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II. A EIOREDOREKE

TLURIRT subE R UAEREE (LT, [7ee K7 L)L) KB ae R7 L)L -
TAEY AL, B VISR TR - hR K OHNE - HE TRIEIRGEAR STV D,

L F T L R LA ARAIOIGERTERICHE LN TREOFRICE S,
W EEG O RITEER E T2 2 &30 &OHIl S, B SCED AR KOO R
DIIZBWTCHEREME I TWD,

o MEFERAZXZRIT, CYP2C8 DRWHEAITH D gemfibrozil OOFH TIZHITHE L
VRT KO L LR T OFEECHEY (MRE-269) O3RMEIRE~D B L i+ 52 &
ZHEE Uiz R R (AC-065-113 #BR) OFEHE. gemfibrozil JFHKFDE L
IXT D Crnax L Y AUC ool L HAMIZ H-IRF D 1.4 £5 K T 2.0 f51Z .MRE-269 ® Cinax S Y AUC,.
AN FHIMB G RED 3.6 {5 KON 11 RIS LY, a5 31T CYP2C8 3HE S 8a D
L% X7 KUY MRE-269 OWg#E EZLIZE LTk L 37 ORGSR 7o KGR A RF
\Z in vitro BERAER D DHEE SNTRERE ERIZ DO Tho7o, LD, BLF X
7' KON MRE-269 DARHHIIZI 1T 5 CYP2C8 D7 G- 13 Bl R 7o AR R AR OME L K&
WIZ EPREBEE LT,

o LEEBRERAMEX D L. KEOEWMHAIEM I A K74 (Drug Development and
Drug Interactions?) (“F-p% 28 A= 9 A fil) 1235\ T gemfibrozil & [ U < CYP2C8 @ [Strong
index inhibitors] & SN TWAHZ B B R LLZv X 37 L L7284 . MRE-269
? AUC 78 gemfibrozil ff FIRF & [RIFREEBEINT 2 FIREMER &V . £ DA MRE-269 O
BREEEHEINC LY | RILEFOREEREVEASHERT 2SN RENEEZX b,

I Bruderer S, et al. Br J Clin Pharmacol. 2017; 83: 2778-88
2 https://www.fda.gov/drugs/drug-interactions-labeling/drug-development-and-drug-interactions-table-
substrates-inhibitors-and-inducers




LS. B LRI ORIERGEARIGE LD, Lo 7 L a e R LLOIEMA
AAERBER (AC-065-117 #BR) DOFEZLZ BBl LT, LU XF U T OUAMED (45
= LD AR OEICREHESN TS 27 e K7L VST 48 L. TR
EE ) OIEIZ CYP2CS [HLEAIZBRET 5 EOMENH LIAENTZ & 2%, ERGLER
PR O rmE (LUT. TR ) 1 3ARAE 21T - 72,

BT, ATEICB O CHMG#EER L T Y. AEMREOEMER T, RESR M
H GUIR1Z2HR) IOV TOFMEEND OB LI SE | TG R IR A
IZB T 2 MR EOFEMICET 5 (CFERk 20 412 A 25 HfF 20 #E 8 &) OBIEID
BQUE=F APy

1. BLERRFEARRAE L V- In 2B EOME
RIE T, BFFICEHDORWRY 7o K7 LUEERE okGEIZ 70 K7 L)1)
W B TR T D,

1. BV RTRO7 v R VAVORMHEEERAORE (AC-065-117 RER)

7 RZLVAOHFHIZE D' L F 37 KT MRE-269 O IEYBIRE~D A% gt L7z
RN ENE S 7o, REBRDNIEM S - RREIX, RO LBV Th D, BELF /7O EU B
S (SPC) (CFRK 29 45 7 AR 128V T, AC-065-113 5BR D#E R A 5 % X | Contraindications
(Z TConcomitant use of strong inhibitors of CYP2CS8 (e.g., gemfibrozil; see section 4.5) | 23BFE S
Nz, 7 0 ¥ R 7 LW oW T, 4 E O CYP2CS [ EH (moderate inhibitors of CYP2CS)
& &, PEED CYP2CS LEH]E OO OB IZHFIICH > TUIE L F LT D
BEREIT_REERTRH SN TV, B LI T OWIMIE T 5 B3 K OREIR5E 4
T& 5 Actelion Pharmaceuticals Ltd (%, H%E D CYP2CS FHEHK & & L X7 L DY
HAER 2792 BT, R FEED CYP2CS HEAIL &2 ZERNLD S B, FRCH
K EERBEEOESNEZE2 D78 R LLVEDOEWHE/ERRREZERT 2 2 & 2208
L7, UiZABRoOMEIILL T LB Th D,

fREER 22 il X4, BEL XT3 1 [EI02 mg # 1 H 2[R, 10 HE&EO#EE L, &
LR R BEREFEA4BRICZ 0 RZ7 L0 1[R[300mg 2, HWVCHS~I0 HHICZ 1
ERZUAE 1A IR 7TSmg RO#&E5 L, 7 R LALOFHICE LIS 7 KD
MRE-269 DHEMENRE N L BME~DE R Lz (K1), BIEHFIIHHER T AL 6
~8 At £ C, BUIMIIB MR TANLEGK THRE 30~32 HHE TS, FE
FHROAFMEILEHHES T B £ TR S,



IR emgng T oRm
=z Treatment A @ Treatment B
9 1 1
1l JRERS UIVRERE
V“ ?OI% me 75 mg/ B
4
# . e
L xS 200 pg/2 [Bl/B
21~ 0H 4| 56 08 16~ 40~
-3 H 18 H 42 H

B 1 BABREHE DR

T LS BB G (R 1[A) B L o B GBS S A H (2 8 E R 2 L 300mg
Peht% X B RO LR O ERERBE 10 HE (7 0 K7 L 75mg KAEHR G4 -
1BY) ®t L /37 KU MRE269 @ PK /35 A —% OB ZIZZNENE 1-1 LUK 1-

20LBYTHoT,

F11 BLXIUNRTOPKNRTA—ZIHTEHI7u RIVIAHREDOE

LIy VARl N/ VYV VA=R =l N/ %
B 5 300 mg ff F BF 75 mg {f A Ef
(21 1) (21 1) (20 1)
3.08 4.16 3.03
Cmax (ng/mL) [2.56,3.70] [3.48,4.97] [2.60, 3.53]
B XN REMBGREE DL 1.35 0.98
[90%f #E X [4] ] ) [1.22,1.50] [0.89, 1.08]
. 7.47 10.73 8.48
AUC: (h*ng/mL) [6.35, 8.79] [9.11, 12.65] [7.33,9.82]
B X R TREMBGREE DL 1.44 1.14
[90%(5 #E X [#1] ) [1.32, 1.56] [1.04, 1.26]

a : fEEME [95%(E XA ]

212 MRE-269 @ PK /85 A —Z T35 7 va ¥ RTVABHORE

L F RS rav K7L VA=0 NV
A 5Ty 300 mg {If FH RE 75 mg F HFF
(21 #1) (21 1) (20 #1)
3.51 5.92 6.62
Cmax (ng/mL) [2.87,4.28] [5.06, 6.92] [5.76,7.61]
BLF IR REMBGREE DL 1.69 1.90
[90%/ 2 #E X [4]] ) [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]
B X R TREMBGREE DL 2.25 2.70
[90%15 #E X [ ] ) [2.06,2.46] [2.45,2.96]

a : MPEEME [95%(E XA ]

BEMIZHOWNT, BWEHOREREI ST, B "7 EMmBE5HE (X 1 Treatment A) |
T LRI 7L 70 R LV (X 1 Treatment B, LA F. TOFHBIF]) IcBWT*
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NI 40.9% (922 #1) . 90.5% (1921 i) ThH o7z, 2 BILLERD SN-EWERIX. L
X N7 B G T, B 2 B, OF IR O, SR 7 . oA ARRIERAT i 4 451,
FEI7. FEMEO E WV, BRERS L OHARS 2 FITH Y | UiZitB TR b -RIER O &
SERE X, OFFEIM O RS 3 6] GRR OB, &~ 7 U ' Y RifE&R ORI SPER) &R
TWINHLRETHH- T,

G R ILICE ST gIERIL, B U 37 B 5 W/ < o 4, ORI 1 6] (if)
IR b iLle, £7o, T EH, BEERREHITRO bkroT,

2. BBERGERICBITAELXI T L7 R LVALOHFRICET 2EARRICOWVNT
2-1. B U7 OFEARERE

T UF R TORIERTEARIZHTZ > T, BIEMZSGE LEREIC IV EHIERT
2B 222 OE BT DM A NE L, EEMHICKERIFEZH DL Z &N
BLEARTEARRSE & Zdu, Rk 28 4F 11 H X 0 i BRI A 23 it ST b, Y% R
R ICBW T, S0 11 HFSE T, 1,52 FlF, 7o K7 Lz 00 UIERNT 12
BIE SR, 55 8 FICRREBBEAGE T AWAESRS (LUT., TRITER)) ORBENHRE
ST, EERBIWERIZS #1144 (THRILOMIKRE 2 4, (KilLE, AL, FEUL IR EE,
DA ERARIMASSE . RAKRER, Wik OVIES 1 1F) itShic, 2055, BLR o T
HRAtE%IZ 7 v & K7 LV OREE Z Btk U7 EFIA 1 FIE S =28, BIWER (EER L OV
F, WTIVHIFEE) ORBULZ v v R LARERGBRTICH -7, MOREFIT, ELF
NIRRT 7 B E R VAREEIIVTWIERTH Y | 1], X7 %3
WL, BEZRICTREA(LARELL, 7o N7 VLR, Bk LTERNH 72, EOfl
DY VLF I ARTEERBHINS 7 a0 B R 7 LR ERE SN TOERIL, B 7o
HY BRSO R B LT IERISC, [ E3E5L O B HAkFE I F RN EIE L7 ER], 7 e e K
VLl 3 D ARICERN B LERTH Y . MERLOH & 555 & DR FBRITH
WrexpneEx o,

2-2. SAERWERRE R OWr e

T L X U ORGEIRFER I IS LIANERER#RE IR W T, ZrE R L)L
WO ST REBNE 52 Bl Ch o7 (FFisesE 12 AR, ERRIERIX, BT, ik, i
EILEAE , FRERARMENG & e, 5 o R4, ARSE, KEEITTh o7, MEEMD
DFH & F5 & OIRBBIR 28R <RIBS LD FEBNL A Do 72,

BLFIRT LT a e R LLVOMANZET D0 1372 0o 72 (FRIoeHE 12 HRERD .

2-3. & DA EME S 72 BRERRER

T LR RS ORIEIRGEARIUGE (X, BB T 2 £ 5 PHZEMEBIIREE(LIE B 1k
D LF NI OEMER LA RET 2 BT, HEMREY K OHEHERH O 2 #)
MO SN D 7T B AR RIENERRER (R W155 IAHRER) 4. Rk 28 4 8 H 2 &Rk



3UAE T HIZHNT T, 84 Mgk THEME L7z, 728, 7 vt K7 LAaEtehuiMEBEOH (1
HIORITIRD) AAa[RE L SHlc, o, BRI OW TR, B L F T OIRMCFED 155
= LD RS oI e R VAVERRBAINETL SN 2% T, Z7rE R
7L EGERER IR & T D IR RE OLGET CEAL 30 423 A 20 BAH) 2Tz,
ik - HEE, PIERGEE L TRLR 37 1H02mg 2 1 H 2 EREAES (0.4 mg/

) & i, #REORRFMEZMZE L, HEMES (16 HH) 12 0.2mg/H b iHEK 3.2mg/
AECORRETHBL T, MRAENSIE SN, AEHERY 16T —EE Sh, HE
BHEEZES LG FIEE Shiz,

RITER ORBEIEIX. 7T BRHE, BLXR o r a2k b5 SN E H LU, TAFIRE) T
TIVEIL 44.1% (52/118 f51]) . 81.9% (195238 i) TH VY, AAWEDO > HL 7 v K7 LD
DERR IR0 TR, 7 n B R 7 LIVORHD & - ToBRE IS\ TR, T 78.8%
(134/170 1) . 89.7% (61/68 f5l) Toh -7, EZREIEM (10 HILLE) X, 77 EFREETIX
SR IS BICTH O ARABED S B, 7 v v K7 LIVOGFRMN - I8R5 T TR,
SER . B, MREE. FRIE. HETH Y, Z e R LLOFHANS - - HBRE IRV T

. T, 5. R Th ol

HELRBWEHORBEIGIL, 77 BARRE, AFIRETEN LI 1.7% (2/118 f) | 0.8% (2/238
) THYH, KEFED S L7 v K7 LILVOGFRAN 20> 185 T 1.2% (2/170 ) Th
Sl KFED S B 7 o v KT LAOHAN S - - BRE 2BV i, mEZRFENERORR

TR N1,

BHEFIEEIGIL, 77 BRRE RABECENAZEIL 16.1% (19/118 f5]) . 16.8% (40/238 1)
THY ., AFREOS> B a e R LLOHHN o =2xE, 7 e K7 LLOARS
S TWBRE TENEN 16.5% (28/170 1)) . 17.6% (12/68 i) T -7z, BIWEHOFRIICZ X
D GHIE & o TEFITCRO - EREWER QEILLE) X, 77 B ARBETIEER., K
FIRED 5 67 v K7 LV OOFRMNR R0 o ToRE CIIE R, T, SR R O E, 7
ot K7 LIVOGHN & - 7o 5RE TIXER Ch o 7o, £, WIFEERICE T 29 iIoHER
27 v RT LD HOE I X DEWEERD itk o Tz,

B, BLXURT ORI G EICOWT, Z7ut K7 LAOH O BN O REITE 2
DEBYThHoT=, AFFEDO S L, 70 R LILVOIHANS > T2 k& CTliL, 7 e K7
LV DOBERR 2203 o T- B & el LT, & L% 33 7 DR G- 8 )MEL ME 235880
e (p=0.039),

#£z2 AEFDOOYL, 7 R VADOHFHDOEREINDOE VI T OMERGE

TLF RS 7u e 7 VLD B8
HEFF 5 51 HY_ (5761 2L (15661) (21341)
(mg/H) % #E (%) %k e (%) it | BE (%)
0.2 8 14.0 4 2.6 12 5.6
0.4 3 53 18 115 21 9.9
0.8 6 10.5 15 9.6 21 9.9
1.2 5 8.8 18 115 23 10.8




tLFIoT Juabv RZ LD XN
HMERr G & HYH (5761) 72 L (1564) (21341)
(mg/H) =S EE (%) e FHE (%) B | BlE (%)
1.6 13 22.8 19 122 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. ¥EIZ3 T 2 AT OB
1. EYEREROEZ2MHICET I HEER
1-1. EYERZRE RO OFRE

T Lo ORGERGEARBISE X, ELX IS KO n e K7 LIV T
DY LFVARTOBRBERICONT, UTOLIICHH LTS,

AC-065-117 RERORGAEN D, 7B R2Z L% 1 H 11\ 300 mg (AR X1 A1
[ 75 mg GHEFEA &) OFFAFFIZIZ, MRE-269 OB EOHEMARDO LN TNEZ L, EL¥F
VRTIZONTE, Z7rERZ L1 H 1300 mg (AfTHE) B5ICBO CTREROHE
MBRDHNTNDHDD, AC-065-113 FREROFE RN BRI 7o, WREE O KiE 20
TIE Dol &b, 7 rE R L EDORRET AR T 2 LBV EE X D, -
72 L., MRE-269 lg#& &0 —EDOHIMIRD b D Z &b, [HHER] OHEICBWT, 7
2 R7LLOPFHIZER LTI MRE-269 O R&O¥INAEE L CHEZHFET 2FEE
MLELEEZ D,

BT, EBREEBLA D, LUTO LR Z7eE R LAJFHKICE L X 37 %
WETHZ EI2E D, MRE-269 OIgEE &I X HEARO Y 27 28825 Z L 1EA]
RBLEX D,

o LRI ORNERGEAGEEANR, PR ITHRE R E R 12, LT ORI S

TAE- AEICEHET A EorEE) omEIC Tl A 1 ENCEE L TR ARG L.
F RO ERIROER ., RmHEOBELZET LI L,] LOIEEBREN LS
Nie BT, BHAREE eoTWH Z &, 7ok, EARGETIEORER. 55 ERFHRERE
EEATLEEICB T DEIEARBEE X, BRE D IIREF S EREL2 T 58
HLRRRETH-T,
> IR ITRERERR R LR LT B LT3 0.4mg B EHFD Coax M O AUC )00
FNEI 2.8 LN 4.5 5, MRE-269 @ Cpax X TN AUC). /T ZILZEFL 1.4 K TR 2.2
(A ta=y) IRyt
> IEWATHERENSRE & i LT, B L2 TN MRE-269 O Ifiu#fEh s A R4y
RITAK 1.3 fFITHI L 7=,
o AC-065-117 FRBRD#ER (MRE-269 O AUC, 237 1 t° K2 L)L 300 mg PRI 2.25
5. F£72 75mg OFHH%IZ 2.70 %) 5. 7 v v K7 L DR MRE-269 OVEEE &
X, MR IERE GRSy S b B F 2 7o h SR EEITHERE IR AR (T d0 T D R R A & [RR



FEEEZDEBEZONDZ L,
o BURUARTIIABMELMGE LR D - Wi A EIRA TH Y . HEME A ATRE
ThobHZ L,

L, BRI REFOBRFIZBNTZ rE RZLLOHHIZEL Y, MRE-269 12
L OMERDPHEIRT 2 U A7 KR E LTIRESND Z &, £z, EEXIEE O EFEFRIL
WG SN T2b DD, 7 u e R 7 LAPEE TIE, BRSEOAHFFROFEBNS L7
ZEND, PEHEE] ~E2EFT L LIZHonTL, EEREICHRHTANERSH S EE X,
OFRREDZ M b B E 2 THIBTT %,

1-22. BVFIRT RO v v K7 VA RAROZ 2

T L VT ORGERGEARBGE L, LXK v e R LAPEFRBEO A
PEIZHONWT, UFDO X2 IZiHLTW5D,

AC-065-117 BRERIZEBWT, B L XU T HMBE LRI T o K7 LANFHKOA
ERGORBAFNEGITEm D oT, LOLERL, BOLONTAFEFRICONWT, HEIEE
RERIIBDOOLNTELT, £/, BT KOs K7 v v ra 7 » A4 L
LR DOFARSA OFERITRD SN TR, £2, EFEFO® L 287 Off Ak
BEIZBWT, B X7t N7 LLVEDOHAEERICER LIZEEX SNAEIEA
TEE SN TV RV, S DI, FERPERAT 2 11 5 PAZEMEEIREE(LAE O BF 225t 5 & L7 BiR
REBICBWNTH, BLF U7 L7 a e R VILVEGA LENO > bEELRFERSN
BB L7001 (HERTRZEH) THO ., BL XU T EREOEFER L TR LTS Z L
ENG, WARE, WAL BICKERBRIZAVEHITL TS, T, HEFLORE
W&, JFHIC L 2Z 2 EORBEITREO b TV eWnWEBZ TWD, 7205, Yikilbk
DOARKIBETHED DN EREEERIT, BLI T ORMNCEICBOTERBEMRE L
CRBERLHE D D Z &S| B RMENG &l EE ) U CER S 2856 & BT 2 £
o PAEMBI IR LIE I3 L T 2856 T, ZeE7a 7 7 A VIZEEIL T D b o &
EZ D

F 7z, EWA O TIIRERIERSRE ICB VT | il EE O AAEH 23 5 D 5EENE 72 5>
277,

UEXY, BLX "7 RTUVLVOHAERICLD EE X 6NDREME EO
BIFRFICEO LN T RN &, 7 RT LA EDOHHIERZHERFT D2 LEE T &
EZ D

L7 5, AC-065-117 RBRICEBWT, BL XU R MK EREL G L C, 7 1Y
R 7 UAPEHRHZIE, BIEH ORBEIE BT 28 &R8H 5 2 Lovh | EELOPFHIC
SNWT [PFHEE) OBEICTHERWMETZLENDH DL LB X D,

PRI, LA L OAGREUSHE OBAIZZ T AN L B X D,



2. {BSNEATSCEORLENR L

BT L X U7 ROV v e BT LV E ARG O EAT SCEDOTLHER I 2 #ER LT
FERIZUUT DO LB TH D,

MEEMZ S L LR Tl B VR ORI OKERTCETIE, Zue K7 Lrbko
FAAERICBET 25080372 < L 2 L% /37 @ EU I(3CE Cld, CLINICAL PARTICULARS
@ Special warnings and precautions for use }2 U Interaction with other medicinal products and other
forms of interaction DIAIZ 7 1 & N7 L )UWTHEEEE D CYP2CS fFHEAIE LCitdlnd v . ff

XFHIETL5HEIE, BT OREGEEZFET NE LORENH o722, AC-
065-117 FRERDOFEF AT, Actelion Pharmaceuticals Ltd 73 #[E & TN EU OHLH Y /%t L,
T LF L RT DR SCEOBGETIT OV TR LTz, £ D% EU IR SCENSRIICHE 7 A1
KEBAISCERTROCHE 9 HICWET S, BETHR ORCHEHRIL %%2@&%@?%60

KEWRAMCE (BRIt 9 AM) TiX, DOSAGE AND ADMINISTRATION, DRUG
INTERACTIONS DIHIZ 27 1 & R 7 L /LI DWW T HEEEE D CYP2CS8 [HE Al (moderate CYP2CS
inhibitors (e g., clopidogrel, deferasirox and teriflunomide)) 23iBFE IS4, 7 v b R 7 L L& fFH
TLOHBITE L XA ORG24 1 A 2E25 1 H 1 ENEEES & HICEDFEDRH

RS IE T é ﬂf:o

BU WS f13CGE (BFnoeH: 7 ARR) i, Posology and method of administration, Interaction with
other medicinal products and other forms of interaction DIHIZ 7 7 & K2 L /LD faf H & (300 mg)
K ONER A (75mg) DO 5112 MRE-269 OBRFEEN 2.7 5 22 fFIZM L5, K&
G m e R7LVEOREEZD CYP2C8 FREAI L T 25811, L F "7 2
TRELDOFEMBERL SN,

—F, Z7RERTLALERZ o R7 LV 7 ALY VEAHIOKE KON EU IR SCED
FLEE, PR OGN DER TR 7 0¥ R LV OXERMASCE (BFocsE s A
F) Ti%., DRUG INTERACTIONS DIHIZZ n & K7 LD V7 v AR Tstrong
inhibitor of CYP2C8] T b & DFL#inH VD, CYP2CE DIEE THH L/ 7Y = K& DA
TRET 2 RETHLE, EFLOFAPET ONRNGEE, LAY ) = REaEET LI e
DENTEHSNLTND,

JBERILLVERZ B K7LV - 7 ALY VEAHIO EU IRASCE (BHnoes 10 A
R IZBWTiE, B LR o7 OFE#EIE /2 A3, Interaction with other medicinal products and
other forms of interaction MIHIZ CYP2C8 DILE THH L /X7 Y = K 7 U X XL (eg.,
repaglinide, paclitaxel) & OPFHIFIZITER T RE LEOERHEHIN TS

3. RAEOHKEZEE X HEOHWIZONT

BEIL, BELX o7 n b R LVADHFHIZONWT, 7 et R7 LAFHEFO MRE-
269 DI ENREA~ D FEDOFR LM E R 2 OF ) U7 EG Ot & | PEAE R E & &
EZoNBDEEORENEEOBREITROON TN RNEEZ DL, 2O END, WEEMD
OFAZBGT 2BRIITE LR T OB GEEOMEL BET 52 & T, mEELOJHIX



AREL E X, BELFINTORMNEFED IR KO AR OEMH 7 o R7 L)L
BT R AR L C OFHEE] OHEICZ e R LV EBRL, £/, 7o K7L
NERRANORM LED [HE) RO TR OENG ' L X727 2 5EHA Hl
BrRLC [MFHEE) OBEICE LI I RTZBRT 22 LT TH D L LT, 2k, &
LR RO LEIZB WL, 7 E K7 LALSOFRRED CYP2CS OAEEM %
AT HEHNZONWTEH, IFETEEWRELITONENH D B2, FHER)] OHIZ
CYP2C8 [HEH 2859 5 2 & AN &l L7z,

S BLFURTRO nE R L v EETe CYP2C8 HEAIOOHNICEI L Tk, A
FAEAR A K OV E RS I Z B WO TRk I B 21T > T PIETH D,

4. HMWHS

tv%vﬂﬁ@%ﬁii@FﬁEJ&wFﬁﬁﬁﬁj@E#%ﬁuBFfvwmﬁﬁéﬁ

FAHIBR LT [PFHER] OMHEIZ CYP2C8 BAERZBR L, Fi2, 7 a v R7 L LEF A

DU CED TEEm) L TR 0B LR L 87 BT A aisa Hikk LT [f

FEE] OEIZE VXTI BT 5 Z EIERETH S, & OB HIFNL, FMEEIC

R FEE N2, —HOHEMEENS, LTO X RERABHINT,

o AC-065-117 REBROFMEREME 2D L. BL XTI OIRMICEOHE - AETIE 1 (9
OH&EIL 02~1.6mg L72>TNLHZ &b, ZOHBEZEG LIEGENOEICHEKT
2.7 (EFE SR B INT D AN S D08, ZOHAOERMECET 5T — 2 85D
TN RWOTHIUEL, CYP2C8 DIREMEMAZH T 2HAI L OOt %2 THFHEE] ~Z&
B35 ENARE L MW DIZIXRARH D L B X 5,

. PERAEE] ~EE 50 ThE, CYP2CS DILEEM 2 AT 28 A 2 0T 5545

DL ANTORELEL AR L, it%%%ﬁ%’?v%vﬂﬁ%ﬁibf
REEGT D56 0RYEE2 R+ 2R8B 2 E L, T— X 2 WWETILERD D
EEZD,

e EHEHAETICBNT, BLF 7L R LV 300mg (AfTHE) 20HH L=
JEFNIRED LTV RV, B LI AT EREFICAMHAEDO 7 o v R L L a5
L%E. 7R K7LV T5mg (MEFFHE) 2% 5925 K0, MRE-269 OIEZEREIT LY
imjmﬁ‘%f) EEBEZONDZEDNL, ELFIURTEERIZBWNTIE, 7o E K7 Lrofk

. YA ORELEZ I WRIERISEAZBRT 200 EE LN EE X
éotV%VA7®mHX%K%mT%\%@E%ﬁﬁ#ﬁ%k%iéo

BekEIT, HEMEEOERICHONWT, BT k5I12E 25,

T LRI, MEIRIER I EEIR R Ch Do T v 252 7Z v T, 8K L FH
B BEOEREZHR L 2N OB E L, BERORKMAEZEG T2 L L7k
S TEY, BLERTFEATERBERFOMRFHIB VT, 1\ 1.6mg 2 2 TG L1556 0 XE M
BT 57T —ZIIRERNTH D, 70t R LASED CYP2CS DILEMEH %243 5 #HAl%
BEHRIZE L X T OREERGT 2HAICE., B LR XS OIRMCEORE - AR L



v, Bt E (1E02mg) MOHMIEZITH) Z &1LV, CYP2C8 OIEEERAAZH T 53K
FlZ O BRI L-E LTh, %mﬁ%®MIWTﬁﬁﬂ%k%26 —Ji. kL
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B 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 when co-administration
of moderate CYP2CS inhibitor is stopped [see Drug Interactions

(7.1) and Clinical Pharmacology (12.3)].

7 DRUG INTERACTIONS

7.1 CYP2CS8 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

KRG SCE (USPD  (AFI7EAE 9 J1dkaT) EU WA SCE (SPO)  (AFITE4E 7 H D)
T LF /37 | 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 CYP2CS8 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

CYP2CS 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
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of CYP2C8 (e.g., gemfibrozil) is contraindicated [see

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

Concomitant administration of UPTRAVI with clopidogrel,
a moderate inhibitor of CYP2CS, 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 CYP2CS8 inhibitor [see Dosage
and Administration (2.4)].

In the presence of 600 mg gemfibrozil, twice a day, a strong
of CYP2CS,

approximately 2-fold, whereas exposure to the active metabolite,

inhibitor exposure to selexipag increased
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 CYP2CS8, 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).

14




KEWRA SCE (USPD) (B FnoctE 5 A AR

EU #M3CE (SPC) (4 Fnoc4E 10 H )

=1 <l N/ A
IUR AR

7 DRUG INTERACTIONS

7.6 Repaglinide (CYP2CS8 Substrates)

The acyl-B-glucuronide metabolite of clopidogrel is a strong
inhibitor of CYP2CS. Plavix can increase the systemic exposure
to drugs that are primarily cleared by CYP2CS, 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

of 4 mg. Increased frequency

of glucose monitoring may be required during concomitant use.

4. CLINICAL PARTICULARS

4.4 Special warnings and precautions for use
CYP2CS8 substrates

Caution is required in patients treated concomitantly
with clopidogrel and CYP2CS8 substrate medicinal products (see

section 4.5).

4.5 Interaction with other medicinal products and other forms
of interaction

CYP2CS8 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

CYP2CS8 substrates

Caution is required in patients treated concomitantly
with clopidogrel and CYP2CS8 substrate medicinal products (see

section 4.5).

4.5 Interaction with other medicinal products and other forms
of interaction

CYP2CS8 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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