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1. AEOREDOREE

BLXR ORI Ju R ULVEREE (LT, [Z7rE N7 L)) ROV e K7 L)L -
TAEY L, B VIR T R - hR K OHE - AR CTRIEIRGEAR STV 5,
BLXF T L ue R LAGHERAIORERTERICE LN FREOBERICESE,

W EES O MITEERE T2 2 & 50 &l S, FEASCED THER ) KO TR

DEIZBWTHEEME I TWD,

o HEEEAAZXIRIT, CYP2C8 OIRWHERITH D gemfibrozil DHFH FizkiF 2 L%
ORI RO LR 28T ORI (MRE-269) OIEMENE~ DL KRG 52 &
ZHI & Lz AR (AC-065-113 3ER) OfER, gemfibrozil fFHKFOE L ¥
INT D Conax L Y AUC ool TEA A G-HF D 1.4 15 KO8 2.0 £512 . MRE-269 @ Crnax X TY AUC.
N FHIMB B RFD 3.6 {5 KON 11 FFIHN LY, %R 2RI CYP2C8 3FRE S =8a D
T L& /87 KT MRE-269 DIEFZERZLICE L T Lo 37 ORLEIR AR ARy
\Z in vitro RBFERNOHEE SNT-EREZ LRSS D TH-7-, 2k, BLxiox
2 KON MRE-269 DARHIIZI 1T 5 CYP2C8 D2 -3 Bl iR e A&GRBR A R O ME L K&
NI EARIB ST,

o LFEtWBERAE EZ DL KEOEWIHEEM T A K 14 (Drug Development and
Drug Interactions?) (*F-E% 28 4= 9 A fiR) 1235V T gemfibrozil & [ U< CYP2C8 @ [Strong
index inhibitors| & SN TCWAH 7 B E K7 Lz L X 37 L GFH L7284 . MRE-269
® AUC 73 gemfibrozil ff FIF & [FIFREESEINT 2 AIREMER H V. T DA MRE-269 O
BREE RN L0 | R ESEOEERBEEMNERT 2BMENRKENLEZ R BN,

! Bruderer S, et al. Br J Clin Pharmacol. 2017; 83: 2778-88
#ttps://www.fda.gov/dru s/drug-interactions-labeling/drug-development-and-drug-interactions-table- |
substrates-inhibitors-and-inducers
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L%, L ER T ORGERGEAGREEE LV, EL XL T s n e K7 LILORME
HAERRER (AC-065-117 #BR) ORGEZ ERIBHLE LT, BELX T OIRMICED 144
=) KO TP R OBICEH SN TS 7 o e R LUV T St HIBR L., TOFH
EE | OIEIC CYP2CS FLEAIZBRRT 2 EOMRNH LIAENZZ L 231, EIRMLER
B ot (LUT, B ) IIARHEZIT -7,

B, ATEICBW CHEMEE ML TR0 . AEMBmoEMER I, g
H GIR1ZHR) IZOWTOHEMEENG OB UHSICE-SE | TR ERIERRR A
2B 5 HM O FEMICBET 2] (CERL 20 4 12 A 25 AfF 20 25 8 75) DOEUEIC
X4 LT,

1. BERFBAGRRESE L VEH I B EOHE
AT, B EHORWED  [7 o R UEEERE) ORGEEIZ 7o K7 L)1)
R B CRHET D,

1. BVFIURTROZ v R UVLVOEMHEEIERA DR (AC-065-117 3RBR)

7t RZ7LVAVOPFRHIZE D' L F /37 KT MRE-269 OIEMEIRE~D B A gt L7z
AR T ST, BT S NoREIL, ROEBY THDH, BLF /7D EU RS
S (SPC) (CFRK 29 45 7 AR 128\ T, AC-065-113 3 BR D #E R % 5 % % . Contraindications
tZ TConcomitant use of strong inhibitors of CYP2CS (e.g., gemfibrozil; see section 4.5)] 23iBFE S
Nz, 78 RZ LU0 T, HE5E D CYP2CS FLEHA (moderate inhibitors of CYP2CS)
EENn., PEED CYP2CS LEHRIE O ORI IEICH > TUTE LRI DH
BE2REIT_REERRBHSNA TV, B LRI 7 O T 5 Bl % Kk ML
T® 5 Actelion Pharmaceuticals Ltd (%, HZE D CYP2CS FLEAI & & L7 L O3YHH
HAERZFHET 2 BT, RHEAFEED CYP2CS MLEAIL &2 HERLD H B, FRICH
K EEHBEOS WL ZEZ2 570 R LV E ORI E/ERRRZEMRT 5 = & &35
L7z, UBOMEIILL FTO LB Th 5D,

R A 22 Bl &R tRIC, B3/ 1 H02mg & 1 H2[E, 10 HEEO®ES L, &
VRN BB 4 BRICZ 0 RZ LV 1[R[ 300mg &, Ht\ CH 5~10 HAIZZ 1
ERZLAZ1TH LB 7Smg&OG L, 7a R7LAOFHICE 2 ELF U7 KD
MRE-269 D¥EWENRE K VLM~ Le (K1), BEHEIIHFHE T RS 6
~8 HiL £ C, BUHAMITBIEHER TN EGKTHRE 30~32 HEE T &, FF
FHLOA EITBEPIRA T B £ Tl S 17z,



HEHr e TR0
? Treatment A @ Treatment B @
; 1 1
[ YRERTLILRERE
- 00
> :13 @mg 75 mg/H
i
# L XY 200 pg/2 [E/H
-21~ 0H 4'E| 58 108 16~ 40~
-3H8 18 H 42 H

1 PRBREE OB

T LT BB S (R 1[A) . LR S R B BRAAES S A H (2 B E R 2 1L 300 mg
Bebif% B ROVE L <V EEBIGHE 10 HE (Z B E R2 LL 75 mg SEHR 5%
1B2) ®t L% /87 KU MRE-269 ® PK /85 A —# OWEIFZNENE 1-1 ROE 1-

20BN ThoT,

F11 BLERIVRTOPKRTA—F(IHTH7 0 RV HADEE

A AV rav RIS Juab R7 L
B 5 300 mg ff HEE 75 mg P HEE
(21 1) (21 1) (20 1)
3.08 4.16 3.03
Cox (ng/mL) [2.56,3.70] [3.48,4.97] [2.60,3.53]
T XX REME R O 1.35 0.98
[90%f HE X [4] ) [1.22,1.50] [0.89, 1.08]
s 7.47 10.73 8.48
AUC. (h*ng/mL) [6.35,8.79] [9.11,12.65] [7.33,9.82]
T XN REME R O 1.44 1.14
[90%f #E X [#] ] ) [1.32, 1.56] [1.04, 1.26]

a : AEEIE [95%(F XA ]

#1-2 MRE-269 D PK /T 2 —Z (5§57 u & RS UG DR

TLFIRT A =0 RV ¥ VA =2 N/ V%
B 5. 300 mg {f FHEE 75 mg OF KR
(21 1) (21 f51) (20 1)
351 5.92 6.62
Crmx (ng/mL) [2.87, 4.28] [5.06,6.92] [5.76,7.61]
T XU REME R O 1.69 1.90
[90%/(5 #E X [ [1.55,1.84] [1.72,2.11]
. 18.18 40.87 48.48
AUC: (h*ng/mL) [15.11, 21.88] [35.80, 46.67] [42.69, 55.06]
T LU HEME LR L D 2.25 2.70
[90%/5 #E X [#] [2.06, 2.46] [2.45,2.96]

a : BAERIE [95%(FHHIXH] ]

LRI OWT, BWEROREIFIGIL, & L& 7Bl 5 (X 1 Treatment A) |

TLHRI T LT a e K7 UVBEHEAR (X 1 Treatment B, LA R, THEAMIK ) B8\ T*

3




LEI 40.9% (922 1), 90.5% (1921 f5i)) Th o7z, 2 FILLERD LNEIERIZ. L
X X7 BB G I, B 2 . ORI CIE, SR 7 . A 2R AL M 4 1
WGy, FEWED F W, GRS R OS2 HITH Y | YLABR TR DN RIER O E
SERE X, OFEIM O RS 3 6] GRE OB, &MY 27Ut NijE&R ORISR &R
TWVWINLRETH- T,

B GHIEICE - T ERIE, & L o3 B GHIR < o fi, OF I < 161 (i)
IR BT, Fio, L L ED, BEEZRBWERITRD bhikioiz,

2. BIBIRFERIZBITZ2ELIIRT LI R LVAOHRAICET 3 ERRBRIZOWVWT
2-1. B UF T O ARERAE

T LF O T ORIERTERRBIZH T - TiX, BIEFIEZRIRE LIREIC K D EHERT
BT LB R OEINEICRET 2 EMAIE L, B ELRICLERIEELZHE L Z &0
RITEIR TEAGRAE & Shu, PRk 28 4E 11 A X 0 ST A A T ST D, YRR
RISV T, ST 11 ASA T, 1,5 Flh, 7o RZ7 Lz 0 LERT 12
BIEE S, 25 S FITREBBAGTETE RVWAESES (LU, TRIER]) ORBENHE
Stz EEARBIERILS B (FREROMIAS 2, KME, AEAE, MR HE,
TRERERIRIMARIE . AARIBGE, WEif & ONVEIES 1 ) sz, £ o5, BLX s
HRtARIC7 a & R LLOEE 2 ME UTEGIDS 1 FINE S =28, BVER %L VT
H, WIRHIEEE) ORBUIZ o v K7 VARG CH 7=, MOIEFIE, L%
R GBMARTNS 7 a E R LUREE S TWIEFITH Y, 1, BLF /37 %0
MEL. BEBICTHENBHEL, Z7a bt R VLHIRE, B LEFANRS -T2, T
DY LF AT EEBERIND 7 a0 B R LANEGE S TWEMT, BELF 370
W EZICEREDHEBL LT ERISC, W RIS OB Hfkiei T E RN EIE L7JER, 7 r e K
LVl 3 MARICESN BB LTERTH Y | WEIEL OO & F5 L ORFERERITH
WrexzenweEz o,

222, AAERIERRE KOs

T LR U T ORERFEZ ICHEIEICRE LIAAVERIEH#REICRSW T, Z7rE R L)L
DOF S NTEGNE S2 Bl Th o7z (BFTTAE 12 AR, EREIERIL, ST, Mk, fif
FILESE  FTENARMERS &L EE, 5 o MR DR A, MARRE, REEITTh o7, MmEHEL D
OF & 5 & DR BEBIR AR < RE S LD IEBIL /e Do 72,

BLFIRT L 7ut R LLOGICET 258 RE IR0 > 7o (FFITeAE 12 AR,

2-3. Z O FE# S - BRRRER

T LR RS ORIEIRFEAREISE (X, BEPERAT 2 £ 5 PHIEMEBDREE(LIE B x5
LD LR U T ORI Ot R 2 AT, A EREH R O e O 2
MORERL SN D 77 B AR RIENERARER (R DARRED) A, PRk 28 45 8 A 76 Rk



3141 AZHT T, 84 sk CHi L7z, 723, 7 v & K7 LG iehul/MEEDHR (1
FIORITIRD) A[RE L SHlc, Flo, BRI OW T, B LR T OIRMCEFO 155
= RO MPFREER) OB v K7 VVEARANERLR SN &2 T, Z7ae R
T UV EDHEIEIR S A BB ER B EOSLET (Fk 30453 H 20 B BMTbivi-,
ik - HEE, PIRRGEE LTReLX 37 1m02mg %2 1 H 2 BFEAESE (0.4 mg/

A) &, A OIEMEZBR L., HEFHEGH (16 HHH#) 12 0.2mg/A 25K K 3.2mg/
HETORETHIL T, MHENRE S, AEER 16 BEIX—E & S, AR
ER BT LG5 GHIEE Shiz,

BIER OFEREIS 1T, I v REE, B Lo 72 %5 SN-4EM CUF, TAKIEE) T
ZINTEIN 44.1% (52118 Bi) . 81.9% (195238 ffil) TH VY, AAREDH> L7 o B K7 LAD
DERD IR Do TR, 7 v B R 7 LV OOFN & - ToBIRA 2BV T, T 78.8%
(134/170 ) . 89.7% (61/68 f5l) T -7, FZREIFEM (10 FILLE) X, 77 EHREETIX
FR 1S HICTH O AHBED S B, 7 vt 7 LAOPRNRIR - TR E BT FHL
UEJR . SR, TRENER. BRI, ETHY . /e RV AOGANS - I EBRE BT

X, B, L, EER. R ThoTz,

HELRBEHORBREIEIL, 77 B RRE AFBETEZNLIL 1.7% (2/118 1) | 0.8% (2/238
) THY, AKEFEDO S L7 a e KT LALONHN IR0 T2 5R#E T 1.2% (2/170 ) TH
STz, AFBED S B 7 v & R L AVOBAND - & B Cid, mEZREIER O RS

TR bR T,

BHERIEEIGIL, 77 BRRE, KA TENLIL16.1% (19/118 ) . 16.8% (40/238 1)
THY, AFIBED S L7 a & R VAOHARR >, 7 e K7LV RAR D
STWBRE TENEN 16.5% (28/170 Bi]) . 17.6% (12/68 ) ThH -7z, EIEHDOREIIZ X
O EEHIE & 7R o TERITRO DI EREWER QBILLE) X, 77 B ARBECIEEE, K
FIRED 5 b7 m e K7 LALOGF RN e o ToRE LB, T#. 38 & O, 2
2 R LAOHHAN S - =S IR Ch -7, -, M EICB T 2P IEoHER
27 B R LLVOPHOE I X DE VLR it holz,

B, BELXURT O G EIZONWT, 7t R LAOHOGE BN ORRITE 2
DEBY ThHoT, KAMED I B, 7 mE T LADHAND > T-HRETIZ, 7 v R
LV DOBERN IR0 - B & el LT B L 2”7 O#ER G- 8 0MEV MEA 33890 5
iz (p=0.039),

£2 AEBEDOIL, Je RTUVALOHAOHENOE L XU T OMFEER

L EIoT 7a e R7 L LOBFA 2R
HERFR 55 HY (5741) 72 L (15641) (21351))
(mg/H) Bl EE (%) %k EE (%) Fl% | ElE (%)
0.2 8 14 0 4 2.6 12 5.6
0.4 3 5.3 18 11.5 21 9.9
0.8 6 10.5 15 9.6 21 9.9
1.2 5 8.8 18 115 23 10.8




TLFo 7a e R7 L0 ENIN
MR & Hv (5741)) 7L (15641) (213¢31)
(mg/H) Bl EE (%) LB EE (%) B | EE (%)
1.6 13 22.8 19 12.2 32 15.0
2.0 7 12.3 15 9.6 22 10.3
2.4 7 12.3 14 9.0 21 9.9
2.8 3 5.3 17 10.9 20 9.4
3.2 5 8.8 36 23.1 41 19.2

IV. ¥$RBIZ3 1T 2 RE OB
1. KBk ORI 2AEER
1-1. EMEREZBRD D ORE

T Lo T ORERGEARBESE L. BLXI T KON e K7LV R T
L LF NI OBRBERICONT, UFOXIICHA LTV,

AC-065-117 RO AN S, 7o K7 L%z 1 H 110300 mg (AR X181
0] 75 mg (HEFEFE) PFAFFICIX, MRE-269 OBEFEEOHIMNBO LN TNSLZ L, BELF
VRTIZONTEH, Z7rERZ LV H 1A 300 mg (AfTHAE) B5ICEOCREROH
MBRDHNTNDHDD, AC-065-113 FREROFE RN BRI 472, WREE O KiE 220
TEBRPoTeZ &b, 7 rE R LV E OISR ZHERT 2 BMET RN EE R 5, T2
72 L., MRE-269 l##E &0 — EDHIMIRD b D Z &onh, [FHER] OHEIZBWT, 7
2R LVOPFIZES L Tl MRE-269 OIREE RO M4 EZE L CHEZME T 2 F 1R
MLBELEZ D,

BEREIL, SEEREPIBLE D, LT &R 7o e R LAJIFAKRHCE L o R0 %
BT 5 Z EI2E D, MRE-269 OIREEEMNNC X HEMAMERO VY 27 &8 25 Z L 1dn]
REEEX D,

o LRI TORIENRGEKGEEFAN, TR RE R EERE 1T, LT ORI S|

TAE - HEICBEE T 2 EodE ) 0BT B 1 NS L TG 2BiA L,

B EHRCHEERROER, KEHEOBELZERET 52 L] LOEEWRENRRS

Nz bT, Lo TS 2 L, el HAMEHAEORE., P& EFEERE

EEHTHEEICBT DEIEARBEIS X, BME - IRETHSEREL AT 28

HERIRBRETH-T-,

> IEFNTHSRERERE & i LT B L FR 28T 0.4mg B GIFOD Coax 2 Y AUC )01 3
FNEI 2.8 LN 4.5 5, MRE-269 @ Cpax X TN AUC). ol TZAZEHL 1.4 TN 2.2
EZHEM L 7=,

> BTSRRI L B L T, B L3R KON MRE-269 O i FEAE G55y
RITH 13 FTEM L7,

o AC-065-117 REROFER (MRE-269 O AUC, 37 1 & K7 L /L 300 mg HFH%ZIC 2.25
5, £72 75mg BHAKIZ 270 %) o, 7 v ¥ 7 LV D MRE-269 DR &
L MR IERE SR RO B F A o PSS TR REPR E R T T D IR R B L IR



EEEZDEBZONDZ L,
o BURUARTIIAFMEL MR LR D - BR T 2 EIRAETH VO | FHEMEIN AT EE
ThdHI L,
el L, BRI EEFOBFITEBNTZ rE R LADOHFHIZL Y, MRE-269 (T
L AERNERT DU A7 13K E L THESND Z &, $0, HEIEEOAFEFRIZ
WSR2 T2b DD, 7 R LR TIE, BREOAEFEROIEL M L7z
ZEnn, TPHAEE] ~EEET L LIZHoNTIL, BEICHRHTAVNERSHSD L E X
DR DL 2SI E 2 THIWT 5,

1-22. BLF U RT RO v ¥ K7 VAGFRRO R 2

T U X T ORERGERRBUSE X, BRI RO a B RS VAR O R A
PEIZHONWT, UFDO LI LTV,

AC-065-117 FRERIZEBNT, B LF I NTHMBE LRI TZ o v N7 LAGFHREOAR
ERLGORBAENE L@ o7, LOLERL, BOONTEHEFRICONWT, HEHENITEE
RERIBDOLNTELT, £, B XU R RO e KL rorerTe 7 7 A4
LB DDA OFERITBEO SN TR, £72, Efih ot L 7 O kR
TIZBWT, BLX X7 r7n b R LA EOHMAEERICER L EEXBNDEITER
TERE SN TV, S I, MERMEBAT 2 11 5 PAZEMEENIREE(LIE O BHF 25 & LT2RIR
RBRICBWTH, BLF 7L n e RV AZOH LTIER D 5 bERERAERLEN
FEE L0 1] (HERIRZEH) THY ., B LRI RO REOEER L TRIRL TS Z L
G WAEE, MEAE S BICRERBERITR VR L TWE, oM, HEFSORI
Wi&E» S, FRIC L 2L EORBEITERO bR TV EEZ TS, 728, Yikik
DOARFBECTHED DN ERFEERIT, BLXF IR ORMCEICBOTERBEHRE L
CREERLHE A D D Z & | FEHARMENT & L EE IS ) U CERT 2856 & MIBRMERAT 2 1
O PHZEMBNIREE(LIE I L TR 556 T, “at7 e 7 7 A VITEBIL TWD b0 &
ExD,

o BRSO THIRERITERHREICINT S, mERSOHEIER NS DN DIERIT727>
Of:o

PIEXY, BLR o T u b R VLVOMAEERIZL D EEZ ONDEZEME DR

BITFFCRRO LN TWRNWZ &, Z7a b R LA LD EHERFT Z 0BT &
%zéo

L2LR3 B, AC-065-117 SABRICIHWNT, B L F I ZHMEBE R LKL T, 7Y
R 7 VPERRHCIE, RIER ORBBEIE SN T 2 E03 S5 2 Lon, MEELOPFHIC
ST IMFHER) OEICTHEEMRE T 20ENHD EHE XD,

BT, U LoEGEEUSE OMBAITZ T AR & B 2 D,



2. WARNSCEOFEHERI

BN LT RO v e N7 LV AR OWRS T SCE O RLERR DL & fERE L 72
FERIILLTD LB THD,

MEIER AR L LR R Tl B LR U OKEIRMCETIZ, 7 e K7 Lo
MAMERICET 25#0E72 < . B L ¥ 237 D EU IRAF3CE T, CLINICAL PARTICULARS
@ Special warnings and precautions for use & U Interaction with other medicinal products and other
forms of interaction MIA|Z 7 1 ¥ K7 L /LIZHEEE D CYP2CS [LEAI L L Cit#Einid v . ff

XIFHFIETLHEITIE, BV F AT ORGEZMHEST NS LORENH 7208, AC-
065-117 FRERDOFEF A5 1T, Actelion Pharmaceuticals Ltd 73 [E & O EU OHH] 24 /st L,
T LF R DR CEOBGETIT OV TR LTz, £ D% EU IR SCENSFIICE 7 A1
KEBA SCERTROCE 9 HICWET STz, SEIERORERIIINR2 DLEBY TH D,

KEWACE (BFocd 9 AR) TiX. DOSAGE AND ADMINISTRATION, DRUG
INTERACTIONS DIE|Z 7 v & R Z LU DWW CHIZEFE D CYP2C8 P (moderate CYP2CS
inhibitors (e g., clopidogrel, deferasirox and teriflunomide)) 23iBFt &L, 7 v & K7 LV & (FH
THGAEIITE LRI AT OEEGE2 1T H2E)AG 1 H1LEISNEEED KD ICEDEORHE

yASI= é ﬂf:o

EU iR 30#E (BTt 7 ARR) Tld. Posology and method of administration, Interaction with
other medicinal products and other forms of interaction MIA|Z 7 1 &° K7 L /LD i H & (300 mg)
FOMEFF B (75 mg) OF5#12 MRE-269 OIRFEEN 2.7 5L 22 fFIcBmL =5, &
V7 m e R7LVEOREED CYP2C8 EAIL BT 2581013, B LF T afE
TRELOFEMBERLR SN,

—J5, Z7abE RILAKRRI a e R7 L 7 2D VELGHIOKE K O EU A SCEO
FEUE. PR ORERNOER IR, 7 v R7 LV KERTCE (B 5 A
k%) TiX. DRUG INTERACTIONS DIHI(ZZ v ¥ K7 LLD 7 V7 v U ERARD Tstrong
inhibitor of CYP2C8] T®H % & DL H Y, CYP2C8 DILHTH L L 7 ) = KL DffH
THETF HRETHDE, FLOFAPET SNRWGEEIE, LTV = FEEETL LI ICE

DENPFLHINTND,
J7OE RZLARRZ o R LV« 7T ALY VEAHID BU B 3CE (FF5c4E 10 A
R IZBWTIE, B LRI X7 OFEEIEAR DS, Interaction with other medicinal products and

other forms of interaction MIEIZ CYP2C8 DILE THDH L X7 U =R, X7 U Z X&)% (eg.,
repaglinide, paclitaxel) & OOFHRFIZITEE T RE LOERRHIN TV D,

3. FAEORHEZEE X -BEOHBIZONT

X, ELx o s e rm e R7LADOHHIZOWT, 7 rE 7 LfiHIKED MRE-
269 DIEYEhAE~OEBEDOFRE LM E IS 2 0F H L7 EFI ORI & | fFERE T R& L
EZONDIEEDOLEENE EOBRIIRDO LN TV RNEEZD, 2O LD, WEEKGO
DR ZBRET 2B B LR R OB G EOREZ ZET 2 Z & T, WERLOPHIX



AL B R, BELXRURTOBRMIEO [FEE) KO AR OENG 7 n e K7 L)L
BT AR AHIRLC (JFHEER] OHEIZZuE R LAEBRL, £7-, Z7rE s L
WERRBNORMSGED 5] KO [FREER) OEP L' VX 3727 it A Hi
PrRLC MFHEE) OBEICELF IR ZBRT 22 LT TH D LML, kB, &
VX URT O CEIZB N TE, 7 R LA LSO FREED CYP2C8 ORHFEIEM %
BT LHEAZHONWTH, HFETHEEBREZITOLERS D B2, JFHEER] OHEIC
CYP2C8 PHEH &7 35 2 & 23wt & ik L 7=,

Atk BLXRUAZKROT nE R LV ETe CYP2CS BEAIOHMICE L Tix, A
FRAR A OV E S S 2B W TREBIMIC Z 2R 24T > T PETH D,

4. HMEHE

?V%VN7®%Hii®r§§J&@Fﬁm%§J@@ﬁ%ﬁﬂﬁF7VW’%?éﬁ
FAHIBR LT [PPAEE) OHEIC CYP2CS IERIZBR L, £/2, 7 v K7 L4 R%A
DOWHED 15 KO AR OENLE VXTI T btz HIBR LT [f
REER) OHEICELX VAR Z2BRRT 22 I TH D, & OMEOHIFIT, HEMERAIC
R FEE N, —HOHMEENS, LTO XL REABHINT,

o AC-065-117 RBROFERZBEE 2D L. B L XL AT OUM LEORE - AETIZ 1 [
OHEIX 02~1.6mg 7> TNHZENnD, ZORHEEZREG LIELGANLREITRKT
2.7 (SRRENRTR BN I T 2 AREMER S D03, ZOLAORRMICET T — 2 0355
NTWRWNOTHIE, CYP2C8 DILEFEEM AT 2FA & O % THFIER] ~%
D ENARE LW T AIZIZRARH D EE X5,

. MPERAEE] ~EET 50 ThHNIE, CYP2CS DILEEM 2 AT 2 EA 20T 5854
DE LF T O FEMEL PRI L it%%%ﬁ%’tv%VNﬁ%ﬁ%Lf
NKEEGT D5 ORYERE 2T 2R A2 ER L, T — X ZIUETILEND D
EEZD,

o HAEHAETICBNT, ELF 7L n e R LV 300mg (AfHE) Z0FH Lz
FEFNIRRD DAL TR, BRI EGERICAmAREO 7 v R LV EE LT
L6, 78 K7LV T5mg (MR &) 2% 5925 K0, MRE-269 OIEE&EIT LY
BINT5LEZLNEZ LN, BLF I ARTHEERIIBWNTIE, 70 E RZ7LL0)

DIz, EYHAEEHORELZZ T WAMADEEZRBINRT200/EE LN EEZ
Lo BLURINRTOTMLEICIBNTEH, ZOEETHTRELEZ S,

BT, EMEEDOERICOVWT, UTOLHICEZ D,

B LRI, BRI S M EEIRRIE CTh Do T v 22 75 v 1, BH L FH
B, BEOERMEEZMRR LS DEENICHE L, BEBORKNMHEZ T L L
> TH Y, BLERFPAGRRERFOMRFHIIBWT, 1\ 1.6mg 2 2 THG L2860
T 57— ZIIRERNTH D, 7 u bt RTLIASED CYP2CS DILENER 243 5 4%
BeHRZE L X O RT O GEBIGT 2 5AICIE, B LR R O SCEO L R L



0. BABAE (1102mg) 2Ll E4T> Z Lick v, CYP2C8 DILEMEMA 2 A4 53K
FlZ0H U@ ES ML LT, ARHARORKHENCTHEIAEE B2 5, — ., BL
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WEL. A, 7 R7 Ll LT 75mg % 1
A 1E#RROEST 5,

11




Hx7e 4 — A GRS RIRE - R % - &

ary7rover | suav R7L | %7 0 k| BREEEREZSN (PCI) A3 WE. RAICIE, TR LE1E8E (e RZLrd L

B & B JURREEYE - 7 A | &4k SN D FREO IO T75mg KO AEY & LT 100 mg) ZHEH&%E
vy M REERE (N EPE, IE ST | 775,

LFOHREZE, ST EALAHREZE)
LEPRE, BRIFE LR ZE

12




RIS 2

(e.g., gemfibrozil) [see Drug Interactions (7.1) and Clinical

Pharmacology (12.3)].

2 DOSAGE AND ADMINISTRATION

2.4 Dosage Adjustment with Co-administration of Moderate
CYP2CS8 Inhibitors

When co-administered with moderate CYP2C8 inhibitors
(e.g., clopidogrel, deferasirox and teriflunomide), reduce the
dosing of UPTRAVI to once daily. Revert back to twice daily
dosing frequency of UPTRAVI
of moderate CYP2CS8 inhibitor is stopped [see Drug Interactions

(7.1) and Clinical Pharmacology (12.3)].

when co-administration

7 DRUG INTERACTIONS

7.1 CYP2C8 Inhibitors

Concomitant administration with gemfibrozil, a strong inhibitor
of CYP2C8, doubled exposure to selexipag and increased
exposure to the active metabolite by approximately 11-fold.

Concomitant administration of UPTRAVI with strong inhibitors

KERASCE (USPD) (B FnocsE 9 H ekl EU IR 30E (SPC)  (FnocH: 7 HGT)
L%/ | 4 CONTRAINDICATIONS 4. CLINICAL PARTICULARS
Concomitant use of strong inhibitors of CYP2C8 | 4.2 Posology and method of administration

Dosage Adjustment with Co-administration of Moderate CYP2C8
Inhibitors

When co-administered with moderate CYP2C8 inhibitors
(e.g., clopidogrel, deferasirox and teriflunomide), reduce the
dosing of Uptravi to once daily. If the therapy is not tolerated at
a given dose, symptomatic treatment and/or a dose reduction to
the next lower dose should be considered. Revert to twice daily

dosing frequency of Uptravi when co-administration of moderate

CYP2CS8 inhibitor is stopped (see section 4.5).

4.3 Contraindications

Concomitant use of strong inhibitors of CYP2C8

(e.g., gemfibrozil; see section 4.5).

4.5 Interaction with other medicinal products and other forms
of interaction
Effect of other medicinal products on selexipag

Inhibitors of CYP2C8

13




KETATSCE (USPD (B FnocdE 9 HEGT)

EU RS 3CE (SPC) (oot 7 UG

of CYP2C8 (e.qg., contraindicated

Contraindications (4) and Clinical Pharmacology (12.3)].

gemfibrozil) s [see

Concomitant administration of UPTRAVI with clopidogrel,
a moderate inhibitor of CYP2C8, had no relevant effect on the
exposure to selexipag and increased the exposure to the
active metabolite by approximately 2.7-fold [see Clinical
Pharmacology (12.3)]. Reduce the dosing of UPTRAVI to once
daily in patients on a moderate CYP2C8 inhibitor [see Dosage
and Administration (2.4)].

In the presence of 600 mg gemfibrozil, twice a day, a strong

inhibitor of CYP2C8, exposure to selexipag increased
approximately 2-fold, whereas exposure to the active metabolite,
the major contributor to efficacy, increased approximately 11-
fold. Concomitant administration of Uptravi with strong
inhibitors of CYP2C8 (e.g., gemfibrozil) is contraindicated (see

section 4.3).

Concomitant administration of Uptravi with clopidogrel (loading
dose of 300mg or maintenance dose of 75 mg once a day),
a moderate inhibitor of CYP2C8, had no relevant effect on the
exposure to selexipag but increased the exposure to the
active metabolite approximately 2.2 and 2.7-fold following
loading dose and maintenance dose, respectively. Dosing
frequency of Uptravi should be reduced to once daily when co-
administered with moderate CYP2C8 inhibitors
(e.g., clopidogrel, deferasirox, teriflunomide). Dosing frequency
of Uptravi should be reverted to twice daily when co-
administration of moderate CYP2C8 inhibitor is stopped (see

section 4.2).
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7 DRUG INTERACTIONS

7.6 Repaglinide (CYP2C8 Substrates)
The acyl-B-glucuronide metabolite of clopidogrel is a strong
inhibitor of CYP2C8. Plavix can increase the systemic exposure
to drugs that are primarily cleared by CYP2C8, thereby needing
dose adjustment and appropriate monitoring.

Plavix increased repaglinide exposures by 3.9-fold to 5.1-fold
[see Clinical Pharmacology (12.3)]. Avoid concomitant use of
repaglinide with Plavix. If concomitant use cannot be avoided,
initiate repaglinide at 0.5 mg before each meal and do not exceed
a total daily dose Increased

of 4 mg. frequency

of glucose monitoring may be required during concomitant use.

4. CLINICAL PARTICULARS

4.4 Special warnings and precautions for use
CYP2C8 substrates

Caution is required in patients treated concomitantly
with clopidogrel and CYP2C8 substrate medicinal products (see

section 4.5).

4.5 Interaction with other medicinal products and other forms
of interaction

CYP2C8 substrate medicinal products: Clopidogrel has been
shown to increase repaglinide exposure in healthy volunteers. In
vitro studies have shown the increase in repaglinide exposure is
due to inhibition of CYP2C8 by the glucuronide metabolite
of clopidogrel. Due to the risk of increased
plasma concentrations, concomitant administration of clopidogrel
and drugs primarily cleared by CYP2C8 metabolism (e.g.,
repaglinide, paclitaxel) should be undertaken with caution (see

section 4.4).
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4. CLINICAL PARTICULARS

4.4 Special warnings and precautions for use

CYP2C8 substrates

Caution is required in patients treated concomitantly
with clopidogrel and CYP2C8 substrate medicinal products (see

section 4.5).

4.5 Interaction with other medicinal products and other forms
of interaction

CYP2C8 substrate medicinal products: Clopidogrel has been
shown to increase repaglinide exposure in healthy volunteers. In
vitro studies have shown the increase in repaglinide exposure is
due to inhibition of CYP2C8 by the glucuronide metabolite
of clopidogrel. Due to the risk of increased
plasma concentrations, concomitant administration of clopidogrel
and drugs primarily cleared by CYP2C8 metabolism (e.g.,
repaglinide, paclitaxel) should be undertaken with caution (see

section 4.4).
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fRRERR N B 22 BllcE LF 287 02 mg & 1 H 2 (7] 10 HFEE O #
51, CYP2C8 ODIHEMEHEHT L7 0 R LV aRE 4 HHIC
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