients
(24 %; EZETROL + atorvastatin 10 mg) and monotherapy patients (9 %; atorvastatin 20 mg). In the sub-group of patients with HeFH, similar results for LDL-C goal attainment and

LDL-C reductions were achieved.



In a similarly designed study in 100 patients with hypercholesterolemia receiving simvastatin 20 mg and not at LDL-C goal, the addition of EZETROL 10 mg to simvastatin titration
compared to titration of simvastatin alone produced similar advantages to those observed in the atorvastatin study described above. For example, significant differences in LDL-C
goal attainment (27 % for EZETROL + simvastatin vs. 3 % for simvastatin alone) and LDL-C reductions (24 % for EZETROL + simvastatin vs. 11 % for simvastatin alone) were
achieved.

Co-administration with Fenofibrate

In a multicenter, double-blind, placebo-controlled, clinical study in patients with mixed hyperlipidemia, 625 patients were treated for up to 12 weeks and 576 for up to 1 year. Patients
were randomized to receive placebo, EZETROL alone, 160 mg fenofibrate alone, or EZETROL and 160 mg fenofibrate.

EZETROL co-administered with fenofibrate significantly lowered total-C, LDL-C, Apo B, and non-HDL-C compared to fenofibrate administered alone. The percent decrease in TG

and percent increase in HDL-C for EZETROL co-administered with fenofibrate were comparable to those for fenofibrate administered alone (see Table 5).

Table 5: Response to EZETROL and Fenofibrate Initiated Concurrently in Patients with Mixed Hyperlipidemia (Mean? % Change from Untreated Baseline® at 12 weeks)

Treatment Non-
N Tota-C LDL-C ApoB TG2 HDL-C
(Daily Dose) HDL-C
Placebo 63 0 0 -1 -9 +3 0
EZETROL 185 -12 -13 -11 -11 +4 -15
Fenofibrate
188 -11 -6 -15 -43 +19 -16
160 mg
EZETROL
+
3 -22 -20 -26 -44 +19 -30
Fenofibrate
160 mg

aFor triglycerides, median % change from baseline

b Baseline - on no lipid-lowering drug
Improvements in lipid endpoints after 1 year of treatment were consistent with the 12-week data displayed above.

Homozygous Familial Hypercholesterolemia (HoFH)

A study was conducted to assess the efficacy of EZETROL in the treatment of HoFH. This double-blind, randomized, 12-week study enrolled 50 patients with a clinical and/or
genotypic diagnosis of HoFH, with or without concomitant LDL apheresis, already receiving atorvastatin or simvastatin (40 mg). Patients were randomized to one of three treatment
groups, atorvastatin or simvastatin (80 mg), EZETROL 10 mg administered with atorvastatin or simvastatin (40 mg), or EZETROL 10 mg administered with atorvastatin or
simvastatin (80 mg). Results are shown in Table 6. EZETROL, administered with atorvastatin (40 or 80 mg) or simvastatin (40 or 80 mg), significantly reduced LDL-C compared with

increasing the dose of simvastatin or atorvastatin monotherapy from 40 to 80 mg.

Table 6: Mean Response to EZETROL in Patients with HoFH (Mean % Change from Baseline)

Treatment (Daily Dose) N LDL-C
Atorvastatin (80 mg) or 17 4
Simvastatin (80 mg)
EZETROL + Atorvastatin (40, 3 21
80 mg) or Simvastatin (40, 80 mg)

Sub-group analysis:

EZETROL + Atorvastatin 17 -27

(80 mg) or Simvastatin (80 mg)

Homozygous Sitosterolemia (Phytosterolemia)

A study was conducted to assess the efficacy of EZETROL in the treatment of homozygous sitosterolemia. In this multicenter, double-blind, placebo-controlled, 8-week trial,
37 patients with homozygous sitosterolemia were randomized to receive EZETROL 10 mg (n=30) or placebo (n=7). EZETROL significantly lowered the two major plant sterols,
sitosterol and campesterol, by 21 % and 24 % from baseline, respectively. In contrast, patients who received placebo had increases in sitosterol and campesterol of 4 % and 3 %
from baseline, respectively. For patients treated with EZETROL, the reduction in plant sterols was progressive over the course of the study.

Reductions in sitosterol and campesterol were consistent between patients taking EZETROL concomitantly with bile acid sequestrants (n=8) and patients not on concomitant bile

acid sequestrant therapy (n=21).

INDICATIONS SUMMARY

Hypercholesterolemia, homozygous sitosterolemia (phytosterolemia)

INDICATIONS DESCRIPTION

Primary Hypercholesterolemia



EZETROL, administered with an HMG-CoA reductase inhibitor (statin) or alone, is indicated as adjunctive therapy to diet for the reduction of elevated total cholesterol (total-C), low-
density lipoprotein cholesterol (LDL-C), apolipoprotein B (Apo B), and triglycerides (TG) and to increase high-density lipoprotein cholesterol (HDL-C) in patients with primary
(heterozygous familial and non-familial) hypercholesterolemia.

Homozygous Familial Hypercholesterolemia (HoFH)

EZETROL, administered with a statin, is indicated for the reduction of elevated total-C and LDL-C levels in patients with HoFH. Patients may also receive adjunctive treatments (e.g.,
LDL apheresis).

Homozygous Sitosterolemia (Phytosterolemia)

EZETROL is indicated for the reduction of elevated sitosterol and campesterol levels in patients with homozygous familial sitosterolemia.

DOSAGE AND ADMINISTRATION

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

The recommended dose of EZETROL is 10 mg once daily, used alone or with a statin. EZETROL can be administered at any time of the day, with or without food.

Use in Renal Impairment

Monotherapy

In patients with renal impairment, no dosage adjustment of EZETROL is necessary (see Characteristics in Patients [Special Populations]).

Combination Therapy with Simvastatin

In patients with renal insufficiency, no dosage adjustment of EZETROL is necessary. In patients with mild to moderate renal insufficiency, no dosage adjustment of simvastatin is
necessary. In patients with severe renal insufficiency (creatinine clearance <30 mL/min), dosages of simvastatin above 10 mg/day should be carefully considered and, if deemed
necessary, implemented cautiously. (see PRECAUTIONS, Characteristics in Patients [Special Populations] and labeling of simvastatin.)

Use in the Elderly

No dosage adjustment is required for elderly patients (see Characteristics in Patients [Special Populationsj).

Use in Pedijatric Patients

Children and adolescents [1 10 years: No dosage adjustment is required (see Characteristics in Patients [Special Populations)).

Children < 10 years: Treatment with EZETROL is not recommended.

Use in Hepatic Impairment

No dosage adjustment is required in patients with mild hepatic insufficiency (Child-Pugh score 5 to 6). Treatment with ezetimibe is not recommended in patients with moderate
(Child-Pugh score 7 to 9) or severe (Child-Pugh score > 9) liver dysfunction. (see PRECAUTIONS and Characteristics in Patients [Special Populations].)

Co-administration with bile acid sequestrants

Dosing of EZETROL should occur either 2 2 hours before or 2 4 hours after administration of a bile acid sequestrant.

CONTRAINDICATIONS

Hypersensitivity to any component of this medication.

When EZETROL is to be administered with a statin or with fenofibrate, please refer to the Package Insert for that particular medication.

PRECAUTIONS

When EZETROL is to be administered with a statin or with fenofibrate, please refer to the Package Insert for that particular medication.

Liver Enzymes

In controlled co-administration trials in patients receiving EZETROL with a statin, consecutive transaminase elevations (13 X the upper limit of normal [ULN]) have been observed.
When EZETROL is co-administered with a statin, liver function tests should be performed at initiation of therapy and according to the recommendations of the statin. (see SIDE
EFFECTS.)

In a controlled clinical study in which over 9000 patients with chronic kidney disease were randomized to receive EZETROL 10 mg combined with simvastatin 20 mg daily (n=4650)
or placebo (n=4620) (median follow-up period of 4.9 years), the incidence of consecutive elevations of transaminases (>3 X ULN) was 0.7% for EZETROL combined with
simvastatin and 0.6% for placebo. (see SIDE EFFECTS.)

Skeletal Muscle

In clinical trials, there was no excess of myopathy or rhabdomyolysis associated with EZETROL 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 0.2% for EZETROL vs
0.1% for placebo, and 0.1% for EZETROL co-administered with a statin vs 0.4% for statins alone.

In post-marketing experience with EZETROL, cases of myopathy and rhabdomyolysis have been reported regardless of causality. Most patients who developed rhabdomyolysis
were taking a statin prior to initiating EZETROL. However, rhabdomyolysis has been reported very rarely with EZETROL monotherapy and very rarely with the addition of EZETROL
to agents known to be associated with increased risk of rhabdomyolysis. All patients starting therapy with EZETROL should be advised of the risk of myopathy and told to report
promptly any unexplained muscle pain, tenderness or weakness. EZETROL and any statin that the patient is taking concomitantly should be immediately discontinued if myopathy
is diagnosed or suspected. The presence of these symptoms and a creatine phosphokinase (CPK) level >10 times the ULN indicates myopathy.

In a clinical trial in which over 9000 patients with chronic kidney disease were randomized to receive EZETROL 10 mg combined with simvastatin 20 mg daily (n=4650) or placebo
(n=4620) (median follow-up 4.9 years), the incidence of myopathy/rhabdomyolysis was 0.2% for EZETROL combined with simvastatin and 0.1% for placebo. (see SIDE EFFECTS.)

Hepatic Insufficiency



Due to the unknown effects of the increased exposure to ezetimibe in patients with moderate or severe hepatic insufficiency, EZETROL is not recommended in these patients (see
Characteristics in Patients [Special Populations)).

Fibrates

The co-administration of ezetimibe with fibrates other than fenofibrate has not been studied. Therefore, co-administration of EZETROL and fibrates (other than fenofibrate) is not
recommended (see DRUG INTERACTIONS).

Fenofibrate

If cholelithiasis is suspected in a patient receiving EZETROL and fenofibrate, gallbladder studies are indicated and alternative lipid-lowering therapy should be considered (see SIDE
EFFECTS and the Package Insert for fenofibrate).

Cyclosporine

Caution should be exercised when initiating ezetimibe in the setting of cyclosporine. Cyclosporine concentrations should be monitored in patients receiving EZETROL and
cyclosporine (see DRUG INTERACTIONS).

Anticoagulants

If EZETROL is added to warfarin, another coumarin anticoagulant, or fluindione, the International Normalized Ratio (INR) should be appropriately monitored (See DRUG
INTERACTIONS).

PREGNANCY

There are no adequate and well-controlled studies of ezetimibe in pregnant women. Ezetimibe should be used during pregnancy only if the potential benefit justifies the risk to the
fetus.

In oral (gavage) embryo-fetal development studies of ezetimibe conducted in rats and rabbits during organogenesis, there was no evidence of embryolethal effects at the doses
tested (250, 500, 1000 mg/kg/day). In rats, increased incidences of common fetal skeletal findings (extra pair of thoracic ribs, unossified cervical vertebral centra, shortened ribs)
were observed at 1000 mg/kg/day (~10 times the human exposure at 10 mg daily based on AUC o-24nr for total ezetimibe). In rabbits treated with ezetimibe, an increased incidence
of extra thoracic ribs was observed at 1000 mg/kg/day (150 times the human exposure at 10 mg daily based on AUC o.24nr for total ezetimibe). Ezetimibe crossed the placenta when
pregnant rats and rabbits were given multiple oral doses.

Multiple dose studies of ezetimibe given in combination with HMG-CoA reductase inhibitors (statins) in rats and rabbits during organogenesis result in higher ezetimibe and statin
exposures. Reproductive findings occur at lower doses in combination therapy compared to monotherapy.

All HMG-CoA reductase inhibitors are contraindicated in pregnant and nursing women. When EZETROL is administered with an HMG-CoA reductase inhibitor in a woman of
childbearing potential, refer to the pregnancy category and product labeling for the HMG-CoA reductase inhibitor.

Labor and Delivery

The effects of EZETROL on labor and delivery in pregnant women are unknown.

NURSING MOTHERS

Studies in rats have shown that ezetimibe is excreted in milk. It is not known whether ezetimibe is excreted into human breast milk, therefore, EZETROL should not be used in

nursing mothers unless the potential benefit justifies the potential risk to the infant.

DRUG INTERACTIONS

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

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.

Antacids. 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.

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.

Cyclosporine: In a study of eight post-renal transplant patients with creatinine clearance of >50 mL/min on a stable dose of cyclosporine, 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 for total ezetimibe compared to a healthy control population from another study (n=17). In a different study, a renal
transplant patient with severe renal insufficiency (creatinine clearance of 13.2 mL/min/1.73 m2) who was receiving multiple medications, including cyclosporine, 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 100-mg dose of cyclosporine on Day 7 resulted in @ mean 15% increase in cyclosporine AUC (range 10% decrease to 51% increase) compared to a single
100-mg dose of cyclosporine alone (see PRECAUTIONS).

Fibrates: The safety and effectiveness of ezetimibe co-administered with fenofibrate have been evaluated in a clinical study (see SIDE EFFECTS and CLINICAL STUDIES, Co-
administration with Fenofibrate); co-administration of ezetimibe with other fibrates has not been studied. Fibrates may increase cholesterol excretion into the bile, leading to
cholelithiasis. In a preclinical study in dogs, ezetimibe increased cholesterol in the gallbladder bile. Although the relevance of this preclinical finding to humans is unknown, co-
administration of EZETROL with fibrates (other than fenofibrate) is not recommended until use in patients is studied.

Fenofibrate: In a pharmacokinetic study, concomitant fenofibrate administration increased total ezetimibe concentrations approximately 1.5-fold. This increase is not considered

clinically significant.



Gemfibrozil: 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.

Statins: No clinically significant pharmacokinetic interactions were seen when ezetimibe was co-administered with atorvastatin, simvastatin, pravastatin, lovastatin, fluvastatin, or
rosuvastatin.

Anticoagulants: Concomitant administration of ezetimibe (10 mg once daily) had no significant effect on bioavailability of warfarin and prothrombin time in a study of twelve healthy
adult males. There have been post-marketing reports of increased International Normalized Ratio in patients who had EZETROL added to warfarin or fluindione. Most of these

patients were also on other medications (See PRECAUTIONS).

SIDE EFFECTS

Clinical studies of up to 112 weeks duration in which EZETROL 10 mg daily was administered alone (n=2396) with a statin (n=11,308), or with fenofibrate (n=185), patients
demonstrated: EZETROL was generally well tolerated, adverse reactions were usually mild and transient, the overall incidence of side effects reported with EZETROL was similar to
that reported with placebo, and the discontinuation rate due to adverse experiences was comparable between EZETROL and placebo.
The following common (>1/100, <1/10) or uncommon (>1/1000, <1/100), drug-related adverse experiences were reported in patients taking EZETROL alone (n=2396) and at a
greater incidence than placebo (n=1159), or in patients taking Ezetrol co-administered with a statin (n =11,308) and at a greater incidence than statin administered alone (n=9361).
EZETROL administered alone:
Investigations:

Uncommon: ALT and/or AST increased; blood CPK increased; gamma-glutamyltransferase increased; liver function test abnormal
Respiratory, Thoracic and Mediastinal Disorders:

Uncommon: cough
Gastrointestinal Disorders:

Common: abdominal pain; diarrhea; flatulence

Uncommon: dyspepsia; gastroesophageal reflux disease; nausea
Musculoskeletal and Connective Tissue Disorders

Uncommon: arthralgia; 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

EZETROL co-administered with a statin:
Investigations:

Common: ALT and/or AST increased
Nervous System Disorders:

Common: headache

Uncommon: paresthesia
Gastrointestinal Disorders

Uncommon: dry mouth; gastritis
Skin and Subcutaneous Tissue Disorders

Uncommon: pruritus; rash; urticaria
Musculoskeletal and Connective Tissue Disorders

Common: myalgia

Uncommon: back pain; muscular weakness; pain in extremity
General Disorders and Administration Site Condition

Uncommon: asthenia; edema peripheral

EZETROL co-administered with fenofibrate:
Gastrointestinal Disorders

Common: abdominal pain

In a multicenter, double-blind, placebo-controlled, clinical study in patients with mixed hyperlipidemia, 625 patients were treated for up to 12 weeks and 576 for up to 1 year. This
study was not designed to compare treatment groups for infrequent events. Incidence rates (95% ClI) for clinically important elevations (> 3 X ULN, consecutive) in serum
transaminases were 4.5% (1.9, 8.8) and 2.7% (1.2, 5.4) for fenofibrate monotherapy and EZETROL co-administered with fenofibrate, respectively, adjusted for treatment exposure.
Corresponding incidence rates for cholecystectomy were 0.6% (0.0, 3.1) and 1.7% (0.6, 4.0) for fenofibrate monotherapy and EZETROL co-administered with fenofibrate,
respectively (see PRECAUTIONS). There were no CPK elevations > 10 X ULN in either treatment group in this study.

Patients with Chronic Kidney Disease



In the Study of Heart and Renal Protection (SHARP), involving over 9000 patients treated with a fixed dose combination of EZETROL 10 mg with simvastatin 20 mg daily (n=4650)
or placebo (n=4620), the median follow-up period is 4.9 years. In this trial, only serious adverse events and discontinuations due to any adverse events were recorded.
Discontinuation rates due to adverse events were comparable (10.4% in patients treated with EZETROL combined with simvastatin, 9.8% in patients treated with placebo). The
incidence of myopathy/rhabdomyolysis was 0.2% in patients treated with EZETROL combined with simvastatin and 0.1% in patients treated with placebo. Consecutive elevations of
transaminases (> 3X ULN) occurred in 0.7% of patients treated with EZETROL combined with simvastatin compared with 0.6% of patients treated with placebo. In this trial, there
were no statistically significant increases in the incidence of pre-specified adverse events, including cancer (9.4% for EZETROL combined with simvastatin, 9.5% for placebo),
hepatitis, cholecystectomy or complications of gallstones or pancreatitis.

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
EZETROL (0.5 %) and placebo (0.3%). In co-administration trials, the incidence was 1.3% for patients treated with EZETROL 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 PRECAUTIONS.)

Clinically important elevations of CPK (>10 X ULN) in patients treated with EZETROL 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:

Blood and lymphatic system disorders: thrombocytopaenia

Nervous system disorders: dizziness; paraesthesia

Gastrointestinal disorders: pancreatitis; constipation

Skin and subcutaneous tissue disorders: erythema multiforme

Musculoskeletal and connective tissue disorders: myalgia; myopathy/rhabdomyolysis (See V. PRECAUTIONS)

General disorders and administration site conditions: asthenia

Immune system disorders: Hypersensitivity reactions, including anaphylaxis, angioedema, rash, and urticaria

Hepatobiliary disorders: hepatitis; cholelithiasis; cholecystitis

Psychiatric disorders: depression

OVERDOSAGE

In clinical studies, administration of ezetimibe, 50 mg/day to 15 healthy subjects for up to 14 days, 40 mg/day to 18 patients with primary hypercholesterolemia for up to 56 days, and
40 mg/day to 27 patients with homozygous sitosterolemia for 26 weeks, was generally well tolerated.
A few cases of overdosage with EZETROL 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.

STORAGE

Store at or below 30°C (86°F). Protect from moisture.

AVAILABILITY
Manufactured by MSD International GmbH (Puerto Rico Branch) LLC. Pridco Industrial Park, State Road #183, Las Piedras, Puerto Rico 00771.



