AERRBREE

SMT7HE12H 220
FRNTATBCE N 3R AL R R S O p s

I. & B OB
[— & %] © VAT
@ = NLAEL TLEE
@ mntr7rr=7
[% e 4] HER1DOEBY
AGRIUGE] MR 1 O LB
[%%-%%] BES1OLEY
[HE - HE] iR 1oEBY
[FRA S ER] BRI RN . EIR AR i

Il. A EIOFREOEE

VAT N (R4 - 77 L3 AEE 0.5 mg, [FIBE 1.0 mg, [FHE 2.5 mg) 1%, ENTIX
2014 4 1 H 17 BIZ [AABHIRIE AT IS U IOVEH TR (SR AT » FF3E L 7o Bk AR JEAR 1
il e | 2 2hRe « 2R & U CHROEARGEAFR 4, 2015 4F 2 H 20 BIC TAliEh e fiti & i
JESE] (LA, TPAHY) OZIEE « 20 R A BN 5 RIEMRE AR FEH AT ARSI T
W,

TV RLALEL Tl (LUF, Ty hLbEL)) RaF 7 7 L=7125W T
X, TR DOFEHRFRD CYPIA FRFEEMNZAT 22 00 (ILLEBR) | ThEi 2022 4
11 H R0V 2024 41 H OBGEIRGEAGRREL 0 | TRV CYP3A [HEIRAZZE L LU 4
77 MEOOFRIFIEERE STV D,

2024 4 B, VAT T FPOEKERGE LY, =Y FLAEAOHHICEL T, VA
77 REHUHIV E (HIV e 7 7 —BHEAZ GTe) & OEWERR PRI AN 2 Gt
U 7= B R SRR K O in vitro 3RBR OFE 4210 IS U 43 77 MEEIC CYPIAL TR END
TEPHBILIZZ ED | OTRV CYP3A HERZSBICRE LV AT T ez v
R eV OOFRAZSIREY) T < PEFRAER & LW E ORMSCESRETEICHE D A H
LIAENTZ, BEMEKE 2T T MNATBHE NER M ERE R SRt (LUT, THE)) 13
Mk EZ T lmm v R LV EVICIIZ, CYP3A 25T CYP %) %@@miwm%ﬁﬁuf)
AT T FEOHANPERICRESNTNDA hTa)rYy— RYa)Fy— L goat
TN =TICONT S, YR RE L OLEIR A HE 2T 72, 5744 H
25 BICBAfE SR REHS ERMELZEIRPB TN RMES BT HBHEOMHE.



A NTaF = FORRY at ) — oL, MAEERICED VAT 7T FOgEE
B PE S R EZC 52 U 2 7 B/ MER RN e SN D 2 & RIS 2 iR 5
ZEEELZzRVEESN, —FH, TV RLAEALKRDRF T =T L TR
o 2 Ao CYPIAL OMREEMOH S « FREDSHETCE 22 &ﬂ%ﬂﬁ%%kén ]
FID CYPIAL (2K D BN & MR 5 720D invitro WRERAE RGO &R > T T
ETET L EanEL

A, VAT T FOEKBEESE LY, =Y FLAEALKE ST 7 L=T7 D CYPIAL
R D LEVEH 2 a2 5 720 D in vitro TSR RH SN2 E0vh | b THEE
RSO LA L OB R D HEEIT T,

7R, BRI, AREICE O CHMpE®EE R L TR Y . AEMGEOHMEE L, #Hh
HEIBIZOWTOHEMEENDLOH LHEICESE | TERLERBRRAEEICBIT S
BRSO FERICB T 538 (CEARL 20 42 12 A 25 BT 20 255 8 5) OBUEIC K VR4 L
77

. #BEIcB T 5REOHE
1. EyEhik

VAT TT NOARESEEIL. VAV I T NOYIRFEER R CHIV 727 7 —EHEA]
&@ﬁ%%é@ﬁﬁbﬁ’%mbkﬁﬂ*%d% U 7T hinbZ OB M1~
DN Z CYPIAL ’BA5- L TH Y —#8 CYP3A4 NBIL5 LTV D LR L TV 5,
EJN )ﬁ/77%iP@&0Baw@% T CTh o0, BliEIHLE To P-gp &2 ) BCRP
FREIC LD VAT T T NOFEMBE~OFBIIRENTH D EFHP LTV D,

TV ML EALKR O T 7 =TI OWTIE, AREERICIRE S8 EHZ B
T, TN CYPIA WEHOIRER TH D XY T L& O Uz R R AR R 5
S TRY, BG4 YT A0 AUC 1FT v b LV EAGERIC 6.77 {5,
a7 7 V=7 PR 739 512725 2 ERRIN TV DS,

Mz <, AEOUFAESORE LARFT 212z, VA 7T b v e
NXFwF 7 7 =7 L OFEYIANERICET 2 inviro 7R (KINM 250068-ELB #tfk) @
FERD, VAT 7T N OKGEESE LR ST,

11 VFV 7Rz FUAEBAIIRF 77 =T L ORYHEERICETS in

U g R s

(https://www.pmda.go.jp/files/000275443.pdf)

2 oy b LAV E VORI E
(https://www.pmda.go.jp/drugs/2022/P20220719001/340018000_30400AMX00205000_ A100_4.pdf)
07y V=T OFEREE
(https://www.pmda.go.jp/drugs/2024/P20240116001/111298000_30600AMX00019_A100_1.pdf)

2



vitro BBk (KINM 250068-ELB 38)

CYPIA1 XN CYP3A4 # L7V A2 77 hoRFHckT 2= hrarerkgoat
Ty N=T7 OREMEMNZFHM L., ZNODOFERZHFHN LI ED Y AT 7Tk ORERE~
DEBELEHETEST D120 D in vitro RN FEM STz, 7B, ARBRCIX, BitExtiRE LT,
Fhar =L k7 7V AL UoRNHVLRE,

TV RNV EN, Ty =T S haty— I T Aavw A VU DFET
Xﬂ#ﬁf?fﬁ@%ﬁ@itFCHmM&UCﬂmMkvﬁv57k%4y%;N~k
(CYPI1AL : . CYP3A4:60%7) L., UAT 77 ~OEENRH#Y M-1 OREZHET D
:&miw\%%ﬁ@cnmuﬁmcnmm ZxE D 50%HERE (LR, TMICsl) KU
X (LLF, TKifE) RSz, £/, £8AI0O Ki B OAEERRNREIE N Y 4
77 NOMREIZIIT D CYPIAL YN CYP3A4 OHEEFG-FINHKS X invivo IZBITH VU A
7T N EMEE BRI 5 K HAIOFHEEO U A2 77 R D AUC EE3HEE Suiz4,

ARRERIZIBWT, CYPIAL (T 5 RLLEL, af 7y =7 Fhalry—
IR Z ) Z2a~A 2D ICs 1 XZE 4L 41 umol/L, 8.6 umol/L, 0.021 pmol/L K& T* 100
umol/L #TH Y, CYP3A4 IZXfTH v hLLEL, a7y =" 7 ha)ry—n
KOV 7V 28~ A D ICs 1FE L4 0.18 umol/L, 0.92 pmol/L, 0.065 pmol/L }2 TN 1.6
umol/L Toh o7,

KRB OHEE SN2 ) A2 77 NI SRR T 2GR 0RO Y A2 77 Fo
AUC tid, =¥ b LV EVIFRFE 1.22~1.62, v 7 7 V=7 (FHFF 1.10~1.24, 7 L =2
F— VORI 130~3.54, 7T ) 2u~A L UPERRE 1.17~1.40 Th o7,

B, KRBOOHEINY haF Yy — A7 TV 2a~A VU PFREO Y A3 7
7 h® AUC to#iIiE, VA7 7 hOYIRIGEARHHE S 7072 BRAR TR B4R AR
(FRBR 11261 J ONGRER 13284) 2B A7 haF Yy —nAXixr 7V 2a~A v DY
F 77 h® AUC L& (&7 s 2 — A PEREE 2.50 (90%(EHEIX [ @ 2.14~2.92) . 7
FZ U2~ AP 1.41 (90%(EHEXH @ 1.23~1.63)) &FBRETH -7z,

FROFRERNS, VAT 7T FOEBRAGFIX, BRIZBHN T ¥ FLLEAX TR
FI7 N =T EHHALIZEED AT T FOBBREIZKNTLHIHEEIL, 7T An~v AV
VEFRBETHD EBXD EMBH LTS,

2. ZatE
2.1 AEER - BHWEREFBRE
VAT ~ DGR ﬁ%’%‘@ﬁ/ﬂé'l\i:f‘“—&’\“—zﬁzﬁb\’c\ AV NN 275 d = @ = iy 4

S v M ART U ARER, BREDHAEERRBROMRENSHETFELFE N SN (CYPIAL OHEER 53 0.0~
0.65. CYP3A4 OHEE 534 0.20~0.40),

4 AUC HeOHEE HFIBICHOWTIE, BEfE#R4 (Clin Pharmacokinet 2007:46:681-696. AAPS J 2014:16:1309-1320) % %% &
L7z,

3



7 V=T B L TS ERNAORER Z 53R Ui R, OFREMNIZED bhotz (5F—
2wy 7 H 202549 AFR),

2.2 AFRICER
TS B EIRIEOAREGE LD VAT e PLAEALIn S 77 L=
7 L OOFINC K 228 R OSE B e /) 22 BN B3 5 AR STIRO IR RO DM T L7203,
YT D AFSCERITH N S e o 7,

23 EOff

U A7 7 ~OYEEARICEY BRI EAER 2 B HIC T Y — L RPUERE A & R
IZHIV 7' 7 7 —EHEA & IR ES N, 0%, VAT 7T & HIVY
07 7 —VHEROMHHAERO RE LEZITo 7288, VAL 77 hoARESELY ., VA
7T b EHUHIV FEE QIR ERE A BAE ] 2 A U 72 BRIRERER (17957 3R A O 18634
) OREB STV D,

VHARBRIZIBWT, VAT 77 MR ERE (8% &K OZEIERE) (233 550 HIV 3E0FH
ROV A 77 b D AUC OBITEEI (90%(EHEKE) X, =7 7B LY/ =AY v X
v /7 AR EAPEIEE 1.06 (0.62~1.83), =A MU ZE /YR Y /T ) R EHEH]
BE2.06 (1.24~344), T ET /I EN ALV ALy ML) VR EVT /R EADEH
RE2.06 (1.24~3.44) . T B EN RAT 7 I ENT I 7V HFHEE 2.84 (1.70~4.73) . HIV
TaTr T —EHREREGAE LY A AR 1.29 (0.77~2.15) Thotz, T HOPFHEICE
WT, JLHIV L VAT 7T R OJFHARE ORI R OMBEITRD bivikiro T,

B, VAV ITT NOEBESE OREMET —F X—R 2B\ T, VAT hE HIV
7'u7 7 —BHEAO ARSI HERICAE SN/ 2022 F 9 HURIZV AV 7T R &
PLUHIV 382 0F A U7 EWNEIERRER 2 M58 LR, 384 T 2IERILeh o7z (F—4 1
v 7 H 1202549 H 30 H),

F2. VAT T A T at Yy = XFAR ) Y — VO HEERAEHERICE
HENTZ 202545 H 20 BURRIZV AT 7T ReA VT aF Y —AXFR ) a2y — %
OF L7 EWNEIWERER Z R Lo/ R, 508 DIEFNI o7 (F—%m > 7 H 12025
9 H30H),

3. A FIA 2B AR
FABRKTRERKLOWESEBICET A2 A RIA4NZB AV AT T héxo v bLb
ARt 7 =7 OO R EMEICET A E AR LM RIE, LT LB

S UFATTT b RO G E S DAk EUFE (2350 T, Embase, PubMed, 7KGEBHGEH D7 — & ~X— 2% & T,
—fAEEL Y AT T T N EEKEMBRIFEL L OFRIRLARTRERE Lz BER « VAT 77 b 2025 4F 11
H3H, =¥ PLVER20254E11 AT R, vF 77 /b=7 2025411 A 11 A).,

6 ATC (Anatomical Therapeutic Chemical Classification) X |% WHO [EIEMFEEHE = — N2 FWTEIR LT,

4



ThHoT-,

3.1 fmfEERET A KT A

[ if A ZEARSE - TR ERIR AR SE S L O & I E=SE IR 2 74 K Z 14 > (2025 4) (H
ARG ax =/ B AN & M)+ -« fiif§BR52) |, [Therapy for Pulmonary Arterial Hypertension in
Adults Update of the CHEST Guideline and Expert Panel Report (2019 %) (The American College
of Chest Physicians) |, 2022 ESC/ERS Guidelines for the diagnosis and1 treatment of pulmonary

hypertension (2022 #%) (European Society of Cardiology (ESC) /European Respiratory Society
(ERS)) | 1Zid, FrB DRI 2o T,

3.2 SARS-CoV-2 BIMEREEN A 5 A

(5 FRC LD = v T 7 A )V AEYSEDIROFEEE 2025 (2025 42) (HABGLEFER,
AR g BAMESRIES S . BARRIRMEY 25 AAREIRGSR) | 1280 T,
F N7 m—2Ah P450 BEAHIFHE & P-gp/BCRP FHEMEMIC LV i REN BRI 20 LR
HEL TV AL 7T MAEH STV,

DR = v 7 A L R EGE (COVID-19) 2HROF5] = « 55 10.1 il (2024 47) |, TCOVID-
19 (2% 2 3MIRRDOE 2 J7 %5 15.1 it (2023 42) (B AEYEFS) |, [COVID-19 rapid
guideline: managing COVID-19. (2025 4£) (National Institute for Health and Care Excellence
(NICE)J., [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. ], [ Coronavirus Disease 2019 (COVID-19) Treatment
Guidelines. (2024 %) (National Institutes of Health (NIH) ) |, [Therapeutics and COVID-19: Living
guideline (2025 4F) (World Health Organization.) |, [Clinical management of COVID-19: living
guideline (2025 4F) (World Health Organization.) | (ZRFEEDFEHIT /0o 7=,

33 NFUIY FNTF— R TPz ) TERBEO Iy U IREED T 1 Y
zOAf K FI)RF—FHEIA FTA
ENNDARIVERTA BT A AT h o T,

4. YENNIRAE SCE ORI
KIE, EU, #=E, B F X R OA—A ST U T OUMN LEOGEH 2 MR LR IX, Lo
LB ThHhoT,

41 YF¥ 77T b
VAT 77 N OWAMNRMA SCEOFTRER L, B2z 1OEEBY ThoTz,
WINOE - M ORAM CETHL, VAV I T Mo LA XiZuetr 77 r="7



FPFREER L S TW2RuY,

42 = v ket rzra=r7

TV MLV ERLKEDR T T 7 v =T OWINRA CEOTEHEHUR UL, BliR2 K 2~F 3 D

LB Thol,

o) 7 7= ONTiE, WIS U AT R EDOGERICET L RHEIT R T,

B,V MLV ENVTIBATERENTE LT, v 77 V=T 30 FE R OA—A T
U7 TR S TR0,

IV. AEORERZEE 2 /=B 0l iz oW T

Bergix, LT OB MBNS MAEEMRICE 2 U A2 77 F OBREEIINI A O KM EFED Y

A7 FMER (VA 77 N OBMEH & - #ERFH EoME, RfL)E ORER & Ok DT =%
VU5 NI ENDZ L EFHRIC, VAV I T Moy e Xidunt 7=
OO ZREE LTELXZ W EB XD,

VA7 7 ey FLABAER T 77 V=T OFHICBE LT, BRRABRICE
2 EYENRE - ZEMEDOT — X372\, LIRS, invitro iR ODHEE SN DT
Yhirenriga 7y =7 OO U A 7T N OBREEEMOREE L, O
RAEELENTWEZ 7 ZAr~<A v R0t HIV E (HIV 7'r7 7 —ERER, 7
HENTFE) EVFTTT NEFA LIZBEARRRICB W RO NV AT 7T N Ok
BRI O L [F%E XIZNLL T TH Y | Uik R I TR MR DO
BITRRO b o Tz, (L II-1.1 ROV 2.3 &)

FRUCART U A 7T N OKGRERR K OREIRFEARZ IS bz CYP 43 FHEOFH
EIR (VT V) RAu~A vy, HIV a7 7 —BER, 730 055 200 LR
LEMEFERIINZ, VAV 7T MIEAED SBA L CEEOREICE U CHRERE
TLEATHLZLBEBETDH L AR - MEFFHEORE, KifEORER & O
DE=HZVTEOY A7 F/MEREF LD LIZEY, VAT heé=v v b L
NEAREe T 77 V=T 20 LI L EOZEVEOMBRIIFRETHIEEZDZ L,
Mok CKE, EU, #EE, 1 FFZROA—ANZ V7)) OIRMCEICBENT, VAV S
T REZUVMLAEAIERF 7 7 L= O HITERE SNTE LT, BRSO
BEFRRE, AXLRFITBNWTHLV A7 T hemv v e riint 7y
N=7DOHFRIZE L TEIK EORBEDRENH 5 NFITHR I N roTzZ &, (1HI-
2.1,22,3 K4 2 H))

T Y P LAVEMIHESN TRRENTELT, u 77 A=F 3T EROA—Z T U7 TIIRREN TR,

6



V. M

FEAERIZE DY A2 77 N OREREINIAE S RIESEIZ T2 Y A7 &/IMEER DR 7
INDHZEEFHEIZ, VAV T T REm v FLAVEALRITe T 7 7 V=7 OO % ATEE
ELTELEZRWET DMEOHWNT, HMEEICFEINT,

VL. #& 5

B IT, DL EORE B E 2R3 1R T LBV IR SCEOHA EOEE 2 S%ET L TE
LXK 2720 &I LT,

B, BIIE, M SCEYGTOBEBERICBIT VAV /T bz v ML eEA e
F7 7 N=T L DU RO Z R ON T & S HHRINEZITV, LEIDIG U TGEMD
HBEOESZRHNTHZENEUIEE XD,



B 1

ARG B O
— k4 W 5e4 KRBT E Zhie - DR E - &
O | VAT T b T A o8 R bR S VIR | ke - R
0.5mg . [ $E | Xtk OSEHTEF A S AT INEHTRIE L IR 1T - TR L7281 A ZEAR MR &
1.0mg, [FIFE 2.5mg 1 e
O A B AR i e 1L
Mk - H&
F =
WE. RAZIXY AT 77 FE LTI A 1.omgl A 3 [AFEOEE) 5T
%, 2 WEHEGE L CUHELE AS 95mmHg LA E IR EER &2 78 & e WA
Wi 2 HEFRE T 1 RAEZ 0.5mg T o8& T 528 e &1 1B 2.5mgl
H3EETET S, IUHEHMEL 95mmHg A T b ARIMELER 278 S 7220
Baid. BUTOHEZMERFT 22, RILEER 2R3 56120%, 1 BHES
0.5mg T OWET D,
MEFEINRE LI 'L R 5, AEMERIICREW TS, kel
1 Bl 25mgl H 3 [AIETE L, RiLEFERZ T2 E, RN WIGEIC
I, 1 FIHE% 0.5mg T OET 5,
@ | TrvhLaAE | Y a— G 125mg | BRI | AEE - DR
PO, o SARS-CoV-2 |Z K % Jf e

& - HE

8




— x4 e RGBS WRE - 2R L - HE

W12 5L B/ NR RO AICIZ Y R LbELE LT 1 H BIE 375mg
Z,2HEMS S HREIZ125mg 2 1 B 1 B&EO#EET 5,

RF7 AT |\ xR T 4T T Y= AR | BhEE - AR

BV 50mg, [Fl 7 7 | =t Ny FUI e XN T p— R Tl ) TEGREL O T avy v ISR e
&/ 75mg DT7rYxzaAf R TI ) NF—
M- A&

WH, v 7y =7t LU CBMBHE [15Smgm? ((KFHEfE) % 1 8 26, &
A ORFEFIABERICREOLRE L, 4 7 HBICHER AR 150mg/m? (K&
) &1 A2 §YORFENTUIREZRICROKET D, 2B, BEHEOIRK
REICG U ClEERET 5,




B 2

#1: VAT 7T O LEICB T 2REMNRAEK S OJFHIZ OV T O RERE

- Ho; R i kR
(A SCEDRR)
* ADEMPAS 4 CONTRAINDICATIONS
(2021 %9 H) (B9 #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.

10




Figure 2: Effect of Extrinsic Factors on Riociguat and M1 Pharmacokinetics

Riociguat M1
Change due to Point estimate and 90% CI Paint estimate and 90% CI Recommendation
Strong CYP and Consider startin
Bt e e g dose
P-gp/BCRP inhibitors . e -
Ketoconazole * e * SRS g TLa
CYP3A4 inhibitors I_._| Mo dose adjustment
Clarithromycin H F_‘t?_|
Moderate CYP3A inducers - i No dose adjustment
Bosentan **
Antacids |_m1 Separate administration
Maalox ""tN by at least 1 hour
Proton pump inhbitors —el No dose adjustment
Omeprazole "H &
Antiplatelet agents No dose adjustment
Aspirin #‘ I-—'_ﬂ
Anticoagulants No dose adjustment
Warfarin I-i.! |_‘_.r"‘
Smokinj_g Consider titrating
Yes/No #** . ¢ to higher doses
T T T T T 1T T T T
0.0 05 1.0 15 20 25 3.0 04 0.6 0.8 1.0 1.2

Change relative to reference

AUC® C__ A

*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
(202548 H6 H) | (BgmiFidi/e L)

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 section 4.5).

No clinical data are available in children and adolescents less than 18 years of age receiving concomitant systemic treatment with strong
CYP/P-gp and BCRP inhibitors.

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

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: Concomitant
administration of HAART combinations led to an increase in riociguat mean AUC of up to about 160% and to an approximate 30% increase
in mean Cmax. The safety profile observed in HIV patients taking a single dose of 0.5 mg riociguat together with different combinations
of HIV drugs used in HAART was generally comparable to other patient populations. 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.

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 when riociguat is initiated in patients on stable doses of strong multi pathway CYP (especially CYP1A1
and CYP3A4) and P-gp/BCRP inhibitors, consider a reduced starting dose. It is recommended to monitor these patients for signs and
symptoms of hypotension (see sections 4.2 ).

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.

ADEMPAS
(2025 % 10 H 14
H)

4.3 Contraindications

(BEE#ERCH R 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
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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 section 4.5).
No clinical data are available in children and adolescents less than 18 years of age receiving concomitant systemic treatment with strong
CYP/P-gp and BCRP inhibitors.

4.5 Interaction with other medicinal products and other forms of interaction

Effects of other substances on riociguat

Riociguat is cleared mainly via cytochrome P450-mediated (CYP1A1l, CYP3A4, CYP3AS, CYP2J2) oxidative metabolism, direct
biliary/faecal excretion of unchanged riociguat and renal excretion of unchanged riociguat via glomerular filtration.

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

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: Concomitant
administration of HAART combinations led to an increase in riociguat mean AUC of up to about 160% and to an approximate 30% increase
in mean Cmax. The safety profile observed in HIV patients taking a single dose of 0.5 mg riociguat together with different combinations
of HIV drugs used in HAART was generally comparable to other patient populations. 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. Assess the benefit-risk for each patient individually
before prescribing riociguat in patients on stable doses of strong multi pathway CYP and Pgp/ BCRP inhibitors.

To mitigate the risk of hypotension when riociguat is initiated in patients on stable doses of strong multi pathway CYP (especially CYP1A1
and CYP3A4) and P-gp/BCRP inhibitors, consider a reduced starting dose. It is recommended to monitor these patients for signs and
symptoms of hypotension (see sections 4.2 ).

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.
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2 CONTRAINDICATIONS
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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).
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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.

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
ketoconazole led toa 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,
|Csovalues of 0.3 to 0.6um).

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 effluxof
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 a dose
reductionfor patients on
ADEMPAS doses higherthan or
equal to 1.0 mgifthe patient
develops signs or symptoms of
hypotension (see7 WARNINGS
AND PRECAUTIONS,

Concomitant Use with 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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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 mg 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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