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Eéh54F7ﬂ%/~w2ifj:%/—»@ﬁ%ﬁ@)ﬁy77b@ﬁﬁ
sEHME HIV a7 7 — %fﬁﬁﬁﬁﬁi%kﬁ¢Fﬁl/f:E%HE%tﬁﬁ IZBW TR N A
7T NOBEEEHEINE OEREFTEFEICKSE, HAERICEZA VAT
OB BRI AE O RMTEZE Ik T 2 U 27 e/ MERMN 2 S D 2 & ZRIRIC
RS EMERT 52 LidEL X2 e &,

—F., =V RLAENL TRABBENe T =TI LTI, I b
2 FIOKGRIFIZ, T35V CYP3A BREEHZAETH Z &b, o CYP3A
ﬂii%%%kbf)ﬁ/&Yb#ﬁmﬁE_mﬁéntom%% iz, VAT
TT N OEIAREEERE N CYPIAL THHZ ERNHBALI-Z &b, b 2480%
FHEE T 2MER 2 SNTZH0D, Zib 280 CYPIAL OFLEEHOA
HE - FREEDVHIMT T X RN 2 L DRI & S, WA CYPIAL IZ%F9 2 BH%E
VERZWHERRT D720D in vitro REFEREDOREZ > THOTHEHRT DHZ
Lrant,
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1. SEIOREORKE

VAT 77 N (R5e4 - 77 L8 AEE 0.5 mg, [AEE 1.0 mg, [AEE 2.5 mg) 1%, EANTIX
2014 4F 1 A 17 BT [AVEHRTERAIE S A TAMVEROTEIR % R AT - F36 L 72 B ME i A S8 F 1
Pl i EAE ) A hRE - 2 & U CHRGEIRFE AR SAv, 2015 452 H 20 B THTEhRMA: i & i,
JERE] (BLF. TPAH)) DZhEE - 22 B INd 2 RE I &G FH — A HARMR 2 ST
WD,

AT 77 b OPIEIEERIC, FRIEDE BRSO TH R b D0,
UTORNS Y FL 7T b T Y= RMAEER (A FF7atFy— R afFy—i) X
X HIV 777 —8HEA (VU M Fen, 7T offHidEEzE Sk,

0 U AT 77 MEEIZ CYP1AL, CYP2C8, CYP2J2 KX CYP3A IZ L &4, P ol
&7 (BT, TP-gp)) KON breast cancer resistance protein (UL, TBCRPJ) DIEE
ThobHZ L,

o D CYP S FHE, P-gp KU'BCRPIZKT ZHHEIETH L7 Fat Y —v & DREEIR
A EAEHRRER (11261 3BR) (2B W T, 7 b3y — ORI Re Be D Z D
MEITRO SR hoTzb oD, 7 ha Y — VIEFFHEHC T 2 0RO Crax &
N AUC D#AFEEIEE (90%(EHXH) (X, 1.46 (1.35~1.58) M Ur250 (2.14~2.92)
TholoZ &,



o LROHREIZHSE, HED CYP 4y 1fE, P-gp XO'BCRP #[HET AT v — /L
RHEEAIXIX HIV a7 7 —E8HESEOHIZONTH, 7 by — i
BFERIED Y AT 77 FOBRBEEMNEZ A RRENEZEZ N2 &

202249 A, ZnH0HZEED Y B, VAT T NEHIV 7 a7 7 —ERESONH
(ZDWNT, S EhRE PR AR & Mt U7z BRARRER (17957 3R K O 18634 k) & O in
vitro SRR OFERER R S, FHERICEE S L,

F/. oL T LITF. [ FLVEL]) R+ T7 7 )r=7|C
DONTIE, T B DOFEAINRTRV CYPSALEMENZAT 52 &6 (ILLER) | £hath
m&ﬁﬂ1ﬂ&0@m4$1ﬂ®iﬁWm%aﬁiD fliDs®\y CYP3A PAEIHZSE L L
TIUFAL 7T MO IIEERE S TW5

2024 4 H, VAT T N Ok m%%;w T MLV EAOGFRICEAL T, VA
T FEFHIVEE (HIV 7 o7 7 —BHERZGTe) & ORWENRE LA A 2 65
U 7c B PR ARER K WY invitro sRABROFERFITIESE U A2 77 MEFEIZ CYPIAL TRE# S D
TEPHBALIEZ ED, DTV CYPSAPLEREZSEBICRE LV AT ez
bv»ew@ﬁ%%% 1T PEHEE & L2V E O SCEWET ST E 5 A H
LIAENTz, MR E =T TOMNATBOE N E K M ERE R SR (LUT, THRE)) 1X
MRz Z o ML ELICINZ, CYP3A & T CYP %) %@@@i@%%%ﬁuf)
T 7T NEDOHNERICRESINTWAA T afYy— A afFy—L ket
T NV=TICONT Y, YA ORE LOVEMRIRLIMEEZITH)> L & LT,

B, M. ATEICB O THMIG#EEZ ML TR0 . AEMp@EoHMEA X, HhA
HHEEEIZOWTOREMEENLOR UIFICK S & | TEEL RSB AR
B S O FEHEIC BT 5 ) CEK 2045 12 A 25 AT 20 #4558 %) OBEICL V4 L
776

1. IR T 2REOME
1. FEyEhik

VAT 77 FOKRESEIL, VAT 7T NOWEEHEEREL O HIV a7 7 —BHEHS
&@ﬁ%%%@ﬁﬁbﬁ’%mbkﬁﬂ’ﬁdﬁ VAT 7T NinbZOFEENRHY ML ~
DN Z CYP1AL 3B 5 LTk —#8 CYP3A4 NBHH- LTV D LRI L T 5,
ik\)iV77FiPw&UBGW®%W IR DM, BIEHALE T P-gp T BCRP
FEIC LD VAV 7T N ORYERE~OFBIIRENTH D EHHAL TN D

Mz T, AMOHEZORE LEZRGFT5ICH0 VAT I T e hTaFy—u
XIIARY 2F > —)v & O AAERIZET % invitro 35k (KINM 240077-ELB #Bk) O

YUFT T REHIV a7 T —EEER O RNCLR 2 AR RMREE (https:/lwww.pmda.go.jp/files/000248133.pdf)
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R, VAT bOEKREGEHE LR Sh, —FH, VAT T hexzo v hLben
XiIuF 7y =7 OEMHAEERICET 2L, AROMFHIH -V I T
RV, BB, Z Y RLAAEAKRREF T 7L =TI ONTIE, KRBEERICIREESNT-E
FHZBWT, 2 CYPIA FEEDIRIERCTH 5 I 4V 7 L&A LI BRI B 1R H
REBAFER SN TEBY, HME SRR Y T LD AUC IZT v b LIV ELVBEARC
6.77 5, v F 7 7 )L=TPEHAKIC 7.39 512725 Z EAVRENTVD &

11 VFTTThreEA T ary—AXUIRY) aFr Yy — e OEMBEMERICETS in
vitro BBX (KINM 240077-ELB 38)

CYP1ALl KX CYP3A4 % L7V AT 7T hORGHIKRITT DA F T2 — L KOHRY
A = VOMEEHZHML, ZNb0FERZHFH LD A2 7T FOREE~
DB ZHEET H 72D in vitro RN FEHE 7z, 7k, ARBRCIX, Btk e LT,
Fhary =g 7V Z2AunvA BN bRIE,

A Tary—n RY)afFy—n Fhratry—LIr 7 Aa~A L DFETFX
IXFEFFAE T Clfa Pt 2 B b CYPLAL XU CYP3A4 LU AT T haEAf v Fa—h

(CYP1A1:2043. CYP3A4:60743) L, VAV 7T hOEERHH M-1 OREZRET S
ZLick v, KIEHID CYPIAL KU CYP3A4L (ZkfT % 50%FHLEREE (LT, MCsl)) KO
fEES (LLTF, TKifE)) AREHEINT, 7o, S3EAIO Ki ik QA RN N ) 4
V7T FORBUTE T D CYPLIAL k) CYP3A4 OHEEZR 53 33X invivo IZBIT 5
UL 7T B G RN 2 A ERAIGFAEEO ) A 77 D AUC EE3HEE Shuiz 4,

ARRERIZIBWT, CYPIALIZKF B A T aFY—iu, RV afy—i, Fhatfy—iu
K7 Z Y 2Aa~<A 2O ICslEEIZ4 0.12 umol/L, 200 umol/L #, 0.034 pmol/L K ¥
100 umol/L B TH Y | CYP3A4 It T HA T aF > —n AV atry—n rhafy—
WREOR7 7V Ar~A T D ICslLZFLZ 4 0.061 umol/L, 0.26 umol/L, 0.064 pmol/L 2 T}
1.2 ymol/L TH -7,

RRBROOHEE SN2V A 7T NI R3S 2 KR 0FHEEO U A 77 ho
AUC ElE, A b T a5 — L 0f R 1.36~3.08, R YU =25 — /LI 1.23~1.61, # b=
TV — VORI 1.30~313, 7 T U Zu~A PRI 1.18~1.44 TH -T2,

RBARBOOHEESIN S ha by — A Er ) 2a~ A VRO Y A 7T
k> AUC (ED#iPHIZ, U AT 77 b OPIEFEAERF I S 2 BRI AR GR

2 2y MUV E L ORR RS E
(https://iwww.pmda.go.jp/drugs/2022/P20220719001/340018000_30400AMX00205000_A100_4.pdf)
0F 7 7 =T DR REE
(https://www.pmda.go.jp/drugs/2024/P20240116001/111298000_30600AMX00019_A100_1.pdf)
8 b b AT AR, WIREDME EEARBROFME RS DHEERSRNFEH SN (CYPIAL OHEESR 53 0.0~
0.65. CYP3A4 OH#EE % 5-5 0.20~0.40)
4 AUC L DHEE T HEIC W TIE, BEfEHEAS  (Clin Pharmacokinet 2007:46:681-696, AAPS J 2014:16:1309-1320) #&%& &
L7z,
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B 11261 L OVRER 13284) (BT 7 ha Yy — A g7 7V 2ua~A 0O Y 4
77 h® AUC Lo (7 b2 — L f HIF 250 (90%fE#EX ] : 2.14~2.92), 7 F
xmv4yyﬁ%ﬁlm(%%ﬁﬁzﬁ-lmwmw)&ﬁ&ﬁf%@ VAL 7T Nok
BEE, ARBRIIA T aF Y= VR ORY aF Y —uZx LU AV ST SR A
1’?)%%‘&& 72 % ATREME 2 P9 5 72 O 72 in vitro BRERSR Th D Z L AKEE - Bl ST
WHEFHIH LTS,
FROFERNSG, VAT 7T FOERRBEAEE L, BIRICBNTA T a3y — IR Y
2%7—w%ﬁﬁbkk%®9ﬁyf7b@%%g_ﬁfé%@i\4%7:+V~wi
ghaty— )V EERRRE, RV aF Y=g s ) Aavf VU LRIBETHLEEZD
EEBILTWD,

2. Btk
21 AEER - RERERSRE

VAT T N OEKBESEDLEM,ET — 2 _R—=A BV, BRAD Y A 7T hEA B
FJafy—), R)ary—, oL AEATur T =T (LR, 4R5E26D
BT R REERK]) 208 L T OIEF &R LoRER, 12 6iInkEsnk (F—4
oy H 202447 HR),

R STz 122 BIOWERIZA b7 2y — 061 8 i, AV > — G s 4 61 Th
V. 2O BENEFIZA FT a2y =B LHITH T, b 12 flonTihicks
W HIRWAR AERICBET 28I E hCh b PRIME R F R ITFRD S o iz,

2.2 AFRICER

VAT 7T MRS K OGRE R EROERBEHFICL Y VAT 7T b A
SFRIAEI & OO L 222K OSEY BN BRI 72 BB T 2 AR STIROER ST
DIV, T AR Sz oTz,

23 ZDff

VAT 7T N OYIEIRE R IEY BRSO EAER 2 B HIC T Y — VR PUEE A & AR
WZHIV 7 e 77 —BIER & OUFMIIERICRESNTZ, £DO%, VAT 7T FEHV Y
07 7 —BHEROAEEORE L 2T BRI, VAT 77 hOERBSEE LY, VA
7T N EHUHIV EE E O IR ERE A BAE ] 2 T U 7o B RRER (17957 38R & O 18634
HER) OFESTEH ST S

HHEABRICBNT, VAV 7T PR GR (BB &OZEER) 169 290 HIV FE0FH

S VAT 7T MR OGHER S EROKKFRIIEE 2BV T, Embase, JAPIC-Q, MEDLINE, PubMed, KFBHEH DT
— A R—REEHNT, L& EEL Y AT b EESTHERNGER L OFHICR L AR ERBZ Lz (RFEA -
VAT T 2024498 20 H, A hT7 3> —/L 202448 A 20 H, RV a2+ —/L 202447 A 31 H, =¥ L
JVEV 2024 -8 A 23 H, »F 7 7 /L="720244-8 A 21 H),
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RED U A 77 O AUC OEMEL (0%EFXM) (X, =7 7 E LY/ A Y X
v 7 R EAGEARE 1.06 (0.62~1.83), =A MU ZE U/ AEEY T 7 AREAGH
RE2.06 (1.24~344), TNV ET T ENMA LY AL v M MY HE T )R ELGEH
B 2.06 (1.24~3.44) . T XH BN RAVT 7 Z €T 27V O RE 2.84 (1.70~4.73) . HIV
a7 T —EBHEREGE LY A COFHEE 129 (0.77~2.15) Tholz, T bOPHEECE
W, HTHIVEEL Y A2 77 s OO RO ZEMEIZRB O REITR D v o Tz,

¥, VAT TT NOEBEEEDOREMT —F X—=A BT, VAT 7T FE HIV
7aT 7 —EBHEAOAESNIERICARE SN 2022 49 HURIZU AV 7T K&
PrHIV 3K 5% OFH U2 [ENEWERIE G 2 sk L7, S T 2ERX 0oz (F—4 1
v 7 H 202541 H 21 H),

3. WA R4 TR IT HEEBURIL
A REIEA OB SEBIZET 2 TA R4 BT LV A 77 b L fERNSRINE
OB OZ BB DRz i LI RIT, UTo LB TH-oT,

31 MmmEERRETA KT 1

Mg A ZEAR VR fifi i M EAE (CTEPH) 20T A R A > 2022 (2022 47)  (H i i
J£ - ffEEREE) 1 IS, VAT T T Y= AVRPIERA (A hT7a)FYy— KU a)
V=) IR TH 2 BN STV D,

(i ML ESETRIR T A R Z A > (2017 F2GTHR) (H AESR 25725 ) |, [ American College
of Chest Physicians Guideline and Expert Panel Report on Pharmacotherapy for PAH (2019 4F) (The
American College of Chest Physicians) |, 12022 ESC/ERS Guidelines for the diagnosis and treatment
of pulmonary hypertension (2022 %) (European Society of Cardiology) | (21, #B:Dit#IT 72
MNoT,

32 HEHBRYWERETA RT A v

(PR SE TDM ERIRFEE T A KT 4 > 2022 (2022 42) (HAALFHFIEF2IAA TDM +
2) 18, RY afF Yy — Lo EO—> L LT MiiEmmEEEERY 477 b (8
BAZT % CYP: 3A4) | NitdisivTnd,

(RAEVEECESE DLW - IR T A R T4 > 2014 (2014 48) (FAEVEEEIEDO N A RF A >~
ERRZEES) |, [T ALV RIEDOBZE « 16E T A K7 A 2 2015 (2015 4) (HAREER
F) ) T AR R 2 R ERHIEZIR T A K74 > 2019 (2019 4F) (A AREFEFR#E) 1.

(7 VT hay s ZAEOBE - 1GETA FT7 422019 (2019 4F) (HAREERFES) |, (&
AT A KT A BREBYEO TR &iak (5 2 i) (2021 42) (H A& - foZi

& ATC (Anatomical Therapeutic Chemical Classification) I% WHO E3EMmEE#E = — N2 AW TEIR L7,
5



fgiEes) |, MREVED O HIEICKIT 2~ KA FOTEDDEKRFEERTA KT A >

(2021 #) (HAREEREYS) ), [HOREREEEODBE - 18T A K71 > (2024 4)

(AAREERES2) |, [Clinical Practice Guideline for the Management of Candidiasis: 2016 Update
by the Infectious Diseases Society of America (2015 4-) (Infectious Diseases Society of America

(IDSA)) J. T[Clinical Practice Guideline for the Diagnosis and Management of Aspergillosis: 2016
Update by the Infectious Diseases Society of America (2016 4) (Infectious Diseases Society of
America (IDSA)) . I'Chronic pulmonary aspergillosis: rationale and clinical guidelines for diagnosis
and management (2016 #-) |, [Diagnosis and management of Aspergillus diseases: executive
summary of the 2017 ESCMIDECMM-ERS guideline (2017 4%) |, TECMM/ISHAM/ASM Global
Guideline for the Diagnosis and Management of Cryptococcosis (2024 4£) | (ZHRFE: D Fe# T 720>

ST,

3.3 SARS-CoV-2 BYYEBTEN A F5A v~

[COVID-19 \ZxI 3 2 $EMIRHR DB % 7 85 15.1 i (2023 47) (B ARRGEF4) ), 5%
anJ A VAEYYE (COVID-19) 2RO F51& « 4% 10.1 ik (2024 4) |, [Bartoletti M, et
al. European society of clinical microbiology and infectious diseases guidelines for coronavirus
disease 2019: an update on treatment of patients with mild/moderate disease. Clin Microbiol Infect.
2022;28(12):1578-1590. | , [ Therapeutics and COVID-19: Living guideline. (2023 ) (World Health
Organization.) |, [COVID-19 rapid guideline: managing COVID-19. (2024 4-) (National Institute
for Health and Care Excellence (NICE)) . [Coronavirus Disease 2019 (COVID-19) Treatment
Guidelines. (2024 4=) (National Institutes of Health (NIH)) | (Z8E:DFR#E L0y > 7=,

34 NyFUIV XLV Tx— K- T Y TEREBEROI v v IREEDO S 0D
=B K FI)NF—EHEIAFTAV
EPSDOARIIERAT A R T4 13 leh o Tz,

4. WBANRASCEOREEIRI
KEH, EU, HEE, I FEFRKROA—RZA T U T ORMNCEOTEH 2R LI EIX, LT
LBy Thot,

41 VAT ITTH

VA7 7T b OWSIMNMISCEOTHERIIL, iR2EK1DLBY ThoTs,

WTHLODE - HIlkORMA XETH, VATV I T heA bTary—n, AU aFy—i,
TV RLAEAER F Ty V=T IR E SN TE LT, 7Y — L REREA (7
fafy—v A hTaF—L5%) Z@ CYP I ONT P-gp & TN BCRP O BHEH] % & 5
SNTWDLEETIEZ, VA7 Ma 1 H3E, 05mg »HBRteT 22 L a2matd o5, I



IR MEDFER K OIEZE=4 U 73 2 FRisl ST D,

42 A +rFaFy—n, RYyafFy—nu, oy FLVEALROERF T A=

A KT PR ESE OURSNIAT SCEDOFTERIUT, BIIR2 K 2~KED LBV Th o7,

A FTaAFY=ZONTE, WTNOE - HEOIRMNCEFETH VAT 7T b eI
B LIS TOWRWA JFHZHERE L2VWE, XUIA N7 a Yy — &R R ORE~&T
% 2DV A 7T FOMEHZHERE L2V ENTEH STV D,

RNy ary—n aF 77 L=TZONnTE, WIhb VAT 77 MEOPFRIZET 55
WL ol B, =Y MLV EVIIAN CTHARR SN TE LT, v 7y v =713hF
Z R OA—A N T U7 TIIEGR I TR,

IV. AEORKERZHE X I OHIBTIc oW T

BEAEIX, LT OB, fHAMERIZE 2V A2 77 b OREEHEINCAE S K EZED Y
A7 f/MER (VA 77 FOBEN & - MR EORE, (R EORER & CEREDE =%
V7% WRENDH T EZFIHRIZ, VAT T R v TaFy—n R ary—i,
TV MUV EAIEIR T Ty V=T O HERREE LTELIARNWEB X D,

o UFVIT REANTaFY—AIARY aF Yy — VOFHICE LT, BERRERICE

J B ENRE - DT —Z 1T, L LARG, invito B bHEE SN DA b
Faf Y=V IIARY 2 F =V OGHREO Y A2 7T N OlgEEEINORE X, 7
Fa Y —SRH HIV 3K (HIV 7 a7 7 —BIER, 70 eLsg) L U477 b
ZOFH LTEBRRBRICB W RO DN 477 N OBGEEHINORE L [FFE T
HY . YRRV TEEMICREOMBEITRD bhed o7, 1, 11-1.1 KO
2.3 /)
FRUSRT U AT 7T N ORI R R OGS G AR IS B v CYP 43 REDRR
EI (F hafy =L HIV a5 7 —BIHER, 70 EE) 20 LIz o% 4
PEREHICINZ, VAT 7T MIMRHE S B L CREORREIZIS U THEFET S
EHITHDHZ ELEBET D L. BtAAE - MER A R OB, RiE DR & OEE D
=RV TEOY AT RMEREFHELHZLICKY, VAT T T hNEA VT aty—
NI HRY a7 — Va2 L EOREMOMERIIFTRETH DL EEXDH T &,

e UFVIUTREZUVMLAEALIERT T 7 A=T7 OMRAICEL T, BERERICE
T DR ENRE - 2 RVEDT — H 1T, L LARNS, =Y hLLEL ST 7L
=7 ORI DR CYP3A [LEFEZ S & L T RICRES N b DD, U
A 7T MEIEIZ CYPIAL TREEND ZEDNHA LI L 2HiExn L, VAV Y
7 R EROCYPIAMEIEHABETHA N7 2y — L UIARY 2 — b OffHEL
BEMRBRLIEZERICVA LI T ey hLAE AL IZe T T 7 =T O HEES



ZHERFT D Z LITBERTRN &,

o IS CKIE., BU, EE, W FXKPA—A T VT) OB CE 12BN T, VA>T
TheéA bTary— R)ary—L =y LA EAT T T 7 =T DOpf
MiFEER L SN TE LT, EROFEERRE, AR LMFIZBNTH VAT 7T b
A NTaFy— ) R)afFy— v LA EAXER T T 7 =T O

B L CHaIR EORBE DI & HNFITREB S e o 7o 2 & (121, 22,3 KT 4
ZR)

V. BEMHE

FEAERIZ LD Y A2 77 S OREEEINIAE O RIEFICK T 5 U 27 H/IMER 3 72
SINAHZEEFHRIC, VAL I T e A FTaFy—n A)aFy— =y by
NXFeF 77 =7 OMEAREE L TELIZA RV E T DHEOHMIL, 2 ToHM
ZRIIFENT,

VL. &7

B IE, DL E OB 2 B E AR 3 IR T LB VIR CEOHEN EOEREZSGET L TAEL
KRR &l LTz,

k. BERIE, M SCEUGTORERICB T 2V AT 77 heA b TaF Yy — R =
F—, TV LAV EARIIE T T 7 =T E OO R EIC OV T X
HEZATV, BEIECTEMOMEDOER 2 RETT 5 2 L NHE L EX D,

TV R UV EITIA CERENTE LT, B 77 =T BT HAROA—A T U7 TR SN TR,
8



BIR 1

R 1%%%

ARG B OB
— x4 W 5E4 ZerNireE sy 2hHe - 2R E - &
Q | VAT b T T b8 R BE | A VIR | ZhEE - R
05mg . A #E | Atk OSEHOTRRATEG NS ST BHTRIE IR AT - FR36 L7218 A ZER M &
1.0mg. [F$E 2.5mg I E
O HEh AR i i
M- A&
F =
WE L, RAIZIEY A 77 hE LT 1E 1.0mgl B 3 [ A#E 2 5BRMGT
%, 2 Wk L UG ML 25 95mmHg PL_E TIRILELEIR 271 S 224
W21, 2 M T LB &E% 0.5mg 728 &9 528 & H &I 1 [F] 2.5mgl
H3mEETET 5, IHEHIMEL 95mmHg i T b AR ERER 2 7R S 7220
e, BUTOHELZ MR 208, RIEERZ T8I, 1 FHE%
0.5mg " OEET 5,
AR
MEFEHINRE LI ' Z MR 5, HEMEREICREW TS, kmHEI
1\ 25mgl A 3EIETE L, RMLEIERZRT 2L BEMERRWIGEIC
1%, 1EIAE% 0.5mg & OlET 5,
@ |4 FaFy—| A NIV —=nh|F¥rvrT7r— | (L FUS—HFEL50)
% 750, RIWA | v Rk WhHE - ZhE

[0 &




—fxA HR5E4 RGBS BRE - 2R L - HE

FRERIRE (R a7 4 B R 7B ARLVAR, ZETLVET 4 hVE),
TP HE, T 8T TR, TAVULENLVRE, 7V S hay s A|, AR
=R DR N NV 7= e =

(36 S

OWIBEREIE (FRIEMEREE)

HEME, FPRSREREGE, HSREEE, JRIEEEE, HREHks
OTRTEME B2 i B BT

AR M) a—v A /rEIT—TR

ORMEMREEERE (NEAEELLSN)

FURE © AR e, IS O, T OO, R PO, BTN ERE, VA ATRIE. B
g9

N VHIE  AMED VAR, BE N U FIE, INB VP FNE, vV Ak
TNFEINGE, o O HVERIE, @R RIS 2 & E

PR, ~T7vTF T BEARK

@JINET

M - &

(NIBEREIE (RIEMEERE))

WE. EACIZA P T aF Y — & LT 100~200mg & 1 A 1 [ &% IRk
NET 5, 728, T, ERICEVEEHET 5, 2720, 4 bT7a)FY
— VIERFIN S OYI 0 B 2 oA, 1181200mg % 1 B 2 5] (1 H F & 400mg)
BEZICROZELET 5,

10




— A s RGPS BRE - 2R L - HE

(GRAEVER JE B IE)

WE. RACIEA N7 a3y — e LT 100~200mg Z 1 B 1 FIREA IR
A#%542%, B, T, ERICEVEEREBT5, 2720, 1 BREHE
1% 200mg &7 %,

(RIEVER S EEIE (NEHELSL) )

WE. RAIEA T a Y=L LT 50~100mg % 1 H 1 [Al&E&ICHK
A5G4 5, 72720, mw/y&ﬁ&Uﬁxy&ﬁmlm% THRPL T,
100mg = 1 H 1 B ERICHEARET 5, 728, Filiv, TERIZ XLV 8 E R
9%, 72720, 1 BHiemMHEIL200mg &4 5%,

ONEE (COLRPFE))

W ﬁk’i%b?ﬂ%f%wkbfltjmm@%lEﬂZE(1H%
400mg) REZIC LEBKENOES L, 20k 3BEKREST S, a1 3o
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K [E ADEMPAS 4 CONTRAINDICATIONS
(202159 H) (BEhEFe#H 2 L)

2 DOSAGE AND ADMINISTRATION

2.5 Strong CYP and P-gp/BCRP Inhibitors

Consider a starting dose of 0.5 mg, three times a day when initiating Adempas in patients receiving strong cytochrome P450 (CYP) and
P-glycoprotein/breast cancer resistance protein (P-gp/BCRP) inhibitors such as azole antimycotics (for example, ketoconazole,
itraconazole) or HIV protease inhibitors (for example, ritonavir). Monitor for signs and symptoms of hypotension on initiation and on
treatment with strong CYP and P-gp/BCRP inhibitors [see Warnings and Precautions (5.3), Drug Interactions (7.2) and Clinical
Pharmacology (12.3)].

5 WARNINGS AND PRECAUTIONS

5.3 Hypotension

Adempas reduces blood pressure. Consider the potential for symptomatic hypotension or ischemia in patients with hypovolemia, severe
left ventricular outflow obstruction, resting hypotension, autonomic dysfunction, or concomitant treatment with antihypertensives or
strong CYP and P-gp/BCRP inhibitors [see Drug Interactions (7.2) and Clinical Pharmacology (12.3)]. Consider a dose reduction if
patient develops signs or symptoms of hypotension.

7 DRUG INTERACTIONS

7.2 Pharmacokinetic Interactions with Adempas

Strong CYP and P-gp/BCRP inhibitors: Concomitant use of riociguat with strong cytochrome CYP inhibitors and Pgp/BCRP inhibitors
such as azole antimycotics (for example, ketoconazole, itraconazole) or HIV protease inhibitors (such as ritonavir) increase riociguat
exposure and may result in hypotension. Consider a starting dose of 0.5 mg 3 times a day when initiating Adempas in patients receiving
strong CYP and P-gp/BCRP inhibitors. Monitor for signs and symptoms of hypotension on initiation and on treatment with strong CYP
and P-gp/BCRP inhibitors. A dose reduction should be considered in patients who may not tolerate the hypotensive effect of riociguat
[see Dosage and Administration (2.5), Warnings and Precautions (5.3) and Clinical Pharmacology (12.3)].

12 CLINICAL PHARMACOLOGY
12.3 Pharmacokinetics
Drug interactions: The effect of extrinsic factors on riociguat and M1 were studied in healthy subjects and are shown in Figure 2.
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Figure 2: Effect of Extrinsic Factors on Riociguat and M1 Pharmacokinetics
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*HIV protease inhibitors are strong CYP3A inhibitors and may increase riociguat plasma concentrations to levels similar to those seen
with ketoconazole. ** AUC only, estimated using population pharmacokinetics methods *** AUC only for metabolite, estimated using
population pharmacokinetics methods. **** Monitor for signs and symptoms of hypotension on initiation and on treatment with strong
CYP and P-gp/BCRP inhibitors [see Dosage and Administration (2.4, 2.5), Warnings and Precautions (5.3) and Drug Interactions

(7.2)].
EU ADEMPAS 4.3 Contraindications
(20248 H1H) | (BEzE#HEHZL)

4.2 Posology and method of administration

Special populations
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Patients on stable doses of strong multi pathway CYP / P-glycoprotein (P-gp) and breast cancer resistance protein (BCRP) inhibitors
Coadministration of riociguat with strong multi pathway CYP and P-gp/BCRP inhibitors such as azole antimycotics (e.g. ketoconazole,
itraconazole) or HIV protease inhibitors (e.g. ritonavir) increases exposure to riociguat (see section 4.5). When initiating riociguat in
patients on stable doses of strong multi pathway CYP and P-gp/BCRP inhibitors, consider a starting dose of 0.5 mg 3 times a day to
mitigate the risk of hypotension. Monitor for signs and symptoms of hypotension on initiation and on treatment. Consider a dose reduction
for patients on riociguat doses higher than or equal to 1.0 mg if the patient develops signs or symptoms of hypotension (see sections 4.4
and 4.5).

No clinical data is available in children receiving concomitant systemic treatment with strong CYP/P-gp and BCRP inhibitors.

4.4 Special warnings and precautions for use

Concomitant use with other medicinal products

- The concomitant use of riociguat with strong multi pathway CYP and P-gp / BCRP inhibitors such as azole antimycotics (e.g.
ketoconazole, posaconazole, itraconazole) or HIV protease inhibitors (e.g. ritonavir) results in a pronounced increase in riociguat exposure
(see sections 4.5 and 5.2).

- Assess the benefit-risk for each patient individually before prescribing riociguat in patients on stable doses of strong multi pathway CYP
and P-gp/BCRP inhibitors. To mitigate the risk of hypotension, consider dose reduction and monitoring for signs and symptoms of
hypotension (see sections 4.2 and 4.5).

- In patients on stable doses of riociguat, the initiation of strong multi pathway CYP and P-gp/BCRP inhibitors is not recommended as
no dosage recommendation can be given due to limited data. Alternative treatments should be considered.

The concomitant use of riociguat with strong CYP1A1 inhibitors, such as the tyrosine kinase inhibitor erlotinib, and strong P-
glycoprotein (P-gp) / breast cancer resistance protein (BCRP) inhibitors, such as the immuno-suppressive agent cyclosporine A, may
increase riociguat exposure (see sections 4.5 and 5.2). These medicinal products should be used with caution. Blood pressure should be
monitored and dose reduction of riociguat be considered.

4.5 Interaction with other medicinal products and other forms of interaction

Effects of other substances on riociguat

Concomitant use with strong multi pathway CYP and P-gp/BCRP inhibitors

Highly active antiretroviral therapy (HAART)

To mitigate the risk of hypotension when riociguat is initiated in patients on stable doses of strong multi pathway CYP (especially CYP1Al
and CYP3A4) and P-gp/BCRP inhibitors, e.g. as contained in HAART, consider a reduced starting dose. It is recommended to monitor
these patients for signs and symptoms of hypotension (see sections 4.2 and 4.4).

Antifungals
In vitro, ketoconazole, classified as a strong CYP3A4 and P-glycoprotein (P-gp) inhibitor, has been shown to be a multi-pathway CYP and
P-gp/breast cancer resistance protein (BCRP) inhibitor for riociguat metabolism and excretion (see section 5.2). Concomitant
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administration of 400 mg once daily ketoconazole led to a 150% (range up to 370%) increase in riociguat mean AUC and a 46% increase
in mean Cmax. Terminal half-life increased from 7.3 to 9.2 hours and total body clearance decreased from 6.1 to 2.4 L/h.

To mitigate the risk of hypotension when riociguat is initiated in patients on stable doses of strong multi pathway CYP (especially CYP1Al
and CYP3A4) and P-gp/BCRP inhibitors, e.g. ketoconazole, posaconazole or itraconazole consider a reduced starting dose. It is
recommended to monitor these patients for signs and symptoms of hypotension (see sections 4.2 and 4.4).

ADEMPAS
(2023 % 10 A 5
H)

4.3 Contraindications
(B FEH 72 L)

4.2 Posology and method of administration

Special populations

Patients on stable doses of strong multi pathway CYP / P-glycoprotein (P-gp) and breast cancer resistance protein (BCRP) inhibitors
Coadministration of riociguat with strong multi pathway CYP and P-gp/BCRP inhibitors such as azole antimycotics (e.g. ketoconazole,
itraconazole) or HIV protease inhibitors (e.g. ritonavir) increases exposure to riociguat (see section 4.5). When initiating riociguat in
patients on stable doses of strong multi pathway CYP and P-gp/BCRP inhibitors, consider a starting dose of 0.5 mg 3 times a day to
mitigate the risk of hypotension. Monitor for signs and symptoms of hypotension on initiation and on treatment. Consider a dose reduction
for patients on riociguat doses higher than or equal to 1.0 mg if the patient develops signs or symptoms of hypotension (see sections 4.4
and 4.5).

No clinical data is available in children receiving concomitant systemic treatment with strong CYP/P-gp and BCRP inhibitors.

4.4 Special warnings and precautions for use

Concomitant use with other medicinal products

- The concomitant use of riociguat with strong multi pathway CYP and P-gp / BCRP inhibitors such as azole antimycotics (e.g.
ketoconazole, posaconazole, itraconazole) or HIV protease inhibitors (e.g. ritonavir) results in a pronounced increase in riociguat exposure
(see sections 4.5 and 5.2).

- Assess the benefit-risk for each patient individually before prescribing riociguat in patients on stable doses of strong multi pathway CYP
and P-gp/BCRP inhibitors. To mitigate the risk of hypotension, consider dose reduction and monitoring for signs and symptoms of
hypotension (see sections 4.2 and 4.5).

- In patients on stable doses of riociguat, the initiation of strong multi pathway CYP and P-gp/BCRP inhibitors is not recommended as
no dosage recommendation can be given due to limited data. Alternative treatments should be considered.

The concomitant use of riociguat with strong CYP1A1 inhibitors, such as the tyrosine kinase inhibitor erlotinib, and strong P-
glycoprotein (P-gp) / breast cancer resistance protein (BCRP) inhibitors, such as the immuno-suppressive agent cyclosporine A, may
increase riociguat exposure (see sections 4.5 and 5.2). These medicinal products should be used with caution. Blood pressure should be
monitored and dose reduction of riociguat be considered.
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4.5 Interaction with other medicinal products and other forms of interaction

Effects of other substances on riociguat

Concomitant use with strong multi pathway CYP and P-gp/BCRP inhibitors

Highly active antiretroviral therapy (HAART)

To mitigate the risk of hypotension when riociguat is initiated in patients on stable doses of strong multi pathway CYP (especially CYP1A1l
and CYP3A4) and P-gp/BCRP inhibitors, e.g. as contained in HAART, consider a reduced starting dose. It is recommended to monitor
these patients for signs and symptoms of hypotension (see sections 4.2 and 4.4).

Antifungals

In vitro, ketoconazole, classified as a strong CYP3A4 and P-glycoprotein (P-gp) inhibitor, has been shown to be a multi-pathway CYP and
P-gp/breast cancer resistance protein (BCRP) inhibitor for riociguat metabolism and excretion (see section 5.2). Concomitant
administration of 400 mg once daily ketoconazole led to a 150% (range up to 370%) increase in riociguat mean AUC and a 46% increase
in mean Cmax. Terminal half-life increased from 7.3 to 9.2 hours and total body clearance decreased from 6.1 to 2.4 L/h.

To mitigate the risk of hypotension when riociguat is initiated in patients on stable doses of strong multi pathway CYP (especially CYP1A1l
and CYP3A4) and P-gp/BCRP inhibitors, e.g. ketoconazole, posaconazole or itraconazole consider a reduced starting dose. It is
recommended to monitor these patients for signs and symptoms of hypotension (see sections 4.2 and 4.4).

I H

ADEMPAS
(2022 & 10 H 13
H)

2 CONTRAINDICATIONS
(BEEHRL 7 L)

4.2 Recommended Dose and Dosage Adjustment

Strong CYP and P-gp/BCRP Inhibitors

Coadministration of ADEMPAS with strong multipathway CYP and P-gp/BCRP inhibitors such as azole antimycotics (e.g. ketoconazole,
itraconazole) or HIV protease inhibitors (e.g. ritonavir) increases exposure to ADEMPAS (see 9.2 Drug Interactions Overview). Consider
a starting dose of 0.5 mg, three times when initiating ADEMPAS in patients on stable doses of strong multipathway CYP and P-gp/BCRP
inhibitors to mitigate risk of hypotension. Monitor for signs and symptoms of hypotension on initiation and on treatment with strong
multipathway CYP and P-gp/BCRP inhibitors. Consider a dose reduction for patients on ADEMPAS doses higher than or equal to 1.0 mg
if the patient develops signs or symptoms of hypotension (see 7 WARNINGS AND PRECAUTIONS, Concomitant Use with CYP or P-
gp/BCRP Inhibitors and 9.2 Drug Interactions Overview).

7 WARNINGS AND PRECAUTIONS

General

Concomitant Use with CYP or P-gp/BCRP Inhibitors

The concomitant use of ADEMPAS with strong multi pathway CYP and P-gp/BCRP inhibitors, such as azole antimycotics (eg,
ketoconazole, itraconazole), or HIV protease inhibitors (eg, ritonavir) results in a pronounced increase in riociguat exposure (see 9.4 Drug-
Drug Interactions), and may result in hypotension.
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Assess the benefit-risk for each patient individually before prescribing ADEMPAS in patients on stable doses of strong multi pathway
CYP and P-gp/BCRP inhibitors. Consider a starting dose of 0.5 mg ADEMPAS, three times a day to mitigate the risk of hypotension.
Monitor for signs and symptoms of hypotension on initiation and on treatment and consider a dose reduction for patients on ADEMPAS
doses higher than or equal to 1.0 mg if the patient develops signs or symptoms of hypotension (see 4 DOSAGE AND ADMINISTRATION,
Strong CYP and P-gp/BCRP Inhibitors and 9.4 Drug-Drug Interactions).

In patients on stable doses of ADEMPAS, the initiation of strong multi pathway CYP and P-gp/BCRP inhibitors is not recommended as
no dosage recommendation can be given due to limited data. Alternative treatments should be considered.

9 DRUG INTERACTIONS
9.4 Drug-Drug Interactions
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Proper Name

Ref

Effect

Clinical Comment

Antifungal Agents:

- Ketoconazoles
- Clotrimazole

- ltraconazole

- Miconazole

CT, |

Concomitant administration of 400 mg once daily
ketoconazoleled to a 150% (range up to 370%)
increasein riociguatmean AUCanda 46%
increasein mean Cmax Terminal halfdifeincreased
from7.3t09.2 hours andtotal bodyclearance
decreasedfrom6.1to 2.4 L/h.

Pronounced inhibitionof recombinant human
CYP1A1 by the antifungal agents was observed in
vitro (ketoconazole, clotrimazole and miconazole,
ICsgvalues of 0.3 to 0.6pum).

In vitro, riociguat main metabolite M1 formation
in human liver microsomes was also inhibited by
the antifungal agents (ketoconazole > miconazole
> clotrimazole, |Csovalues of 0.6 to 5.7 uM).

Ketoconazole anditraconazole showed inhibitory
potency on P-gp/ BCRP mediated efflux of
riociguatin vitro (ketoconazole [11]/1Cs0: 0.01,
[1,]/1Cs0 >10; itraconazole [14]/1Cs: 0.3; [12]/1Cs0
>10).

Dueto limited clinical
experience, ADEMPAS and multi
pathway CYP or P-gp/BCRP
inhibitors shouldbe co-
administered with caution.

When initiating ADEMPAS
therapyin patients on stable
doses of strong multi pathway
CYP and P-gp/BCRPinhibitors,
e.g. ketoconazoleor
itraconazole, consider a starting
dose of 0.5 mgriociguat, three
times a day to mitigate the risk
of hypotension. Monitorfor
signs and symptoms of
hypotensionon initiation and on
treatment. Consider adose
reductionfor patients on
ADEMPAS doses higherthan or
equal to 1.0 mgifthe patient
develops signs or symptoms of
hypotension (see7 WARNINGS
AND PRECAUTIONS,

Concomitant Usewith CYP or P-

gp/BCRP Inhibitors).

In patients on stable doses of
ADEMPAS, the initiation of
strong multi pathway CYP andP-
gp/BCRP inhibitors is not
recommended as no dosage
recommendation can be given
dueto limited data. Alternative
treatments should be
considered.
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ADEMPAS
(202246 H 2 H)

4.3 CONTRAINDICATIONS
(BEEHRL 7 L)

4.2 DOSE AND METHOD OF ADMINISTRATION

Patients on stable doses of strong multi pathway CYP / P-glycoprotein (P-gp) and breast cancer resistance protein (BCRP)
inhibitors

Coadministration of ADEMPAS with strong multi pathway CYP and P-gp/BCRP inhibitors such as azole antimycotics (e.g. ketoconazole,
itraconazole) or HIV protease inhibitors (e.g. ritonavir) increases exposure to ADEMPAS (see Sections 4.4 SPECIAL WARNINGS AND
PRECAUTIONS FOR USE and 4.5 INTERACTIONS WITH OTHER MEDICINES AND OTHER FORMS OF INTERACTIONS).
When initiating ADEMPAS in patients on stable doses of strong multi pathway CYP and P-gp/BCRP inhibitors, consider a starting dose
of 0.5 mg, three times a day to mitigate the risk of hypotension. Monitor for signs and symptoms of hypotension on initiation and on
treatment. Consider a dose reduction for patients on ADEMPAS doses higher than or equal to 1.0 mg if the patient develops signs or
symptoms of hypotension (see Sections4.2 DOSE AND METHOD OF ADMINISTRATION, 4.4 SPECIAL WARNINGS AND
PRECAUTIONS FOR USE and 4.5 INTERACTIONS WITH OTHER MEDICINES AND OTHER FORMS OF INTERACTIONS).

4.4 SPECIAL WARNINGS AND PRECAUTIONS FOR USE

Concomitant use with other medicinal products

The concomitant use of ADEMPAS with strong multi-pathway CYP and P-glycoprotein (P-gp)/breast cancer resistance protein (BCRP)
inhibitors such as azole antimycotics (e.g. ketoconazole, itraconazole) or HIV protease inhibitors (e.g. ritonavir) results in a pronounced
increase in riociguat exposure (see Section 4.5 INTERACTIONS WITH OTHER MEDICINES AND OTHER FORMS OF
INTERACTIONS - Pharmacokinetic Interactions).

Assess the benefit-risk for each patient individually before prescribing ADEMPAS in patients on stable doses of strong multi pathway
CYP and P-gp/BCRP inhibitors. Consider a starting dose of 0.5 mg ADEMPAS, three times a day to mitigate the risk of hypotension.
Monitor for signs and symptoms of hypotension on initiation and on treatment and consider a dose reduction for patients on ADEMPAS
doses higher than or equal to 1.0 mg if the patient develops signs or symptoms of hypotension (see Section 4.2 DOSE AND METHOD
OF ADMINISTRATION and Section 4.5 INTERACTIONS WITH OTHER MEDICINES AND OTHER FORMS OF INTERACTIONS).
In patients on stable doses of ADEMPAS, the initiation of strong multi pathway CYP and P-gp/BCRP inhibitors is not recommended as
no dosage recommendation can be given due to limited data. Alternative treatments should be considered.

4.5 INTERACTIONS WITH OTHER MEDICINES AND OTHER FORMS OF INTERACTIONS

Pharmacokinetic Interactions

Concomitant use with strong multi pathway CYP and P-gp/BCRP inhibitors

Antifungals

In vitro, ketoconazole, classified as a strong CYP3A4 and P-gp inhibitor, has been shown to be a ‘multi-pathway CYP and P-gp/BCRP
inhibitor’ for riociguat metabolism and excretion. Concomitant administration of ketoconazole 400 mg once daily led to a 150% (range up
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to 370%) increase in riociguat mean AUC and a 46% increase in mean Cmax. Terminal half-life increased from 7.3 to 9.2 hours and total
body clearance decreased from 6.1 to 2.4 L/h.

When initiating ADEMPAS therapy in patients on stable doses of strong multi pathway CYP and P-gp/BCRP inhibitors, e.g. ketoconazole
or itraconazole, consider a starting dose of 0.5 mg riociguat, three times a day to mitigate the risk of hypotension. Monitor for signs and
symptoms of hypotension on initiation and on treatment. Consider a dose reduction for patients on ADEMPAS doses higher than or equal
to 1.0 mgq if the patient develops signs or symptoms of hypotension (see Section 4.2 DOSE AND METHOD OF ADMINISTRATION, 4.4
SPECIAL WARNINGS AND PRECAUTIONS FOR USE and 5.2 PHARMACOKINETIC PROPERTIES).

In patients on stable doses of ADEMPAS, the initiation of strong multi pathway CYP and P-gp/BCRP inhibitors is not recommended as
no dosage recommendation can be given due to limited data. Alternative treatments should be considered.
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K= SPORANOX CONTRAINDICATIONS
(2024 -3 H) (B2 L)
Drug Interactions
Prevention or Management: Not recommended during and 2 weeks after SPORANOX® treatment.
EU SPORANOX 4.3 Contraindications
(2024426 H 24 H) (BT H7 L)
4.5 Interaction with other medicinal products and other forms of interaction
Expected/Potential effect on drugs levels: Although not studied directly, itraconazole is likely to increase the concentrations
of these drugs.
Clinical comment: Not recommended
e[ SPORANOX 4.3 Contraindications
(202447 H 22 A) (BE#EFEH72 L)
4.5 Interaction with other medicinal products and other forms of interaction
Expected/Potential effect on drugs levels: Although not studied directly, itraconazole is likely to increase the concentrations
of these drugs.
Clinical comment: Not recommended
Vot 4 SPORANOX 2 CONTRAINDICATIONS

(2023410 A 3 H)

(BSE#ERCH 7 L)
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9.4 Drug-Drug Interactions
Clinical comment: NOT RECOMMENDED during and for 2 weeks after treatment with itraconazole. Increased risk of adverse
reactions related to the cardiovascular drug.

F—Z+Z U7 | SPORANOX
(2024427 A 17 H)

4.3 CONTRAINDICATIONS
(BEERL 7 L)

45 INTERACTIONS WITH OTHER MEDICINES AND OTHER FORMS OF INTERACTIONS
Clinical comment: Not recommended during and for 2 weeks after treatment with itraconazole. Increased risk of adverse
reactions related to the cardiovascular drug.
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