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1. SEOREDOKERE

E Rax2AF A7 ng ) -ax a0 A (LLT, THMG-CoA| ) & ol pHEAl
CAF, T2&F o)) i, Emavxro—ViE FiEESa L AT o —/ Ve T &
BIfAE FHEMEm = VAT o —VIlE] . 74 77— hREH CLTF. (7477 — b)) X,
MEEIE (FEMEEET) | U TEIREIE) 220 L OhE & L CRLERFEAR S
T3,

mAOGERICE L CiE, o TRAIFER) oBEIC,  [EHEERICEET 2 R R A
ICHREDRRD LN DEBFIIAT 25E6IE, R ESPD A/ EHBT SN 5E8120
AU 2 2 & RUREN & Db\ | RSN T 5,

BEDOTHRICELRIEIILLTO LB TH D,

FR 6 S HED, X7 47T — o HMEREESE ] OHEIZ THMG-CoA EthsFLE
W (TINRAZF T NI T L VUNRREZT V) 2RGPOERE) KO FELER OHE
(12 THMG-CoA SZ B RILERK (TR EZF o F MY T A, Vo R_AZTF L) O
L0 BEEUHRARIE D B 5 O T VO THEETH 2 L, | LTzl 23, ZD% bR
T Rl O BIVE F A3 HlkfE L Cis & 4T,

NPT 4T T — D OFFEER CEK 1L 3 A) I2BW T, A X F U 0f B CREBUT iz
FEMRFEEL LTIEB O 5 B <3, HERAIOMIEZ L7 F = fE2 1.5 mgldL 22 Tz
D, BEEHRCESEGTIE DY T, [EE) KO %S oE g
L7 F = ED 1.5 mgldL 8 2. HMG-CoA B iR L ERZHETORE ] NREIN
77

WYEUGET D%, NP7 477 — M, BHERICEEN S 588 Tk, mHREN LS L
KT < AFF U L OUFRIIBRTRAEED Y A7 BH 25 OO0, EFRBGICB O TIE, ~
T 4T T—RNEARZTFUNHHEINDBENFET D2 800, 125 KOS
OEND [FAEET) RO TFRIPFRZARS) oBICBIT L, TRAIZE) oEoHEE [
BEREIC BT 2 BRI IS S 358D DL D BT, AAKlL HMG-CoA BRI HEIK A
OERT 258 I3 VBIRE LR 2BV Ll SN2 GBI ORI+ 2 L, | & S,
Flo AFFURRFEOMD T 4 7T — MZOWT b EoEEOBENK bz (CERL
11456 A 16 HAHTEIRLE 61 SR AE EIRLZ 2R Z xR E®Em)

PRk 30 44 H 11 B, —fistEE N A A IRIE L2 K0 . THMG-CoA & Jrili% 32 FH E Al
(ABETF) &7 47T — hREF OO RICEET 2 U SCELET O R E ) R A 54 =
$ - AETERERERZ ARG (LU, T4 iGk) IR S,

BEFEE, BORIZBW TR ORIRR AZ F o L7 40 77— FRRFEFH S
NTWDEREENDH D Z L AN THHIERO=— AN 05 Z LHEND, BikiE

DOTFIEAEM) Comdit, FR7TES A THFRICEET D2 HMG-CoA BItfERIMER (77 24 F )
FU DA, N REF ) HEEIREENH SN ZEnbb, |1 | LWET STz,



BT DR AMEIC RE DRO LN BF BT DHAZ T L7 4077 — FOPHICHE
T ORISR O LEOUGETZHETH LD & ThoT,
z”fé\ﬂ%%%ci\ Rk 30 4F 7 H 30 HAHT T, MSATBUE N ERE M EREIR O (UL
. THEAE D) 1P LT, BRSBTS BRI R E PSR O b BE IR T2 AL T
&7 4 77— MR O M (A SRR O Z 2 ME) 2OV THA 2 L7, His
UM AT, A SCESGTIZ DWW TR LT,
foc:i'o\ BRI, AEICHE W TEMBE®EZ ER L TR Y . KREMH@HOFEMEZEIX uﬂﬁiff
LiE GIR1LZ2H) IZOVWTOHEMEENL O LIS TR EREIR
FEREIC 30T D M a0 FEMICEET 2, (CER20 4512 H 25 At 20 #5558 7) @JEE
WXk, a4 LT,



. WEBIZRBT2RE

1. REF T 477 — s OGRAICHR D AN SCEOTTEIR N

ABF v, T 47T — MHAIOKER N EU RN CEICBITD, AZF 7 407 T— kK
ORI 2 EOIEEICEAT . UTDEBh Tho,

1.1 REWRMAXE

111 R Z F v OREFRMN LEOTEHIRDL

Contraindications

® gemfibrozil (AHAKKFR) L OHITEZRTHD, (o R"RZF )

Dosage and Administration
& XFZFLET74T7T7— b e T 551, —ICEREICENT X ThD, (T h
JVINAH T )
® 1 ANRZRZF L gemfibrozil & OOFFITEET 2 & TH D, FERABEET SN WgGE
L, RAARZZF 1 HL1ESmMg 26 L, 10 mg ZH R 5 X& Tidey, (mX
NABF )

Warnings and Precautions

o T T VUEEHEKREDHAICLY IARNF DY X7 BNHEINT D, AT HEAIC
"R T 4y e U R7 HEEIZEE L, R OE A LR O H S5
2RV, BEOIRMECT AR, JERH 2 Wi K T OIER 2 FEER BRI RET
b5, HHMT 225G ITIHENED S OB K ORI EZ BET & TH D, EHRY
CPK? HIENEBE SN DN, EHERIANTF—OREALEE Z LIIRIES TV,
(7 "SRR EZF )

® i AREZF UL gemfibrozil L ORISR TH D, TOMDT 4T T — R LN
ABF BTG T D551, BAICBW TS IANRNTF—2 /I T LRI TEY,
PFRIC LD VR 7 BN 2720 EE L THEHTRETH DL, 0o 7 4 77—
EPFRT 25 681%, BIERR Y A7 LR T 4y FEEEICEBRTRETHDH, (Vv
INABF )

¢ T 4T T—FEDUEHIEIANRNT—DY R BT A RREMERH D, T 56
FEELTERATRETHD, (EXNRZTFY)

@ T T T—FEDOUAICEY IARF—DY R BREINT D, 74 77— FEMICE
WTHIFIZ I ANT —IZEE L TWA AR B D, 7 4 77— MEFIZ X AEEN
VAT ERRT 4y FEREBEICEETRETHD, (FTRZFV)

& T 47 T—LMEDOPAICLY . IATF— BREHRARED U A 7 BRI 5, (Zv
INABTF )

2 Creatine phosphokinase (CK XX CPK) : 7 L' 7F ViR AKRFF—+



® 7 (77— X gemfibrozil £ DOHFHIZE Y I A RXF—D Y 27 FTHEINT 5 AIREMEN H
b, (BARNREF V)

Drug Interactions

® i NRRZF L& gemfibrozil & OUFHIIEER TH D, (o REZTFY)

® S AT — SHERUTREIE D U A 7 DI 5 7o gemfibrozil & OOFRIEET H &
Thb, (T EIAUNRREFL EENRRETF L TITNRREF L TRNRNRAEFY)

& ITOMDT 4T T— R eAZFUOHHICEY, IANRTF—DU AT PHEINT L&
MABITWDTED, T 258 I3EELRBR R G T RETH DL, (7 FRR
BT, BEHNRAZTF v TINRAFF U TINRAFTF )

® ZTOMDT 4T T — KU NREZFURAMGTHGEIITER LR b T_&
Thd, (o nRNREFL)

® gemfibrozil (T v AN ZF o DRFEEZFE L NS5, I A/3F—  RERU El e
DY AT BHEINT 572 gemfibrozil & OFFHITEET 2 X& T D, T 256X
mxﬂx&%yla1Ewn@%%iéﬁéﬁi@woGZAX&%/&7I/74
TI—= b OPRICL DR ARAZF U BDHNEIT =) 7 4 77— hD AUCY O
ERARBINCH BRI TIERW, 72/ 74 77— e ZAZFUOHFRICE D | I43F
=DV A BEMTHIENMOENTNDTED, 7=/ 7 47T — Ko ANRRZF
YENG LOFAT 25AICITERE L THEHTRETH L, (mAARRETF )

112 7 4 75— b OREFA CEDTRHIRDIL
Warnings and Precautions
® T 77—, FFZ gemfibrozil & A X F L OFEHITIRRUBEIARIED U A 7 /384
D EDNBBHIEDOT =2 LRI TS, IREBOEICEDRET v bH
FICE 2V 27 % EEIBRVRY  DFRHITEET 52 X&ETH D, (7= 747 F—h)

1.2 EU i 30

121 RZF @ EU HASCEOTEIRD

Posology and method of administration

® I AREF % gemfibrozil X7 =/ T4 77— UNDT 4T T —NEOHTD
A, 1H10mg X2 5 _XETIERY, (o nRRAZFV)

® 77 T7—hLOPFHABRERGAEIL, XX T 4y M VAT HEEICEET D&
ThbD, (FURAHF)

Contraindications

¥ Area under the concentration-time curve of the analyte in plasma : IfiL % H 8 BF — FE 5 phAR T s



gemfibrozil & DHFRHITEEZ TH D, ("R EZF V)
747 7= DRI I ANRT— B BRIEDRK THY , B ARRZF
Amg &7 4 77— hEDOHRIFEZRTHD (BARRZTY)

Special warnings and precautions for use

IANRF—D U R 7L gemfibrozil X OVEDMD 7 ¢+ 7'V UEEFHER & OOFFIZ X 0 B
T2 e 5, R THIR, RRBREBRTNE TH D, RGN LER
LBAlid, X327 4y he VAV ZEEICERTRETHD, (7 MARARZF L)
TN ALZF b gemfibrozil L OOFHITEEERTH D, I AT — L BHRUTRARED U
A BHEMT B2, 72/ 747 7= ebR< 74 77— MR T2HEEITY
NAZF 1L HIOmMYg ZBAZHNEXTIEIR, 7=/ 74T T—hEVUNRAETF
PIVHET %A1, TNENHANCEBNTHL IANNTF—25| BT REEENRD D72
W, HETRETHDL, (o RFFV)
IANTF—HEZTZEPMONTVDFEAMEZRMA L TWDHEHEITIE, & RFF
VEEELTHERATARETHD (eg. 747 T—hF) ., (EXZRREZFY)
DAL F o LFkk, TTNRAEF LT 477 — ORISR, 7147
T — NHEMEA TR IARF—LBEEL WD, AT L7407 F7— DU
—EICHET D RETH D, (FITNRZTV)
SFNRF—=DY A7 X, TOMDAZF L L7 47T —hEOPFHTHEINT S Z &0
WEINTVWD, 2o DHHELEGFOBEIIFERICEHNTXETHDL, (T
INABF )
BANALF AL, EOMD AL F o LFERIC, X A/ TF— /RO RRIE D R R O &
LEFIITEEICLGTTRETHY . BRERIC i?477~%&@%%&5@ai
o, BREBRICE W T, B AR ZF U AR ZITo T B BEFIZB W T,
I ~OIERNEEMT 2 =87 o AERD bR o7z, LU s, gemfibrozil Z»E
Gie7 47V VEBHERE ZOMDORAZ T L ORI LY FHRC I AT — 0N
DR HAIL TV D, gemfibrozil 1T A % F 2 E ORI LY I A/ 3F—D U 27 38804
bHo LT2MRoT, BANRRZF L gemfibrozil & OOFFIIHELE S u7evy, @ AN H
Fr 747 7= EeDOHFRHICKVIREMNZET 2% 7 1 v b EJFHIC L D1ETE
B A7 ZEEICERTRETHD, BANRNAZF L 40mg L7407 77— FEDOHM
TR THD, (BARRZF )

Interaction with other medicinal products and other forms of interaction

IANF—DYRATX, T4 TV VEBEHEERO KD eI AT —EFHET DA REMED
HHEHFNE ORI L 0 BINT B EEMENH D, 7 4 7 T — b OFEMME I, BRI
AR RMRIE &2 & o B g L B 5, HEEERN BT DI A7 X7 407U R



FHER L OO X0 BN A REMR D B, %mﬂﬁﬁ%ﬂﬁw T IR ERO
EROT=OREAEDT AR ZF UL, WUNCEE 2 HE ﬁ‘/\%f&pé
(7 "IV ARZTF )

BB RRIE 2 G R A RF—D UV R BN 7 4 7T — b EOFAIC L VT 5,
% T, gemfibrozil & 2 A ZF L OIEMBRERIFHAAEMIC LD, o NAEF D
MAEFEENEMT 5, Yo NRNAREF T2 ) 747 T7— 2R LTSEAEDIF
RF—=DV A7 PR, FHEADO@E LDV A7 ODEFHEBZ D V)BT AT,
(U RARHTF )

gemfibrozil |3 simvastatin acid ® AUC % 1.9 {5 &8, ZiULZ /v 7 o BRI SR
KO & 5\ % OATPY 1B1 MFREIZ L % rlHENENN H 5, gemfibrozil & O OFHIZEEZ T
Hb, (N ARETFV)

T4 77— FOBMBERIL, KICIANTF—LBH#E LTS, 74 7T — e RZTF
EDOPFRIE. I AT — k&f%ﬁ%ﬁ@)xi@ﬁMk%Lﬁé EANZRETF L
7477%%%%%¢59A HELTERETREThHL, FUEERBROMSE, B4
INAZF L gemfibrozil L OO TEZARAFZF DO AUC KN LAGE, 7=/ 7477
— FNEOPFATAUC S 1258 L7, (BEXAARZF L)

7 4 77— N OB, BRI AT — L BEE LT\ D, SR BURIE % & T B
HOFERROY AL, 74 77— eZoMoRZF o LU HICL 0T 2%
TEMESNTWD, TNHD T ITNRAEF AN L DHHERRIIRITE W=D
— RN T T NATF LT 47T — b (eg gemfibrozil, 7=/ 7 47 7—F}) k@
DERITEET 2 RETH D, HFAPKLERGEIL, HERICEEOBRIKERKLK N CK OE=
BV T EERTH L, (77/\25’%/)

TINRARF v b _YT 07T — K gemfibrozil & DHFREEE T, A2 EZF B 5
WEEDMOIFER THEDO N FT XA Z 87 4 IZEKRICEROH 5 BIT e\,
T4 7T —beREFULOFHICE Y I AT IR BEIE D Y A 7 BN
BOLNTWNWDTZD, XX T 4y N VR ZEEICEEL, 747 7— FEDOPFHIX
HEIENT2560HLTRETHD, (TANRREZFY)

0 AR KT L gemfibrozil & OPFRIZEL Y, B ARZRZF D Cra® & AUC 13 2 %
BN L7, BEOH B EHRBOT -2 X0, 7=/ 7477 — k& OEYBREFN 2
FAEMEMITIRE S A0S, SRR EERNE Z 2 "JeEMER & 5, gemfibrozil |
T2 )T 4T T—h, XZZFOMDT 4T T — FEFM TR LG EICI 43T —
EERITAEERS D0, B AR F U LOHHICEY I 4F—D U 27 )3
MT 5, BANRREF L 40mg &7 4 77— eI ThHD, 7477 — &
T 25 8121E5mg O GHIET~E THDH, (RARNRRZF )

4 Organic anion transporting polypeptide : 757 =4 Lk AR U <7 F R
®  Maximum concentration of analyte in plasma : 5 i i 57 7 2 i



OANRL T OB EZENEIE2 Z ERMLN TV DAL O AN LERGA .
0 ANRAZF L OREZRHETRETH D, B ANRNZEZF D AUC 3 2 (ELL B
IR TR ENDEHAIL, BARREZF U2 1L HSMg NORBET 2L, B ARRES
D1 B RAERR. #20E gemfibrozil (1.9 f5H#500) & o A N2 X F 2 20 mg 72 EAH
HAIEMD & 23K & ORI 2 BT, 0 Z N2 2 F BB G TP S LA gRGEEN 1 A
40mg X 72VWEOHEITRETHD, (RARRFZTFL)

122 7 475 — h® EURFMACEDOTEIRD

Contraindications

SFNRF—DRNOHLEBETIE, VT 4T TF7— e AXF U LEOMRITEERTH
5y (R¥FT74T7F7—1)

Special warnings and precautions for use

T2 )T 4T T NeEOMDT 4 T T — N IR ZTF U LA LIZGE, RIS
EWFET L BE TIE, BEtho U 2 7 NN 5 aReMERnH 5, 7=/ 74 75—k
EARBF U ITEDOMD T 4 7T — b E ORI I, EERIRATINEE BEIE TO
ME Y 27 BNEL HEFEOBAEDRNBFRIZTRETHY , BENRGHEEICH LT
MBILE=X )V ThTRETHD, (T=/)T74T7T7—1)

T7x/) 7477 MEMXIIAZ T EOPFHICE Y AIRRME S LT F=0 0
HMASRE SN TWS, MIEZ L7 F=2 O ERIT M oORE L & HICZE
T50, BEHMMOEEICLVIEZ V7 F = U BSEHEICEINT 5 = e T o A 3L
BHHRIEICE W N—2 T4 v ETEET A TH - 72, BHERBRICBVT, Mg L
TF =2 DR—ZF A SO 30 ymol/L O BEEISIX, 7=/ 74T T—
LV UNAET T 10%, AXZ T BT 44% Th - 70, PERHEG OEE D 0.3%
T 200 umol/L 2 2. 5., BRARMICEROH D7 LT F = OEMBRRO b, 7
T F = NIEFIEEE EIRO 50% A X -GG, IREEA R ILTRETH D, K5
B“IWAIXIZ VT F=rEREL, TO%R B EMMRRENEREINDS, (72 74
77— h)

ARF LT 4T T— N EOAIR, I ANRNTF—ORBBEE LIS, BEELSES
ZENREINTNDED, XY T 47T — e RXFZF U LOFHITERIZTHRET
b5, BEIEREZDHATLIRETHY, IAF—0JkfEsL CPK OHNEZE=4Y
Y7L, IFART—DRERED NG AIEOH P LT RETH D, FEHIEI AT
—DRKROH HBENCTHRETIERY, R T7 47T —1)

Interaction with other medical products and other forms of interaction



® HEERHFEMDOVAIIZIT AT T— b eRZF U IZOMDT 4 7T — AL
AT 2, 2o X5 ROFERITEEICTXETHY | HiFEtkoJkEE s
BT 228, BUE, 72/ 747 7= "BV U NRREF U OERYEIRICEET D
ERB I N BT U RT R, (P2 ) T 4T T—])

& XFZFLET7 47 T7— b OMAEEML, BETHEAOMEDEIZLD, ZOMWER
BIENEDAFRENRS D, b 2507 T ADIK OS2 AR, BE
WZEoTiE, IARTF—D U ZRZ7HINCEAE L TS AEEMERH D | FARA X TF L OHf
P EIIRERL O SPCY BT 5L, (NPT 4T T—1)

2. BRNADTA RZA4

AEF T4 77— EOPFHICBE LT, L FORNENTLHMI LTV D,

2.1 BIREECHERB TR A KT A > 2017 R 7

AR F 1L LDL-CY MREWIRE R FIENSH#EIG & 720 . BIfE LDL-C 25 o & b2 RAVICK
TEELFEAOOELESTHL, AXFUORWEME LTIE, MEE, CK LA i %
EDOIA T —RRIER, WA R ORI A7 7 B B/ AR T 2 BT R RE
DO THRAENDWME SN TWS, 74 77— b, =aFUVBHEEER, v aAR) v =
YAaa~A O THHY 27 38N 5,

7477 — MEm TGY MIEITx L Tl bRV RIN RIS Th 2, FlC, L ATV MU ARE
HOBALHICHET 570, A EIRMIEICB W CIEERT 5, F72. HDL-CO AN+
LR B, ERRIER & LT, B ERE ICEAT 5 & BRI ARE AL Z LS
TWEHDEEDMLETH D,

7 4 77— hDREZF ~OOFRFREL, BIRELIERERIEIHICED TH D (2T
VALAYL2 WL UL B ) ST T 2 BUBEIRFRE (—R T, ik
TR b ETe) %5 & L7z ACCORD-LIPID DU 7T TlX, 74 77— FDAXF
A~ OIBNF 51T TG 204 mg/dL LA E 7> HDL-C 34 mg/dL AT 0O B 0> BhAIRAE L E IR SRR iE
YT B A REME D RIB I LTV D,

2.2 2013 ACC/AHA Guideline on the Treatment of Blood Cholesterol to Reduce Atherosclerotic
Cardiovascular Risk in Adults CkE) @

®  Summary of Product Characteristics

D BARBHAREEL S, BINREE LR B T A N7 A 2 2017 4EAR. B ARBIREE L4, 2017

®  Low density lipoprotein-cholesterol : {&LLE Y R Z L /87 a L AT o —/L

9 Triglyceride : hU 7 V&V K

19" High density lipoprotein-cholesterol : FIE Y A¥ X7 a L ATF e —)L

B - BIICET AT ET VAL ULOLSEE, TETF VA LAYL 2 FiiEE 3k — MR X OER S O X X
W/ Y AT~T 47« LEa— (FRNCEDTR) T2 F MRS 7 fifbT

12 HESE L ~UL B: BVOHESE

13 Neil J. Stone et al, 2013 ACC/AHA Guideline on the Treatment of Blood Cholesterol to Reduce Atherosclerotic
Cardiovascular Risk in Adults. Circulation. 2014; 129[suppl 2]: S1-S45.



FEAR B O RURIE D U 2 7 IS B 728, A X F U RET O BEIZ gemfibrozil
% BthEd & TiE722vy (NHLBI Grade B ¥ | NHLBI Evidence Statements 46 ¥ | ACC/AHA
COR Il Harm + ACC/AHA LOEB 1)

7=/ 747 7— k&, TG 500 mg/dL LA EDEA D ASCVDY) DY A 7 KL TG K
TORXT v "DNEEFHOEENR) A7 % LD LM SN DHAICR Y, KIRE
XIEHRED A2 F o L DA BT 5 (NHLBI Grade E ¥, ACC/AHA COR llb -
ACC/AHALOEC 19) |

2.3 AMERICAN ASSOCIATION OF CLINICAL ENDOCRINOLOGISTS AND AMERICAN
COLLEGE OF ENDOCRINOLOGY GUIDELINES FOR MANAGEMENT OF
DYSLIPIDEMIA AND PREVENTION OF CARDIOVASCULAR DISEASE CkE) 2

7 4 7V UEEHER (gemfibrozil, Y=/ 7 47T — b, T2/ 74TV UER) FAXT
v E DT I A NTF— R RMRIE AN H AL TR Y | gemfibrozil THICEZ VD, 7R
AEF RS BETOAZF L TY A7 3N T 5, HAERIZZ7 =/ 7 477 — FXZ
T2 )T 4T VRTINS, RAZTF AL DL RENILAR N,

Wi CTlXd 23, 74 77— MR, BRI, I A/ 3T — X IHRUH R ARAE & 0B &
V. BFEY AT IFALZT U EOPRICL VTS (EL4NE 2V)

RERU BMIE 137 Tl 2 28 HE SN TV D EIRIT A & F L BT 10,000 1 & 7= 1 0.44
BlE, AXF L7 47— NMIFHT 10,000 $ldH7- 0 5.98 FIAETH Y | RO BUIEELC
BIE 9 2 MEFI DFE RN Em T, A SN AIERICITME R EERLETH D (EL
1;MRCT, EL1;RCT 2 ) ,

TG NI ATEEBEOZLIC L Y LIXZUITRMITIER TE D08, 747 T — FEAFTF
Y EOOFIX, K HDL-C MAEZ£E D & TG MIEDZ% < OEEFIZE - T, WUIRERNETH
L ARetEnydH %5 (EL L,RCT) o

2.4 2016 ESC/EAS Guidelines for the Management of Dyslipidaemias (EkJH) 2

¥ Grade B: Moderate Recommendation

9 Most RCTs of moderate-intensity statin therapy and all RCTs of high-intensity statin therapy excluded subjects with serious
comorbidities and other conditions or concomitant drug therapy predisposing to adverse events from statin therapy.

16 Recommendation that procedure or treatment is not useful/effective and may be harmful. Evidence from single randomized
trial or nonrandomized studies.

) Atherosclerotic cardiovascular disease : BJRTE{ LA U if 7 7% 2B

18 Grade E: Expert Opinion

19 Recommendation’s usefulness/efficacy less well established. Only diverging expert opinion, case studies, or standard of care.

2 paul S. Jellinger et al. AACE 2017 Guidelines AMERICAN ASSOCIATION OF CLINICAL ENDOCRINOLOGISTS AND
AMERICAN COLLEGE OF ENDOCRINOLOGY GUIDELINES FOR MANAGEMENT OF DYSLIPIDEMIA AND
PREVENTION OF CARDIOVASCULAR DISEASE.; Endocr Pract 2017: Suppl2; 23; 1-87

20" No evidence

2 strong evidence. Meta-analysis of randomized controlled trials (MRCT), Randomized controlled trial (RCT).

2 Alberico L et al. 2016 ESC/EAS Guidelines for the Management of Dyslipidaemias.; European Heart Journal 2016: 37; 2999-
3058

10



ABF T 47— EDUHRHIZIANT—DY X7 2EmD LA RERSH D, Hixl
A 71X gemfibrozil Th b <. gemfibrozil & A X F o L OPFILRET HRETHDH, AH
Fre. T2 )T 4TI XY T4 T T NEOMDT 47T — A LESEDR
FRF—D U RN NS WEEZ BRD,

18 TG IUE D FFIENZ DN T, A X FUAREIZ S 230 57 TG 2.3 mmol/L (200 mg/dL)
HOEY A7 BEINI, AZF 72 ) 74077 — b EDOPAEZEET 2 (Class b 22
LevelC 29 )

AL FUHEMIER S LT, 740 77— MIFHICE D I ARF—D U 27155 5L 78
LEMESNTND, IANXNTF—D U R 7 TEHERFREETLIVE, 74 77— LA
ZF U OMEDEILLS>TY RZIZRRY, 7477 — & AZF - OIFEHFRF EAEH]
WZEBDLDTHD, AZFLOI VI BIAICBWC, 74 77— hOREIZED ZD
TERNE R 72 %, gemfibrozil IZA X F o D77 v VA OB A I L TA X F o OREH%
fLE L, A X F o OMmBFEREEZIFALNINEE 5, 7=/ 7 4 77— FiX gemfibrozil &
IREHRE N B D720, HHRICL D I48F—D ) 2713070,

ARG B E O HED PRI ONWTIE, IANRNTF—DE=F VT ELRNBLA
AF T4 77— EATDZE L5 2 5D M, gemfibrozil & OOFFAITEET H_& T
»HD,

3. AR

EHEREICBE T 2R AEICEAE RO ONLBEICBIT L, A4F LT 4T T — 1
EOPFRICEET 2 ENAORIZ, LFD 1 #HTh o7,

Intern Med.2011; 50; 845-53

KIEEHA SR (FDA) @ Adverse Event Reporting System (AERS) 7 — & X— A5
2004 4F- 1 H ~2009 4 12 H 12 ¥ S 7 FEAI BB i 8,610 1l 2 VAL L, 14 1m) & fif
MraiT -7,

AR T B ORSUHEARIE (X 2,523 Bl 0 7 4« 7V VEEFHEER & OPFHIL 220 1
(8.7%) Th-ol=, BOEMERIFROEIA L, A X F U HMT 9.7[95%Cl: 8.5, 11.0]%, A X F
T4 7Y UEEHER L OB T 5.5 [95%CI: 2.8,9.31% TdH - 7= (4 v ALk 0.54[95%Cl:
0.28,1.01]. p=0.0392; Fisher’s exact test) ,

A2 T BE ORI RARAE 2,523 1D 5 5. 996 1] (39.5%) (XEEREREE 2 G0 L T
Too BOERHRIGOEIGIL, BHEREREE O A0 T 13.5 [95%Cl: 11.4, 15.8] %, A HHIIT
6.6[95%Cl: 5.4,8.0] % TH->7= (A4 Rk 2.19[95%Cl: 1.66, 2.91], p<0.0001; Fisher’s exact
test) .

20 Usefulness/efficacy is less well established by evidence/opinion. May be considered.

%) Consensus of Opinion of the experts and/or small studies, retrospective studies, registries.
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¥, il SRR K0 EEIERT 508, HIEDOLE
IZ1H 20mg £ THETZ 5,
FiEtEE o L A7 o — L

W R AITIZT FARREZF L LT 10mg & 1 H
1RG5,

¥, el SRR X0 BEEERT 508, HIEDSGS
121 H 40mg £ THETZ 5,

SUNALF

U IR/RAEE 5B,
A€ 10, [FIE
20 i

M S DA &S 4L
1t

rfEIE SR =

2T a— )UIMRE

WH. RACIZY "R ZF L LTEmg & 1 H 1
Ef ARG 2, Zeds, Fln. RIS XV s EHERT
AH, LDL-=1 L AT a— UEDIE T AR+ 7254
121 H 20mg £ TH&ETX 5,

U LRI

L INALTF T v

U N om g
img . A $E
2mg. [F]#E 4mg
[7 OD && 1mg.
7 OD && 2mg.

B D gk =
ftly

B L AT a— ) VIIAE,
EREEa L AT 0 —

JVILAE

L AT a— LIE
BRI A ARNRAEF oA e LT I~
2mg = 1 H 1 [ERR O35,
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[l OD #& 4mg
ftt

7p¥s, AR, ERICK VEEHE L, LDL-2 L 2T
2= /UEDIR T AR+ 37256 I3 ETE 508,
ARG EIT1H 4mg £ TET5,
FHMES 2 L AT a— VIfLE

BN GBE RAIZIZE X ANAZF oI T A E L
Til~2mg % 1 H 1[mEOEET 5,

¥, e, ERICEVEEHEB L, LDL-2 L AT
2 — /VEOIR T AR+ 7235 A I & T E 523,
KRG EIT1IH 4mg £ TET 5,

AN EE . 10 BRLL EO/NRIZIZE X N Z T 7
N AELTImg % 1H LEREAOKRET D,
7B, JERICEVEEHE L, LDL-2 L AT r—/L
EOIET AR RBEAITITHEETE D, A
HEIZ1H2mg ¥ TET 5,

I NRE T F b
RV

AN\ F U
5. [FlgE 10, [A]
HIRZ 0.5%, [7]
HIKL 1% fth,

0

WH, RANZIET T AR ZF o F Y oA LT, 1
H 10mg % 181 Xi% 2 FNZA R 057 5,
7k, AR - SERIC LV AT 2 2, BIEOSH A
121 H 20mg £ TH&ETX 5,

TIVINRAEZTF F b
DRV

o—a— )LE

10mg . [F] §2
20mg . [A] §2
30mg L

Ty —<k
K&t

Bal AT u—/UMjE,
EREEa L AT 10—
JUIMLYE

TNNAEF L LT, @, RAIZIZLH L EY
£1% 20mg~30mg A% %59 %,

7pd, 51 20mg XV BHAG L, il - EIRIC XV
HHT 5728, BEIAEOYAIE 1 H 60mg £ TH&ET
ERAR
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0 ANRAHR T AV
DAVAN

7 LA N—)b
BE 2.5mg. [Fl$E
5mg. [F] OD #&
2.5mg. [A] OD
#E 5mg  fth

TARNTERD
MRS A i

&3l AT a—/)LE,
FHMEEa L 27 0 —
JU ILSE

W RAZIZE AR ZF L LT1H 1\ 25mg
KOG EZHGT 08, B LDL-2 VAT 2 —)b
EEKT S0 END HLGEITIE 5mg Lo E%E

BRIA L TH L, Z2ds, Ffin - JEIRIC K 0 i T
L. PEGBMAE#% B AUV THI % . 4 LI IZ LDL-=
VAT a—VEOK TR R+ 5E81ik., Wik

10mg ¥ CHETE %, 10mg # %5 L C% LDL-= L
AT\ —VEOAK T3+ Tl FEikEtkm = L A
T —/VIERE e EOBEMERFITRY . I HITH
BETEDM, 1 HRK20mg £ TET 5,

VAP =BVA ANV
fRii « 7 h LA X
F A AKF
i

NT 2z b
BlEHE 1 3.
e 2 Z&. [A)
BE 3 % [FISE 4
O

7 7 AP —FR
2t

AH (FTLradEy 7
NS A Z T U ELEHA)
X, T AU ENT
RIVISAZF AT LD
BN EY) TH D LT
DBFIHERT 5,

i IS SR OE & |
oL AT — )L IMJE
XIZFE B2 L AT
2 — L IAE % ff 5 L C
W5 A

AHN (T LTy T MAARRZT UEEHD) 1
1HLIERAOZEET S, B, L FOT7LAnver b
T MR EF ORIk HEICESE | BEEICH
mERDLH L,

T AT

« 7 I A

WL AT Ae P L LT 25~6mg & 1 H
1ERR OGS 5, 728 SRR Cil BT 523,
BIRAT3725E121E 1 B 1B 10mg £ THET S
ZENTED,

- PelE
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B, 7TAau LT
NVSZA B F o DRRE -
PRI TO LR T
HD,

AN =EPR %

« I E

- BOME

T RARAKF

cE 3 VAT B —/VISE
CFEEMEE L AT e —
JUIILIE

WL RAICIET AP L LTmg &2 1 A 1
ROEET 5, 72k, ERICE CEEHEET 2,

T RIVRAKF

s &Ha L AT a— )VILGE

WL R ANIZIET A RRZF L LT 10mg & 1 H
1532,

7k, A, RIS KV EERET 22, BIEOSL A
X1 H 20mg £ THETE S,

- FIRMEE = L AT a— U IfE

W R AITIZT FARREZF L LT 10mg & 1 H
1532,

7k, A, RIS KV E AT 2 A, BIEOSH A
121 H 40mg £ THETZ 5,

TPFIT T kL
IWNARF By
LIKFI)

7 r—F v b
Bl &8 LD, [A]
$& HD

M S DR

B L AT a— ) VIIAE,
FEMEESa L AT 1 —
IV ILAE

WE, RAIZLHLELEE (=BFI7 /7 hL
XA HF b LT 10mg/10mg X% 10mg/20mg) % £
BRI EEGT 5,
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7 4 77— hRIEH

— 4 Wi5e4 ARESE AE - DR Y - H&E

IV 7477 —k8 | VATV 8| KHAREKIE | S5 i WE, RAN1BZY 7477 — k&1L T600mg %

200 PRt 3N/ TR T 5,
7pB. i, ERIC K 0 ETIET D,

su7477—h rma7 477 | BRI A S | SIFELE srma7 47 7—hELT, BEBEALH 750~
— s 7R | HE 1500mg % 2~3 [E|Z3 1 TR A& 595,
250mg [ L~ ¥, . ERICE VT 5,
7]

Tx/)T7477—h | FIA AT | ~vA4 T EPD & | ®EIE (REMELE | BF, KAIZ7=/ 7477 =& LT1AHLMA
53.3mg. [FI&E | R4 il te) 106.6mg~160mg % &% & 535,
80mg 1t 7ok, AR, EIRIC XV @ EET S, 1 H 160mg %
UET vk | b3 o IR x5 HEITEL LT b,
53.3mg. [A#E | &=t fh
80mg it

_YT 4T T— b RN = | eS| BELE (FEEEZS | @, RIS 7 77— RELT1H 400mg
SR #E 100mg, | kA=t L | Te) 2 AN THIY BRICR ARG 2,
Al SR & ¥, BHREEEL AT EE K OERE IR LT
200mg L FEERET D Z L,

RYT7 47T —h NVET 4 7| BRIt EARME (FRMEE2 S | @, AR~ 7 77 —hrELT1H 0.1mg
#£ 0.1mg ie) 1B 2EEVICROBST 5, ed. Fln, Bk

W2 U Tl AT 225, R KM &I 1 H 0.2mg &
1H2EFETET D,
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(EIZ=E) 77 RIVINRIF VAV D KR

B 2

HiAT

WEIES

-
—

Ui S GROBEIITHEEG L2V 2 FHIE 5535, K
MEETHEAFEEICREGSTSHZ L]
T BRARELC BT D BRR MR A B Z B 3580 b B AT, KA L 7
4 77— FREAR AT 2 BEI2E, 1BR LT 215700 &
Wrsh 2% COR0HT 2 2 &, (BRUHEIRIED & b i o7
VW, (HHAEIEH] OHEZH) )

2. EEQFEAREE
1 ~ (2 (%)
CHra%

3) ~ 4 (%)

3. MHAEEH

(HITER)

2. B AR

1) ~ (2 (W)

(3) BEHEGEICBI3 5 BRI B8 2358 8 D D AT . AHI
&7 4 77— b REANE VAT 2 HAICIE, IR BT 2220
CHW SN DG EICOBRPHT D Z b, B BREEE L 2L S
BRI EMARIE S & b od v, RS2 B3 0T 258 101F,
TEMIR I B RE R S 2 500 L, B ek (BRI, MDD @
FHL, CK (CPK) EH. PR ORT I A7 oy EFIFONT
HEZ VLT F = ERSEOBEEDEL 2RO HAFEBICES
e nll| P RS R
_4) ~ (5

(H%)

3. MHAEEM
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(2) JFAPHHES.

(FHIE LTRFH LW Z &)

T BRREL BT D HRR MR AR fiE 2 S

B b5 BE TIHRAlE L

THR LW & L4508, IR ELTZGRVEHlI SN DS

AICOREEICHAT D Z &,

A4 %

BERIARE IR - B 7 105

PEFr - fEBRIA 1

74 77— bFRHEK

S 7 PR RE AL

.7 4+ 77—F

Al
YT 4T T

& B 5 BT Rl A

F A L HMG-

FED & DO

CoA ZEJrlf L E

b 5%

W, HEER (A

Al & o FI{E & %

T ) ) DIEER

PEOARINEM

CK (CPK) @ L5,

fERRIA - BRI

i R QR X A

BE 9~ 2% i R B A

7 ua by EHAF)

ICREDRBD DI

(g7 VT F =

o BE

v bSO B RE
DEALEZRO Y
AEELICES %
P52 &,

() fFHER (PFRICEET S &)

AN %

B IARECIR - $EF BT 15

P&FF - fEBRIN -+

7477 — bR
Al

AL B R CK
(CPK) E&H-. i

.7 477 —F
FHAN X F=aF

(HITER)

) PFAER (PFRICEET S L)

A5

WR AR AR - #1715

e - fEbRIN T

74 77— bhRHE
Al

5 A9 L i /0%, CK
(CPK) k&, ffh

W74 77—1
% KAl L HMG-
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T4 T T

b
=3 F R
=kl hr—Jv

A

S

LORFI AT =
[V P S G
L., a7 B i ne
b % 1 5 BEA A
fRIEN & B IS0
TWEORENDH
Do

Vg H L HMG-
CoA EtEEFEHLE
F & o RIER %56
P DA INEH 23 7=
XN TWD,

fERRIR 1~ S RE

i

YT 4T T —
s

= o F UERRLA
=tV hua—/b
%

IORFIA T =
vy B/ AR E
L. B R e
b % 11 5 BEAL A b
FRIE N B B IS0
TWEORENDH
Do

CoA &Il [H
i & O gIE 5% 5
P o FE N AE FH 23 7
BT b,
fERGIR 1~ BB REIZ
B8 9~ % Bl A 5 A fiE
ICHEEPED BN
LY

Ry = o il
AL HMG-CoA &
TLEEE L EA & D
RIE 5% 261 D
IRPE R 23R &
TW5b,

fE IR 7~ : RS RE R

=
=
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(BEIR] YINRYFY

HiAT

WEIES

RIS ROBFIIEHEG L2V EE2FAIET508, R
VELTHGAITERICEGT52 )]

R RE I B 2 BRI A EIC B RO b o BHIT, KHlE 7
4 77— b RERE AT L5EIC1E IBE O 215720 &)
WrEn DG EICOAHTHZ L &L, AiloF 5 &Eid 10mg/
HZ X722 &, BREGHRAEES H & b3 v (T AE
DIEZH) )

1 HERE ROEFITEEICERET 52 L)
(1 ~ @) (%)
CHrix

2. BERHANER
(1 ~ 3 (%)
CHrix

(HITER)

1 HERES ROBEICITEEICKRGTLHZL)

(1 ~ @) (%)

B) 747 T — bR¥EH| (NPT 4T TF— 1 E) AEEHOEE
BT B ARIE 2 & Do o4 v, (HHE/EN] OEZM) ]

2. EERHANER

(1 ~ B (%)

(4) EHEREIC BE9 2 BRI S 23580 b 5 BE IS . AH
&7 4 77— FRERZHT 25 EITE, IGK ERT 2580
I SN DG B OHPTH 2 L L L AR OR S &I 10mg
L AZBRIRNC L, S BRRRERE(L &t O BREUT UARIE 25 &
bbhed Vv, LGN LHEICIE EHAIC EIEREER
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3. tHAMEH

UFRIpERZEE) URAlE LT L ZRWZ &)

B BRRE (2 P4 2 MR R A I Z B R

DR b D B TIFFEA

LCPRA LAV & & T 508, (AR ERte 2 (37200 LI SN 5

GEllOREEICHHATLZ &,

A4 %

R AE AR - HE 7 1

BEFr - fEBRA T

74 77— b RHEK

S BB RE AL

JERRIK 7 - EHEARELS

Al :
YT TT—

& B S BT Rl

B9~ % ks AR A A i

EDN S B

CREDPRBD N

b 5%

APt ki 06 T Wi

o BHE

T DAL AH]
D5 &3 10mg,”
HEZHEx2WZ &,

(B RIER (i
I D) DB
CK (CPK) k5, ifn
P ROIRP I AT

o vy EFAFONC

mEr vrF=>

TEAZFEM L, BRIER AR, B 038, CK (CPK)
FE . mHEEORB I A e ey FREY RN CmEZ VT F =
AEDOBHEOEALZRBO G A ITELICHRGEZRIET AT &

3. FHAEAEM
(HIER)
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FHZEOEERED

Bl zROHe

FEHICEL &

+5z2&, )

(O HER]

(PFRICERT S 2 &)

S 4 %

B AEAR - 1B T 15

BFr - fEBRAF

74 77— hR¥E

A
NPT 4T T —
%

S8 QAN =R YR e
7o PF O RERL A Rl A
JEDN B B o0 T
W FHZ VB LT
L8 AT A A D
e 5-E8:1% 10mg,” H
HEX N &,
(B RER (A
I Wi 1) DFEBR
CK (CPK) &, 1.
R ORI A7
2 ey A ONT
mE 7 vrF=r
FRZEOBEHEED
HEEROT5GE
ITEBICRS &

S O A A
55 P FAEOEE A3 0
NTWB,

(BFHEE) (PFRICEBETH L)
FEFN 40 BRARIEIR - H 18 15 | BT - fEBRIA T
74 77— bR | BB EEEL | 2D ORI GH
#i 7 D BRCT B AR | RO AR IE 23 0 5
RYET7 4T T— [ ERHLDLNLT | NLTND,
3 W D2 LB L | SR T B RE LIS
DT AA O | B9 2 R A E
BHET10mg, H | IR ENRD SN

AN &
(B RER (A
I D) DIEBL
CK (CPK) L&, i
PR ORP I AT
o v AT
Mgz vryF=r
RO BHEEE D
L AROT-5GE
B B I 5 &2 T

o BHE
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(RETZE) EFNRIF VNIV KT

HiAT

WEIES

JRAPZE S GROBEIIFREG LRV L 2JFAIE 3528, R
R LG EICRGT 5 L)

T BRARELZ BT 2 BRR MR A E S B R 5580 i 5 BEITAAI L 7 ¢
77— b REAE DT DB EIIE, IR BT 245w L
SNDHEICRD Z &, WEBEHBARHEL H 6 o3, ] (T4
AER DEER)

2. BB ARER
(1) (%)
€

2) ~ (@) (%)

3. MHAEEH

(HITER)

2. B AR

(1) (&)

(2) BHEGEIZBI3 5 BRI B8 23588 D D BT . AHI
&7 4 77— b REANE VAT 2 HAICIE, IR BT 2220
CHW SN DG EICOBRPHT D Z b, B BREEE L 2L S
BRI EMARIE S & b od v, RS2 B3 0T 258 101F,
TEMIR I B RE R S 2 500 L, B ek (BRI, MDD @
FHL, CK (CPK) EH. PR ORT I A7 oy EFIFONT
HEZ VLT F = ERSEOBEEDEL 2RO HAFEBICES
e nll| Py RS R
B ~ (5

(H%)

3. MHAEEM
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(2) JFAPHHES.

(FHIE LTRFH LW Z &)

T BRREL BT D HRR MR AR fiE 2 S

DR HI L EETIEHAIE L

TP LARWZ L L4 5, IR ERPT2GRVv Ll s 5E

IZCOAEEIZHFHT A Z &,

A4 % BRI - HFE T 15 | B - fEBRIA T
7 4 77— bR | S ERRRE AL | LR A BRRREIC
Al & P D BB AR | BE 3 D R AR A
NPT T T | EDRDHLDLART | ITEREDED N
b 5% V., HREIER (BR | %6
T ) ) DIEER

CK (CPK) EH-, ifn
PTRORFIAT
o By EHEIFIC
mygEr7 v 7F =
FREDBEKIED
ElhzROHE
TEHIZHES &
5z L,

() fFHER (PFRICEET S &)

AN %

B IARECIR - $EF BT 15

P&FF - fEBRIN -+

7477 — bR
Al

S B RE AL
& P D RIS Rl

R BE PR S o A I
Wb 53 Al

(HITER)

) PFAER (PFRICEET S L)

A4 %

WR AR AR - #1715

e - fEbRIN T

7 47T — kR
#ll

SR B RE AL
Z P D BB il

A1l & b AR
FRAE 3 #R iy S LT
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W, BREER (5
I D) DIEH
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PR ORI A7
=B EHAE NS
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LAEFEDOEEAED
Bz OTEE
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B35 &,

& b BB Rl AR E
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JEN H 5 b7
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PR ORI A7
oy BTN
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(RETZE) TSNRIFVTRUDL

17

WEIES

-
—

URAEEE] ROBEITHERE L
MEETHEAIFEEICREGSTHZ L)
T BRARELC BT D BRR MR A B Z B 3580 b B AT, KA L 7
4 77— FREAR AT 2 BEI2E, 1BR LT 215700 &
Wrsh 2% COR0HT 2 2 &, (BRUHEIRIED & b i o7
W) (MEAMEM) DEZM)

L 2RI E T 505, KRS

2. BB ARER
(e

(1 ~ @) (%)

3. MHAEEH

(1) JFRIpFAARE UFAlE LCTHRFH LRV Z &)

(HITER)

2. B AR

(1) BHgEEICBI3 % BRI B8 2358 8 D D AT . AH
&7 4 77— b REANE VAT 2 HAICIE, IR BT 2220
CHW SN DG EICOBRPHT D Z b, BB EEE L 2L S
BRI EMARIE S & b b od v, RS 28350 256 101F,
TEMIR I B RE R S 2 500 L, B ek (BRI, MDD @
FHL, CK (CPK) EH. PR ORT I A7 oy EFIFONT
HEZ VLT F = ERSEOBEEDE 2RO R FEBICES
a il ISR
2 ~ (5

(H%)

3. FHEAEM
(HIER)
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T BRAELC BT 2 MR R AN S B R 2SER0 b 5 A TIHFAI L L

THR LW & L4508, IR ELTZGRVEHlI SN DS

AICOREEICHAT D Z &,

A4 %

BERIAAE IR - H 7 125

BEFF - fEIRIA 1

7 4 77— R

S BB RE AL

fERRIA - B AERE I

Al

2 P 5 R AR | B89 2 IR AR A (E
NP T4 T T | EDRDHLDLART | ITRFEDRRDOHN

b 5%

WV, (BHFER

% BHE

PR, i) D%
B, CK(CPK) L5,
i i R VR H S A
VA= = : 5 A0
Wiy 27 VT F =
v B OB
DEALZRED Y
AlFELICES %
fikd52 &, )

2) fFAER (PFRICERET S &)

AN %

B AR « $EE T 1

BRFF - fEBRINF

DR (BFRICEET 22 &)
A4 % BERPREAR - #7145 | BRFF - fEBRIA T
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e O RO, Fl AR
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Vv, (BRIER (7
PR, i) %
B, CK(CPK) L5-,
I i R VR R A
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I e VR H 2 A
Jsuavy bR AR
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(BEIE] DIVNREFYF EUDA

HiAT
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Ui S GROBEIITHEEG L2V 2 FHIE 5535, K
MEETHEAFEEICREGSTSHZ L]
T BRARELC BT D BRR MR A B Z B 3580 b B AT, KA L 7
4 77— FREAR AT 2 BEI2E, 1BR LT 215700 &
Wrsh 2% COR0HT 2 2 &, (BRUHEIRIED & b i o7
Wl 3. MHAMEM] DEZM)

1. EERES ROBHICITEECRSTSZL)

1) ~ (@2 (W)

(3) WIZHIT B B ULIREE RO ARIE 2N & D bhod e
DWENRH 5,

(Bra%

1) ~7)
(4)

(%)
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2. HERIEANER
(1 ~ 3 (%)
CHrix

(HITER)

1 EERS ROBHEICTEEICRSTLZL)

1) ~ (2 (&)

(3) WITHGIT B B ULIRAE REBUTHRARE D & b b &
DHRENRD 5 ,)
V747 7= hRERSYF T 4 75— bE) 2 GHORHE (T
HYER DEEBIR)
2) ~8) (%)

(4) (&)

2. EE 7 BRI
1 ~ @) (&)
(4) BEHEEEIZ BI3 2 BEARIR A (I B 2358 8 D 5 REIT . ARA
L7477 — b REAEZHT L5EEIIE, IRE BT 2520
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3. FHEAEM
(L JFAGHHER S,

(&)

(FHIE LR LW Z &)
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Bl OAEEICHHT L Z &,

A4 %
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2 DOSAGE AND ADMINISTRATION

2.4 Concomitant Lipid-Lowering Therapy

The combination of HMG-CoA reductase inhibitors (statins) and fibrat
es should generally be used with caution [see Warnings and
Precautions (5.1) and Drug Interactions (7)].

5 WARNINGS AND PRECAUTIONS

5.1 Skeletal Muscle

The risk of myopathy during treatment with drugs in this class is
increased with concurrent administration of cyclosporine, fibric acid
derivatives, erythromycin, clarithromycin, the hepatitis C protease
inhibitor telaprevir, combinations of HIV protease inhibitors, including
saquinavir plus ritonavir, lopinavir plus ritonavir, tipranavir plus
ritonavir, darunavir plus ritonavir, fosamprenavir, and fosamprenavir
plus ritonavir, niacin, or azole antifungals. Physicians considering
combined therapy with LIPITOR and fibric acid derivatives,
erythromycin, clarithromycin, a combination of saquinavir plus
ritonavir, lopinavir plus ritonavir, darunavir plus ritonavir,
fosamprenavir, or fosamprenavir plus ritonavir, azole antifungals, or
lipid-modifying doses of niacin should carefully weigh the potential
benefits and risks and should carefully monitor patients for any signs or

4.4 Special warnings and precautions for use
Concomitant treatment with other medicinal products

The risk of myopathy may also be increased with the concomitant use
of gemfibrozil and other fibric acid derivates, boceprevir, erythromycin,
niacin, ezetimibe, telaprevir, or the combination of tipranavir/ritonavir.
If possible, alternative (non-interacting) therapies should be considered
instead of these medicinal products.

In cases where co-administration of these medicinal products with
atorvastatin is necessary, the benefit and the risk of concurrent
treatment should be carefully considered. When patients are receiving
medicinal products that increase the plasma concentration of
atorvastatin, a lower maximum dose of atorvastatin is recommended.
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symptoms of muscle pain, tenderness, or weakness, particularly during
the initial months of therapy and during any periods of upward dosage
titration of either drug. Lower starting and maintenance doses of
atorvastatin should be considered when taken concomitantly with the
aforementioned drugs [see Drug Interactions (7)]. Periodic creatine
phosphokinase(CPK) determinations may be considered in such
situations, but there is no assurance that such monitoring will prevent
the occurrence of severe myopathy.

7 DRUG INTERACTIONS

7.4 Gemfibrozil

Due to an increased risk of myopathy/rhabdomyolysis when HMG-
CoA reductase inhibitors are co-administered with gemfibrozil,
concomitant administration of LIPITOR with gemfibrozil should be
avoided [see Warnings and Precautions (5.1)].

7.5 Other Fibrates

Because it is known that the risk of myopathy during treatment with
HMG-CoA reductase inhibitors is increased with concurrent
administration of other fibrates, LIPITOR should be administered with
caution when used concomitantly with other fibrates [see Warnings and
Precautions (5.1)].

4.5 Interaction with other medicinal products and other forms of
interaction
Effect of co-administered medicinal products on atorvastatin

The risk might also be increased at concomitant administration of
atorvastatin with other medicinal products that have a potential to
induce myopathy, such as fibric acid derivates and ezetimibe (see
section 4.4).

Gemfibrozil / fibric acid derivatives

The use of fibrates alone is occasionally associated with muscle related
events, including rhabdomyolysis. The risk of these events may be
increased with the concomitant use of fibric acid derivatives and

atorvastatin. If concomitant administration cannot be avoided, the

lowest dose of atorvastatin to achieve the therapeutic objective should
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be used and the patients should be appropriately monitored (see section
4.4).
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4.2 Posology and method of administration
Concomitant therapy

In patients taking Zocor concomitantly with fibrates, other than
gemfibrozil (see section 4.3) or fenofibrate, the dose of Zocor should
not exceed 10 mg/day.

4 CONTRAINDICATIONS
ZOCOR is contraindicated in the following conditions:

+ Concomitant administration of gemfibrozil, cyclosporine, or danazol
[see Warnings and Precautions (5.1)].

4.3 Contraindications
Concomitant administration of gemfibrozil, ciclosporin, or danazol (see
sections 4.4 and 4.5).

5 WARNINGS AND PRECAUTIONS
5.1 Myopathy/Rhabdomyolysis
Drug Interactions
The combined use of simvastatin with gemfibrozil, cyclosporine, or
danazol is contraindicated [see Contraindications (4) and Drug
Interactions (7.1 and 7.2)].

Caution should be used when prescribing other fibrates with
simvastatin, as these agents can cause myopathy when given alone and

4.4 Special warnings and precautions for use
Myopathy/Rhabdomyolysis

Whilst on treatment

The risk of myopathy and rhabdomyolysis is significantly increased by
concomitant use of simvastatin with potent inhibitors of CYP3A4 (such
as itraconazole, ketoconazole, posaconazole, voriconazole,
erythromycin, clarithromycin, telithromycin, HIV protease inhibitors

(e.g. nelfinavir), boceprevir, telaprevir, nefazodone, medicinal products
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the risk is increased when they are coadministered [see Drug
Interactions (7.2)].

The benefits of the combined use of simvastatin with the following
drugs should be carefully weighed against the potential risks of
combinations: other lipid-lowering drugs (other fibrates, >1g/day of
niacin, or, for patients with HoFH, lomitapide), amiodarone,
dronedarone, verapamil, diltiazem, amlodipine, or ranolazine [see Drug
Interactions (7.3) and Table 3 in Clinical Pharmacology (12.3)] [also
see Dosage and Administration, Patients with Homozygous Familial
Hypercholesterolemia (2.4)].

containing cobicistat), as well as gemfibrozil, ciclosporin, and danazol.
Use of these medicinal products is contraindicated (see section 4.3).

The use of simvastatin with gemfibrozil is contraindicated (see section
4.3). Due to the increased risk of myopathy and rhabdomyolysis, the
dose of simvastatin should not exceed 10 mg daily in patients taking
simvastatin with other fibrates, except fenofibrate. (See sections 4.2 and
4.5.) Caution should be used when prescribing fenofibrate with
simvastatin, as either agent can cause myopathy when given alone.

7 DRUG INTERACTIONS
7.2 Lipid-Lowering Drugs That Can Cause Myopathy When Given
Alone

Gemfibrozil: Contraindicated with simvastatin [see
Contraindications (4) and Warnings and Precautions (5.1)].

Other fibrates: Caution should be used when prescribing with
simvastatin [see Warnings and Precautions (5.1)].

4.5 Interaction with other medicinal products and other forms of
interaction
Pharmacodynamic interaction

Interactions with lipid-lowering medicinal products that can cause
myopathy when given alone

The risk of myopathy, including rhabdomyolysis, is increased during
concomitant administration with fibrates. Additionally, there is a
pharmacokinetic interaction with gemfibrozil resulting in increased
simvastatin plasma levels (see below Pharmacokinetic interactions and
sections 4.3 and 4.4). When simvastatin and fenofibrate are given
concomitantly, there is no evidence that the risk of myopathy exceeds
the sum of the individual risks of each agent. Adequate

72




7/ 8Ecy=y

pharmacovigilance and pharmacokinetic data are not available for other
fibrates.

Pharmacokinetic interactions

Gemfibrozil

Gemfibrozil increases the AUC of simvastatin acid by 1.9-fold,
possibly due to inhibition of the glucuronidation pathway and/or
OATP1BL1 (see sections 4.3 and 4.4). Concomitant administration with
gemfibrozil is contraindicated.

EHINAEF BV BIKFIY
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5 WARNINGS AND PRECAUTIONS
5.1 Skeletal Muscle Effects

The risk of myopathy may also be increased with concurrent
administration of fibrates or lipid-modifying doses of niacin. LIVALO
should be administered with caution in patients with impaired renal
function, in elderly patients, or when used concomitantly with fibrates
or lipid-modifying doses of niacin [see Drug Interactions (7.6), Use in
Specific Populations (8.5, 8.6) and Clinical Pharmacology (12.3)].

4.4 Special warnings and precautions for use

Other effects

Livazo should be used with caution in patients taking drugs known to
cause myopathy (e.g. fibrates or niacin see section 4.5).

7 DRUG INTERACTIONS
7.4 Gemfibrozil

4.5 Interaction with other medicinal products and other forms of
interaction

73




7/ 8Ecy=y

Due to an increased risk of myopathy/rhabdomyolysis when HMG-
CoA reductase inhibitors are coadministered with gemfibrozil,
concomitant administration of LIVALO with gemfibrozil should be
avoided.

7.5 Other Fibrates

Because it is known that the risk of myopathy during treatment with
HMG-CoA reductase inhibitors is increased with concurrent
administration of other fibrates, LIVALO should be administered with
caution when used concomitantly with other fibrates [see Warnings and
Precautions (5.1) and Clinical Pharmacology (12.3)].

Gemfibrozil and other fibrates: The use of fibrates alone is
occasionally associated with myopathy. Co-administration of fibrates
with statins has been associated with increased myopathy and
rhabdomyolysis. Livazo should be administered with caution when
used concomitantly with fibrates (see section 4.4). In Pharmacokinetic
studies co-administration of Livazo with Gemfibrozil resulted in a 1.4-
fold increase in pitavastatin AUC; with Fenofibrate AUC, increased
1.2-fold.

TINAAF o R TN
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WRINERATSCE: (SPC) (2018 4E 2 H )

5 WARNINGS AND PRECAUTIONS

5.1 Skeletal Muscle

The risk of myopathy during treatment with statins is increased with
concurrent therapy with either erythromycin, cyclosporine, niacin, or
fibrates.

Also, myopathy was not reported in a trial of combination pravastatin
(40 mg/day) and gemfibrozil (1200 mg/day), although 4 of 75 patients
on the combination showed marked CPK elevations versus 1 of 73
patients receiving placebo. There was a trend toward more frequent
CPK elevations and patient withdrawals due to musculoskeletal

4.4 Special warnings and precautions for use
As for other HMG-CoA reductase inhibitors, combination of
pravastatin with fibrates is not recommended.

Muscle disorders:

The risk and severity of muscular disorders during statin therapy is
increased by the co-administration of interacting medicines. The use of
fibrates alone is occasionally associated with myopathy. The combined
use of a statin and fibrates should generally be avoided.
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symptoms in the group receiving combined treatment as compared with
the groups receiving placebo, gemfibrozil, or pravastatin monotherapy.
The use of fibrates alone may occasionally be associated with
myopathy. The benefit of further alterations in lipid levels by the
combined use of PRAVACHOL with fibrates should be carefully
weighed against the potential risks of this combination.

7 DRUG INTERACTIONS

For the concurrent therapy of either cyclosporine, fibrates, niacin
(nicotinic acid), or erythromycin, the risk of myopathy increases [see
Warnings and Precautions (5.1) and Clinical Pharmacology (12.3)].

7.4 Gemfibrozil

Due to an increased risk of myopathy/rhabdomyolysis when HMG-
CoA reductase inhibitors are coadministered with gemfibrozil,
concomitant administration of PRAVACHOL with gemfibrozil should
be avoided [see Warnings and Precautions (5.1)].

7.5 Other Fibrates

Because it is known that the risk of myopathy during treatment with
HMG-CoA reductase inhibitors is increased with concurrent
administration of other fibrates, PRAVACHOL should be administered
with caution when used concomitantly with other fibrates [see
Warnings and Precautions (5.1)].

4.5 Interaction with other medicinal products and other forms of
interaction

Fibrates: The use of fibrates alone is occasionally associated with
myopathy. An increased risk of muscle related adverse events,
including rhabdomyolysis, have been reported when fibrates are co-
administered with other statins. These adverse events with pravastatin
cannot be excluded, therefore the combined use of pravastatin and
fibrates (e.g. gemfibrozil, fenofibrate) should generally be avoided (see
section 4.4). If this combination is considered necessary, careful
clinical and CK monitoring of patients on such regimen is required.
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4.2 Posology and method of administration
Secondary prevention in coronary heart disease

In cases where coadministration with a fibrate or niacin is necessary,
the benefit and the risk of concurrent treatment should be carefully
considered (for use with fibrates or niacin see section 4.5).

Paediatric population

Children and adolescents with heterozygous familial
hypercholesterolemia

The use of fluvastatin in combination with nicotinic acid,
cholestyramine, or fibrates in children and adolescents has not been
investigated.

5 WARNINGS AND PRECAUTIONS

5.1 Skeletal Muscle

The risk of myopathy and/or rhabdomyolysis with statins is increased
with concurrent therapy with cyclosporine, erythromycin, fibrates or
niacin.

4.4 Special warnings and precautions for use

Whilst on treatment

The risk of myopathy has been reported to be increased in patients
receiving immunosuppressive agents (including ciclosporin), fibrates,
nicotinic acid or erythromycin together with other HMG-CoA reductase
inhibitors. Isolated cases of myopathy have been reported post-
marketing for concomitant administration of fluvastatin with

ciclosporin and fluvastatin with colchicines. Lescol XL should be used
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with caution in patients receiving such concomitant medicine (see
section 4.5).

7 DRUG INTERACTIONS

7.3 Gemfibrozil

Due to an increased risk of myopathy/rhabdomyolysis when HMG-
CoA reductase inhibitors are coadministered with gemfibrozil,
concomitant administration of LESCOL/LESCOL XL with gemfibrozil
should be avoided.

7.4 Other Fibrates

Because it is known that the risk of myopathy during treatment with
HMG-CoA reductase inhibitors is increased with concurrent
administration of other fibrates, LESCOL/LESCOL XL should be
administered with caution when used concomitantly with other fibrates
[see Warnings and Precautions (5.1) and Clinical Pharmacology
(12.3)].

4.5 Interaction with other medicinal products and other forms of
interaction

Fibrates and niacin

Concomitant administration of fluvastatin with bezafibrate,
gemfibrozil, ciprofibrate or niacin (nicotinic acid) has no clinically
relevant effect on the bioavailability of fluvastatin or the other lipid-
lowering agent. Since an increased risk of myopathy and/or
rhabdomyolysis has been observed in patients receiving HMG-CoA
reductase inhibitors together with any of these molecules, the benefit
and the risk of concurrent treatment should be carefully weighed and
these combinations should only be used with caution (see section 4.4).

0 ANRAEF T A

KEWATCE (USPD (2017 458 ARR)

MRINERATSCE: (SPC) (2017 4E 2 AR

2 Dosage and Administration
2.4 Use with Concomitant Therapy
Patients taking gemfibrozil
Avoid concomitant use of CRESTOR with gemfibrozil. If
concomitant use cannot be avoided, initiate CRESTOR at 5 mg once
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daily. The dose of CRESTOR should not exceed 10 mg once daily [see
Warnings and Precautions (5.1), Drug Interactions (7.2) and Clinical
Pharmacology (12.3)].

4.3 Contraindications

The 40 mg dose is contraindicated in patients with pre-disposing factors
for myopathy/rhabdomyolysis. Such factors include:

- concomitant use of fibrates.

5 WARNINGS AND PRECAUTIONS

5.1 Skeletal Muscle Effects

The risk of myopathy during treatment with CRESTOR may be
increased with concurrent administration of some other lipid-lowering
therapies (fibrates or niacin), gemfibrozil, cyclosporine,
atazanavir/ritonavir, lopinavir/ritonavir, or simeprevir [see Dosage and
Administration (2) and Drug Interactions (7)].

4.4 Special warnings and precautions for use

Before Treatment

Crestor, as with other HMG-CoA reductase inhibitors, should be
prescribed with caution in patients with pre-disposing factors for
myopathy/rhabdomyolysis. Such factors include:

- concomitant use of fibrates.

In such patients the risk of treatment should be considered in relation to
possible benefit and clinical monitoring is recommended. If CK levels
are significantly elevated at baseline (>5xULN) treatment should not be
started.

Whilst on Treatment

In clinical trials there was no evidence of increased skeletal muscle
effects in the small number of patients dosed with Crestor and
concomitant therapy. However, an increase in the incidence of myositis

and myopathy has been seen in patients receiving other HMG-CoA
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reductase inhibitors together with fibric acid derivatives including
gemfibrozil, ciclosporin, nicotinic acid, azole antifungals, protease
inhibitors and macrolide antibiotics. Gemfibrozil increases the risk of
myopathy when given concomitantly with some HMG-CoA reductase
inhibitors. Therefore, the combination of Crestor and gemfibrozil is not
recommended. The benefit of further alterations in lipid levels by the
combined use of Crestor with fibrates or niacin should be carefully
weighed against the potential risks of such combinations. The 40 mg
dose is contraindicated with concomitant use of a fibrate (see sections
4.5 and 4.8).

7 DRUG INTERACTIONS

7.2 Gemfibrozil

Gemfibrozil significantly increased rosuvastatin exposure. Due to an
observed increased risk of myopathy/rhabdomyolysis, combination
therapy with CRESTOR and gemfibrozil should be avoided. If used
together, the dose of CRESTOR should not exceed 10 mg once daily
[see Clinical Pharmacology (12.3)].

7.6 Fenofibrate

When CRESTOR was coadministered with fenofibrate, no clinically
significant increase in the AUC of rosuvastatin or fenofibrate was
observed. Because it is known that the risk of myopathy during
treatment with HMG-CoA reductase inhibitors is increased with
concomitant use of fenofibrates, caution should be used when

4.5 Interaction with other medicinal products and other forms of
interaction
Effect of co-administered medicinal products on rosuvastatin

Gemfibrozil and other lipid-lowering products: Concomitant use of
Crestor and gemfibrozil resulted in a 2-fold increase in rosuvastatin
Cmax and AUC (see section 4.4).

Based on data from specific interaction studies no pharmacokinetic
relevant interaction with fenofibrate is expected, however a
pharmacodynamic interaction may occur. Gemfibrozil, fenofibrate,
other fibrates and lipid lowering doses (> or equal to 1g/day) of niacin
(nicotinic acid) increase the risk of myopathy when given

concomitantly with HMG-CoA reductase inhibitors, probably because

79




7/ 8Ecy=y

prescribing fenofibrates with CRESTOR [see Warnings and
Precautions (5.1) and Clinical Pharmacology (12.3)].

they can produce myopathy when given alone. The 40 mg dose is
contraindicated with concomitant use of a fibrate (see sections 4.3 and
4.4). These patients should also start with the 5 mg dose.

Interactions requiring rosuvastatin dose adjustments (see also
Table 1):

When it is necessary to co-administer Crestor with other medicinal
products known to increase exposure to rosuvastatin, doses of Crestor
should be adjusted. Start with a 5 mg once daily dose of Crestor if the
expected increase in exposure (AUC) is approximately 2-fold or higher.
The maximum daily dose of Crestor should be adjusted so that the
expected rosuvastatin exposure would not likely exceed that of a 40 mg
daily dose of Crestor taken without interacting medicinal products, for
example a 20 mg dose of Crestor with gemfibrozil (1.9-fold increase),
and a 10 mg dose of Crestor with combination ritonavir/atazanavir (3.1-
fold increase).

5. Pharmacological properties

5.1 Pharmacodynamic properties

Clinical efficacy and safety

In clinical studies with a limited number of patients, Crestor has been
shown to have additive efficacy in lowering triglycerides when used in
combination with fenofibrate and in increasing HDL-C levels when
used in combination with niacin (see section 4.4).
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2 DOSAGE AND ADMINISTRATION
Atorvastatin (Hyperlipidemia)

Concomitant Lipid-Lowering Therapy: Monitor for signs of myopathy
in patients receiving the combination of HMG-CoA reductase inhibitors

(statins) and fibrates [see Warnings and Precautions (5.1), Drug
Interactions (7)].

5 WARNINGS AND PRECAUTIONS

5.1 Myopathy and Rhabdomyolysis

The risk of myopathy during treatment with statins is increased with
concurrent administration of cyclosporine, fibric acid derivatives,
erythromycin, clarithromycin, the hepatitis C protease inhibitor
telaprevir, combinations of HIV protease inhibitors, including
saquinavir plus ritonavir, lopinavir plus ritonavir, tipranavir plus
ritonavir, darunavir plus ritonavir, fosamprenavir, and fosamprenavir
plus ritonavir, niacin, or azole antifungals. Physicians considering
combined therapy with CADUET and fibric acid derivatives,
erythromycin, clarithromycin, a combination of saquinavir plus
ritonavir, lopinavir plus ritonavir, darunavir plus ritonavir,
fosamprenavir, or fosamprenavir plus ritonavir, azole antifungals, or
lipid-modifying doses of niacin should carefully weigh the potential

4.4 Special warnings and precautions for use
Concomitant treatment with other medicinal products

The risk of myopathy may also be increased with the concomitant use
of gemfibrozil and other fibric acid derivates, boceprevir, erythromycin,
niacin, ezetimibe, colchicine, telaprevir, or the combination of
tipranavir/ritonavir. If possible, alternative (non-interacting) therapies
should be considered instead of these medicinal products.

In cases where co-administration of these medicinal products with
CADUET is necessary, the benefit and the risk of concurrent treatment
should be carefully considered and appropriate clinical monitoring of
these patients is recommended (see section 4.5).
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benefits and risks and should carefully monitor patients for any signs or
symptoms of muscle pain, tenderness, or weakness, particularly during
the initial months of therapy and during any periods of upward dosage
titration of either drug. Lower starting and maintenance doses of
atorvastatin should be considered when taken concomitantly with the
aforementioned drugs [see Drug Interactions (7)]. Periodic creatine
phosphokinase (CPK) determinations may be considered in such
situations, but there is no assurance that such monitoring will prevent
the occurrence of severe myopathy.

7 DRUG INTERACTIONS

7.2 Impact of Amlodipine on Other Drugs

Atorvastatin

The risk of myopathy during treatment with statins is increased with
concurrent administration of fibric acid derivatives, lipid-modifying
doses of niacin, cyclosporine, or strong CYP3A4 inhibitors (e.g.,
clarithromycin, HIV protease inhibitors, and itraconazole) [see
Warnings and Precautions (5.1) and Clinical Pharmacology (12.3)].

7.6 Gemfibrozil: Because of an increased risk of
myopathy/rhabdomyolysis when HMG-CoA reductase inhibitors are
co-administered with gemfibrozil, avoid concomitant administration of

atorvastatin with gemfibrozil [see Warnings and Precautions (5.1)].

4.5 Interaction with other medicinal products and other forms of
interaction
Effect of co-administered medicinal products on atorvastatin

The risk might also be increased at concomitant administration of
atorvastatin with other medicinal products that have a potential to
induce myopathy, such as fibric acid derivates and ezetimibe (see
section 4.4).

Gemfibrozil / fibric acid derivatives

The use of fibrates alone is occasionally associated with muscle related
events, including rhabdomyolysis.

The risk of these events may be increased with the concomitant use of

fibric acid derivatives and atorvastatin. If concomitant administration

cannot be avoided, the lowest dose of atorvastatin to achieve the
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7.7 Other Fibrates: The risk of myopathy during treatment with HMG-
CoA reductase inhibitors is increased with concurrent administration of
other fibrates [see Warnings and Precautions (5.1)].

therapeutic objective should be used and the patients should be
appropriately monitored (see section4.4).
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2 Dosage and Administration

2.3 Coadministration with Other Drugs

Other Concomitant Lipid-Lowering Therapy

The combination of LIPTRUZET and gemfibrozil is not
recommended [see Warnings and Precautions (5.1) and Drug
Interactions (7.4)].

5 WARNINGS AND PRECAUTIONS

5.1 Myopathy/Rhabdomyolysis

Atorvastatin

The risk of myopathy during treatment with statins is increased with
concurrent administration of cyclosporine, fibric acid derivatives,
erythromycin, clarithromycin, the hepatitis C antiviral agents telaprevir,
a combination of elbasvir plus grazoprevir, combinations of HIV
protease inhibitors, including saquinavir plus ritonavir, lopinavir plus
ritonavir, tipranavir plus ritonavir, darunavir plus ritonavir,
fosamprenavir, and fosamprenavir plus ritonavir, niacin, or azole
antifungals. Physicians considering combined therapy with

4.4 Special warnings and precautions for use
Myopathy/Rhabdomyolysis

Whilst on treatment

The risk of myopathy may also be increased with the concomitant use
of gemfibrozil and other fibric acid derivatives, erythromycin, niacin,
the hepatitis C antiviral agents boceprevir, telaprevir, elbasvir,
grazoprevir, or the combination of tipranavir/ritonavir. If possible,
alternative (noninteracting) therapies should be considered instead of
these medicinal products. (See section 4.8.)

Fibrates
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LIPTRUZET and fibric acid derivatives, erythromycin, clarithromycin,
a combination of elbasvir plus grazoprevir, a combination of saquinavir
plus ritonavir, lopinavir plus ritonavir, darunavir plus ritonavir,
fosamprenavir, or fosamprenavir plus ritonavir, azole antifungals, or
lipid-modifying doses of niacin should carefully weigh the potential
benefits and risks and should carefully monitor patients for any signs or
symptoms of muscle pain, tenderness, or weakness, particularly during
the initial months of therapy and during any periods of upward dosage
titration of either drug. Lower starting and maintenance doses of
LIPTRUZET should be considered when taken concomitantly with the
aforementioned drugs. [See Drug Interactions (7).] Periodic CPK
determinations may be considered in such situations, but there is no
assurance that such monitoring will prevent the occurrence of severe
myopathy.

Ezetimibe

In postmarketing experience with ezetimibe, cases of myopathy and
rhabdomyolysis have been reported. Most patients who developed
rhabdomyolysis were taking a statin prior to initiating ezetimibe.
However, rhabdomyolysis has been reported with ezetimibe
monotherapy and with the addition of ezetimibe to agents known to be
associated with increased risk of rhabdomyolysis, such as fibric acid
derivatives. LIPTRUZET and a fenofibrate, if taking concomitantly,
should both be immediately discontinued if myopathy is diagnosed or

The safety and efficacy of ezetimibe administered with fibrates have
not been established; therefore, co-administration of ATOZET and
fibrates is not recommended (see section 4.5).
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suspected. The presence of muscle symptoms and a CPK level >10
times the ULN indicates myopathy.

7 DRUG INTERACTIONS

LIPTRUZET

The risk of myopathy during treatment with statins is increased with
concurrent administration of fibric acid derivatives, lipid-modifying
doses of niacin, cyclosporine, or strong CYP3A4 inhibitors (e.g.,
clarithromycin, HIV protease inhibitors, and itraconazole) [see
Warnings and Precautions (5.1) and Clinical Pharmacology (12.3)].

7.4 Gemfibrozil

Due to an increased risk of myopathy/rhabdomyolysis when HMG-
CoA reductase inhibitors are coadministered with gemfibrozil,
concomitant administration of LIPTRUZET with gemfibrozil should be
avoided [see Warnings and Precautions (5.1)].

7.5 Fenofibrates (e.g., fenofibrate and fenofibric acid)

Because it is known that the risk of myopathy during treatment with
HMG-CoA reductase inhibitors is increased with concurrent
administration of fenofibrates, LIPTRUZET should be administered
with caution when used concomitantly with a fenofibrate [see Warnings
and Precautions (5.1)].

4.5 Interaction with other medicinal products and other forms of
interaction

Pharmacokinetic interactions

Effects of other medicinal products on ATOZET

Ezetimibe

Fibrates: Concomitant fenofibrate or gemfibrozil administration
increased total ezetimibe concentrations approximately 1.5- and 1.7-
fold, respectively. Although these increases are not considered
clinically significant, co-administration of ATOZET with fibrates is not
recommended (see section 4.4).

Atorvastatin

Gemfibrozil / fibric acid derivatives: The use of fibrates alone is
occasionally associated with musclerelated events, including
rhabdomyolysis. The risk of these events may be increased with the

concomitant use of fibric acid derivatives and atorvastatin.
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5 WARNINGS AND PRECAUTIONS

5.1 Mortality and Coronary Heart Disease Morbidity

The Action to Control Cardiovascular Risk in Diabetes Lipid
(ACCORD Lipid) trial was a randomized placebo-controlled study of
5518 patients with type 2 diabetes mellitus on background statin
therapy treated with fenofibrate. The mean duration of follow-up was
4.7 years. Fenofibrate plus statin combination therapy showed a non-
significant 8% relative risk reduction in the primary outcome of major
adverse cardiovascular events (MACE), a composite of non-fatal
myocardial infarction, non-fatal stroke, and cardiovascular disease
death (hazard ratio [HR] 0.92, 95% CI 0.79-1.08) (p=0.32) as compared
to statin monotherapy. In a gender subgroup analysis, the hazard ratio
for MACE in men receiving combination therapy versus statin

4.4 Special warnings and precautions for use

Muscle:

The risk of muscle toxicity may be increased if the drug is administered
with another fibrate or an HMG-CoA reductase inhibitor, especially in
cases of pre-existing muscular disease. Consequently, the co-
prescription of fenofibrate with a HMG-CoA reductase inhibitor or
another fibrate should be reserved to patients with severe combined
dyslipidaemia and high cardiovascular risk without any history of
muscular disease and a close monitoring of potential muscle toxicity.

Renal function:
Reversible elevations in serum creatinine have been reported in

patients receiving fenofibrate monotherapy or co-administered with
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monotherapy was 0.82 (95% CI1 0.69-0.99), and the hazard ratio for
MACE in women receiving combination therapy versus statin
monotherapy was 1.38 (95% CI 0.98-1.94) (interaction p=0.01). The
clinical significance of this subgroup finding is unclear.

5.2 Skeletal Muscle
Data from observational studies indicate that the risk for
rhabdomyolysis is increased when fibrates, in particular gemfibrozil,

are co-administered with an HMG-CoA reductase inhibitor (statin). The

combination should be avoided unless the benefit of further alterations
in lipid levels is likely to outweigh the increased risk of this drug
combination [see Clinical Pharmacology (12.3)].

statins. Elevations in serum creatinine were generally stable over time
with no evidence for continued increases in serum creatinine with long
term therapy and tended to return to baseline following discontinuation
of treatment.

During clinical trials, 10% of patients had a creatinine increase from
baseline greater than 30 umol/L with co-administered fenofibrate and
simvastatin versus 4.4% with statin monotherapy. 0.3% of patients
receiving co-administration had clinically relevant increases in

creatinine to values > 200 pmol/L.

Treatment should be interrupted when creatinine level is 50% above
the upper limit of normal. It is recommended that creatinine is
measured during the first 3 months after initiation of treatment and
periodically thereafter.

4.5 Interaction with other medicinal products and other forms of
interaction

HMG-CoA reductase inhibitors and other fibrates:

The risk of serious muscle toxicity is increased if a fibrate is used

concomitantly with HMG-CoA reductase inhibitors or other fibrates.
Such combination therapy should be used with caution and patients
monitored closely for signs of muscle toxicity (see section 4.4.).

87




7/ 8Ecy=y

There is currently no evidence to suggest that fenofibrate affects the
pharmacokinetics of simvastatin.

5.1 Pharmacodynamic properties

Serum Lipid Reducing Agents / Cholesterol and Triglycerides
Reducers / Fibrates.

The Action to Control Cardiovascular Risk in Diabetes (ACCORD)
lipid trial was a randomized placebo-controlled study of 5518 patients
with type 2 diabetes mellitus treated with fenofibrate in addition to
simvastatin. Fenofibrate plus simvastatin therapy did not show any
significant differences compared to simvastatin monotherapy in the
composite primary outcome of non-fatal myocardial infarction, non-
fatal stroke, and cardiovascular death (hazard ratio [HR] 0.92, 95% ClI
0.79-1.08, p = 0.32 ; absolute risk reduction: 0.74%). In the pre-
specified subgroup of dyslipidaemic patients, defined as those in the
lowest tertile of HDL-C (<34 mg/dl or 0.88 mmol/L) and highest tertile
of TG (>204 mg/dl or 2.3 mmol/L) at baseline, fenofibrate plus
simvastatin therapy demonstrated a 31% relative reduction compared to
simvastatin monotherapy for the composite primary outcome (hazard
ratio [HR] 0.69, 95% CI 0.49-0.97, p = 0.03; absolute risk reduction:
4.95%). Another prespecified subgroup analysis identified a
statistically significant treatment-by-gender interaction (p = 0.01)
indicating a possible treatment benefit of combination therapy in men
(p=0.037) but a potentially higher risk for the primary outcome in
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women treated with combination therapy compared to simvastatin
monotherapy (p=0.069). This was not observed in the aforementioned
subgroup of patients with dyslipidaemia but there was also no clear
evidence of benefit in dyslipidaemic women treated with fenofibrate
plus simvastatin, and a possible harmful effect in this subgroup could
not be excluded.
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4.3 Contraindications

Bezafibrate is contraindicated in patients with:

- combination therapy of bezafibrate with HMG CoA reductase
inhibitors (statins) in patients with predisposing factors for myopathy
(see sections 4.4 and 4.5)

4.4 Special warnings and precautions for use

Bezafibrate should be used with caution in combination with HMG
CoA reductase inhibitors as the combination of HMG CoA inhibitors
and fibrates has been shown to increase the incidence and severity of
myopathy. Patients should be informed of symptoms and monitored for
signs of myopathy and increased CPK activity and combination therapy
discontinued if signs of myopathy develop. Combination therapy
should not be used in patients with predisposing factors for myopathy

(see sections 4.3 and 4.5).
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4.5 Interaction with other medicinal products and other forms of
interaction

Interaction between HMG CoA reductase inhibitors and fibrates may
vary in nature and intensity depending on the combination of the
administered drugs. A pharmacodynamic interaction between these two
classes of drugs may, in some cases, also contribute to an increase in
the risk of myopathy (see section 4.3 and 4.4) for specific dose
recommendations of statins refer also to the SPC of the relevant

product.
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