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20 mg film-coated tablets

Each tablet contains 20mg of sildenafil (as cltrale)
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Sildenafil fI A bosentan f#5% ¥ EEIRE I A G B 4 B AES [ 2 E 5 Aatbw(14)] -

2 FEHE

REVATIO HJE5REIR £ 20 mg —K =K - REVATIO $EIEREIN 4-6 /NI - 1E
EPRERERT  (F A RN G 2 A TR IR R B8 20 mg
—RERHIBIRE -

—fRTS + FEFEANREFRFIIRE - BO0AE - DEIDIREIRGE » SOFER &R
MESFERI  WEEIHRERE [FaEEmE123)]

HNE AR SR A (EIEREE TR £ AEEEFARTR<30 mL/min) s AT ThEE
R4 A(Child Pugh A R8¢ B £R) » E/HRARME -

REVATIO i erythromycin B, saquinavir [EII5 i FIIF - fE/HAREIR -

REVATIO #1 CYP3A4 555 M(H4E bosentan ; LUK BHATSE S0 barbiturates -
carbamazepine ~ phenytoin + efavirenz + nevirapine ~ rifampin ~ rifabutin)[EH§{ER -
TIHE BT B L —H BN E N MATRLE - R o7 4E A AR T & /T B A 22
(12.3)] -

5837 CYP3A4 $INIEI(#D ketoconazole » itraconazole - ritonavir)8d REVATIO Sl
{#H » sildenafil VA REGRZE L7 RILFBHRO R ZHYR ZEH(7) A
BAREEEE12.3)] -

Sildenafil S 5aTHBRERIROTIEMRER - BRELIRA (EEBEIRET — S b B a8
Y BRI A B ILfE AT sildenafil -

3 mmsEE R

REVATIO &M
BEBEEEREE B 4HE “RVT20” )& 2 sildenafil citrate * A& 1 20 mg 11

sildenafil -

4 BB

REVATIO #FRTHIRA

o SOFEREABILI ARG BRI A » MR RAR M SRRt A 1
WELER - RS ENENRGGS [ZEEREFEES)] -

o riociguat(— S EMICERIFHIB) & GFEM - SERLYIEE — BBF(PDE-5)l
HIB(ELIE sildenafil) - FTREIETE riociguat AFEEE(EAT -

o AN Sildenafil et » JEHMOARMR D E MR ABECE - WHIEE
Hd sildenafil HARGEH A BBREIVERE - EIEEEIVERIE - MBI TR A
B NE -

5 ERERIEREH

5.1 FIRSRERHISET SR

FE—TREH R PAH A FTETHYRAIEER T - RERLEEISETHRYE REVATIO 2
RIEW M BAERER - SECAIRAIRE RN KRG | £20% 0 ASETHERER
PAH A AISLEUSER - FEAB SEER REVATIO » THERIIEA/ 2 L4554
BEEEE.A)] -

5.2 {1 Bk

REVATIO FIiEEF5RNIER » @ M IF AR - BEETITTR T REVATIO
ZH TE/ B BR A B IS EER - nIRER BRI E T RIERMEL:
FREE  FHIRALETSESME - FREREEMmERTFE A (BP<90/50
mmHg) ~ SCA RS (fluid depletion) ~ B8 /5,0 Z IR ZEER 1 L s ThAERE
BEHIIRA - I He i AR EEYIEE REVATIO SHHE TG - TEES I BR L -

5.3 HfnETHEMRRE L

Wit &F SR T e Er (AT AT ARRED 22 M =998 (P VOD YR ALY Lo B AR REREE B AL -
R %:4H REVATIO {#FHARFHRIE SRR A SR RES » SCTBsiE
TS L REVATIO ¢ 8 sildenafil B » {05 H ER At /K HENT 78 18 5875 B LA PVOD
YT REME:

RBES M T ABHEA REVATIO Hyd & ARy IR R AR Ek &
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I B LEHTR ABR 7T REVATIO 341

o fR¥T 6 HANEHLIESE - PREERAEMAILETEIPHEA
o HSISTIREN CERZEREIBREREIIRA

o ImEEAFT A(BP>170/110 mmHg) -

» IEFEHES bosentan JGBEHIFA -

5.4 Sy

TE4S 4 AR ERTR R (CTD )4 S A Eh ARk = i ER(PAH) {3 H REVATIO SAHEHTMA A

W BHMIEAETRE 13% o IR HEATEIAR S M (PPH)H A RIS, 88
(REVATIO 3% + Z2R{M] 2%) - 7T REVATIO ;&R & OMRAEE Z K IEHIBINIH A
o BT AR (O% - TR EE K IEHRBRA T ERE
2%) =

LA PR SOBE E M A B AR A IR AT REVATIO M2 R4 -

5.5 TR

T4 ARG — BRG(PDE-SYHIHIFI(ELIT sildenafigiTy |- 14 SEARERE - AR
BJHIR S MR E Sk A 15 AR T ZE(NAION)ER [ [T] PDE-5 HIFIBIZC ARESE Ml
DIHEREE IS RABAREA TR - NAION 2R N BER(EFE A AKAIRE Z - «
IEEEE A KB (BIF£ M0 ET ¢4 NAION FYBTEMRTIZ et BEMmET -
THEHEA —ERIREY SRR TR | ) - SFEYERIA SO Bt - HE
PR~ BB - EREIARRR SRR FRAS o RS RINSURL - NAION (Y
PRI AR D 50 BEAVBIER 10 A EE 2.5-11.8 6] -

—IEHREE M BI3T R E R (] PDE-5 HlikUBI-2 NAION BYS${E RN | STENE
F3 PDE-5 {ilssI(S (B4 2EHAR) 2 NAION 3 fE R (1F B Y8 2 Bl —-FRI%RT Rk
FR#GH A PDE-5 {0512 NAION BY3H{ERIE - &EREURATE Z NAION HYF%
LN RS (R AL By 2.15 0 95% SRR A 1.06, 4.34) - —TRRRDAINIA H S
TRUAEER - BRRREAL AR 2.27 (9S%IEFEIRRT A 0.99, 5.20) « NAION I9E AL
PR - B0 R ARARAR R - FTAE MOS0 NATON RIS & -

PAT SRR A LAY, R 14 T AR B o R R E2 M i 7T PDE-S HIDshIEra (o 7 e
NAION FHEAIBRM » B iR E PDE-S HHITRY{E 2L NAION IR R
(% [ETREME (6.2)] «

R ATEREH PDE-5 fIIHITI(H135 REVATIONHR » & —EANR s eeiRZe s 2k
BJ 0 TEXRIEAE - SEElt EB—IRTH NAION 8RR ASTimig iy NAION
TR - ELRGIEAE AR AT & AL F I B HRGRE (40 PDE-5 MBI A~ ROVEE «

i

34 REVATIO IRV (G MERAEIEE 2 5 AVIZ24: M RN SRR
VB A U B0 B () - YR ELL AR T
REVATIO H¥JEIEE -

5.6 BITREE

NN AIRGI R IUL A PDE-S {IHIRI(EE REVATIO RS EIRABIR
ISR » BT TR A S KR - TERLE I AR R T
BEYH T BEM D - F S AP TEHENI AR < SEBR SR
FI REVATIO ~ 75 A B T TR BT MR T+ SPHEINE - RENE
BN A -

P ATE(E A PDE-S flIHIT(R5% REVATIO)RAM] B —8 2 28R 55 a2k
TESZRNRLES -

5.7 EAE:Ath PDE-S {I&IMIGHAH

Sildenafil 7RLL VIAGRA® 75 7E iR |- 844 « REVATIO 2 VIAGRA B¢
fth, PDE-5 $NEIBIHF FEIZe- 2B Skt i RABTHIE - MES 50 TEFER A REVATIO
B9 A B IRED VIAGRA BEAl PDE-S &%) -

5.8 faREH R

REVATIO EH AN A R NS RITI0R A CNPR K h  FRRmanaase s -
Peyronie [\77) » BB TS5 LI RE PEAVRRANSRA Mkt EM - %
SRR - OMMNIFEA - B2 ERERAERA 4 /W - HATERIERE
RIS - AT R E R 6 /N DA EATRIEEE B RATLANGH » TTAEIEALES
HRIBENIR A PR B FNCAE S -

5.9 STIBYBAIMES SRR 2 W ARVl BRI A

FE—IHDASRTIAN & MIES (342 i BE(PH)IR A i Salrg/ B « BLIRER  FIYITRST
5438+ {1 REVATIO A5 A S A4 B8 B e & PAZE e inateranigisie =
ZRIBIIE A + REVATIO FIRERE IR e i 5 (RErImRBhAR =i dn BRI 2
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6.1 ERPREABRERER

AR BE T 2 IR KROIRG T ITHY BibAE— (e R IR E s
HIA BLIZ MELL 3R A5 E R A 53— (EBE LAY BR PR B 2 B AV EL 2R AR EL » IR BE
KZBRES IR b BIS SR o

REVATIOHR AR Z e RIER A 1 A1 1 2809 2 B IREERARR AR
—0—IRTE277 B HESZREVATIOA TG EIIR = MBS (WHO Group IR AT
BRI MAREL R MR R g B Bkt (14)] -

REVATIOEREALHFATE20 mp— R=RVEIER; + BF R BFEEVER 5
3% » FOZERIMAE—4% -

FERE— - NIERZREVATIOBIR (20 mg—R=R)EMLHA TR ERED
F53% + BFEREVATIOMEK A ELTEZZRIMIAER A H RINF RIEFIFEL - R R
[EH R - E S RREPE -

1. AB—Z PAHIRE AP B REYF REEFEREVATIOR A PEEAELER
BIEHWA T R - HAERevatiofflth 2 A 4>3% 84 REE)

ERIEBiB20 mg— R0 FEA REIES LRI - GIGHAL 18R -
AR ~ fRAEIEGE - RISEERIRE BT - TERER - BA s
ERFERIOEAR S -

THARE LM AT A REREVATIO 20 mg—R=RHFRE 1 4% » TTERMZEO% © 1E
FEEYREVATIOSZAIBIEZ1.9% » 22 RIHI20% ° HEREVATIO 20 mg— R =X
HYRERT o WALFTFERIREVATIOZAIRET » IRBIMATEHERER1.4% » L
HER) 4% S ELRIENRAR RIMERRE T SREERHEZ UG R-

TEREVATIO(BUZABIE20 mg— R =ZRFEE I E40 mg— R =K FHIEZEE80 my
— KR AR Hepoprostenol4VIELM + FEDHOTIAERS (1RO MBI
& B & A ZT ch GRER ) » REVATIO + epoprostenol4H o 7 i SRR AN
epoprostenol#H (>6%22 BBV R TETIRR2 [ 8RS 14)] -

2. BE T PAHB A BAYR B (%) FEREVATIO+ epoprostenolffl 1>
B ¥R epoprostenol il V6 % llY R B FE)

R % | REVATIO 20 mp—K=R " % | W4HER %
(n=70) (n=69)

R 1 9
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WwWlwlwiwlwlwlalaralvunaa|ln || | o

oloco|lo|lw|lala|lo|lw|—]|—~|& |-
Wlwlwlan|lw|lo|lsr]|w|an]|~

N SR

REVATIO + Epoprostenol Epoprostenol MéHZER
(n=134) (n=131)
it 57 34 23
7KHE" 25 13 14
MERR 16 2 14
PUBsIA SR 17 6 1
iisp=S 25 18
Tl 25 18
B3 9 2
~ T R K e
6.2 bR

fEsildenafil b & (FI S PAH B BIREDIRERRTEE & $43R T5IF REBM - ARV IELEH
TR E AN Z IREEE BB ERAT SIS Rt AR TSP i H S A SRR i
I E BB BRI (%

GIMEERF

Sildenafil =itk - YHBEEY - EMNPIETIREREREITRER - T5IRE
Lo ~ WS e B S RS P A BE A R RS < /CMILAEZE ~ (COBRIRRSE -
MR - IS S - WIS E(TIA) « S - it - gskiET
PSP i - EIRARSBUEIE2ENEARA LNERRET - By
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B R84 T RAfR RIS S g DB TR A sildenafil R R A ifE
THET R - IBA — R AN 4 IR GEHBE T IT AR S/ NS E R X -
AT IS L g A R T B S sildenafilAHRR » IR IMEIT R - W ATBEN L
5 LA T A FEERREAE TR -

FRERAGE
FRmE(E - ERMIR S

ARER
NAION/ 3 #0001 BB IE(5. 5) B A S EE279(17)]

7 YR EER

o]0 )
REVATIO & - U B RE M B L2 2 &) -

Ritonavir FHAM5RE CYP3A HIHIS
T REVATIO B ritonavir K2 Lfih38%% CYP3A HHIRNGE R/ £l A BErE =
(12.3)] -

oAt @y Re (i MR B

« BT

TELEYAT 4 R IERRS & » DL doxazosin J&HF + RTATRER B M REEARAE A (BPH)
75 AFHFARA sildenafil (25 mg « 50 mg ~ 100 mg) Bz o PEETH doxazosin (4 mg ¢ 8
mg) - TEIEREETIEEEA T  FARAR B RETSRBE 53 B HE— B TR 7/7 mmHy
9/5 mmHg ~ 8/4 mmHg © v7 22U G BREEET SRER 43 BT HE - - S I 6/6 mmHg
[1/4 mmHg ~ 4/5 mmHg * /D B% AR EHEEER LSRR - EiEix R
THE - (ARGH M -

Amlodipine
& (AR A RIHS AR A sildenafil 100 mg F0 amlodipine 5 mg 5% 10 mg » BAZRULARRE
W igit—H PR 8 mmHyg » AFIRMENEIGHE—FFE(E 7 mmHg -

Y58 U BRBEIE REVATIO & BHE TG » TERS RS (L] B BSER LB FIE
(5.2)] -

8 RIFRBREFEE A
8.1 %

R

3 RS O B BB - 1 BB ER DR A 9 %51 2 H IR BRI R A 4
SIS AR sildenafil B AHAERN « RESTFIGRERIGHAY
G5 HLIARRAARRAM: o SRECAFMATBIATE B s R B Re s (FRA
4] - {E sildenafil #ETTHIBI LT BSREESRET » B OBIRERBRIIRT 32
501 65 H P —R =K 20 mg Z ASFEREAMIB(RHD)AF » R RMRAR-AA 5B
IMLRIEE [2E R -

R IR A AL RAPAA TR AE (17 SRRV RS 0B R - FRH RS H AR
HA PG © AT A RASSRATE RENE o FEFRE AT - BRR AR
ZofE A UL A AR A A BT SRS T (5 53 Bl By 2-4% Fz 15-20% -

ERpRS 2

*#/éﬁmﬁﬂiﬁbﬁﬁﬁkﬁﬁﬂh/uﬁﬁﬂ% I~ R RHRANAR RSB I
wort

B E AR PR AR BB S 1-1% 1 sildenafil 200 my/kg/RIMFHIE » SR ELEL
WM ~ PERSTRIESAG SATIEATREE < 3% my/m’ SHEL - AU BT R E Y A SRR
B (-~ R=R 20 mg) (32 f5F0 65 % - ILAREMFELMEETRERT » K
5[HET BLEZMEATEIER Ky 30 me/kg/ R (FE me/m® 5H5 - AEF ASRERME 495
&)

8.2 WA

R

B ARG EHTR 1 AR AJRIL A PATAE sildenafil RHITHEA
i - FRA sildenafil $HHPLH P82 SAAVRSEE AN R IE S + HEBRARY sildenafil
BERILELIEN - M ILEIFRI A IREER N [ IR HERR TR LR
REVATIO ${88 5ARYE\E: -

8.4 SRREMA
Revatio FA%EM |8 BRLL T SAEE0TEIESE -



8.5 BEAMEH

REVATIOMER K ERE SM65H A 2B ABA IS - MEFE MM IE
B R BAEIRNZ S E R R » F RS (RS PR ARG £ BRI I B AR /=5 1 BE
AZ  FRSHRERLAZER - —iRf S BINEEARERIIME - 1)
fE - OBZHEERUR - STHENES I M EEAEERHN  WIEZ B EBHERIE/ 2
BEIREETEE(12.3)] -

8.6 FFTHEER2HIRA
S S P AT ORE R RTINS - BB TR AR & el R QIR S B
£012.3)]

8.7 HIHRERERHREA
{EERET R (OB EE T2 - IBEETEFRIR<30 mL/min) [ZERREEE
(12.3)] »

10 FEEER
FER IR 800 mg IGMEMIEISEETES « T R TESUSHIEIALL - B8
AERHEAD -

EHBEA S - RIKTRRIMIURAEGYSIRRA - P sildenafil SAFE &S
TR EACRFPR PHER - BB AR -

11 ik

REVATIO (95 —B585-5 (PDE-5){IHIBIE sildenafil (9 IRMETE  —FRRREEHE
B8 &1 (cGMP)RT E14: 55 7 BU % — BERG(PDE-5)HYEEIZ ML - Sildenafil 7
# L th 7L VIAGRA® Ry A A HA A SItE T AE BRI A & -

Sildenafil citrate #Y{LE244 5y 1-[[3-(6,7-dihydro-1-methyl-7-0x0-3-propyl-1 H-
pyrazolo[4,3-d]pyrimidin-5-yl)-4-ethoxyphenyl]sulfonyl]-4-methylpiperazine
citrate - 50T ¢

2 CH,
CH;CH,0  HN
LN

HyCH,CH,

ol ~N /ﬁ coz”
HoOC OH

“CH, QH

Sildenafil citrate J |5 (A 2K (1 45 S0 K » ZKIAMRRE 3.5 mg/mL » 90 F 8 666.7 «

REVATIO (sildenafi)§i#] : REVATIO Y RBIZLE H EEMIEKEE - §aT
i sildenafil citrate $IE 7 20 mg A9 sildenafil - & T A3 4T sildenafil citrate 22
4h 0 FHBEEFEUTIESEMRSY - MBMHER - MoK M E5(dibasic) ~ A2k
ELAf e Ak 28R (croscarmellose sodium) ~ THASEESS - RPN B4 ZE (hypromellose)
ZEAbSK ~ BKILME - = 2B HEEs(iacetin, glyceryl triacetate) «

12 ERpREEHE

12.1 fEFREI

Sildenafil EHRERME 248 F/ENLA cGMP 4551455 T ZURE RS — Bala(PDE-5)HI4]
#i7% » PDE-5 {EMLE T cGMP 53R » RIIL sildenalil &8 0 & 5 & ANANAE
Y cGMP » (EELEZSH - FERGEIIRES AR A » 12 0T SE SR M PR R R TEEE
EATSR » (BRI CLEE -

RBSMAZERES » sildenafil #f PDE-5 F5EEM: - ¥t PDE-5 RfERELHILAE &0
FyR S — MRSV IE FAES8( PDEG Yy 10 {% - PDEL #Y 80 {§ L4 £ - PDE2 - PDE3 -
PDE4 - PDE7 ~ PDES - PDE9 - PDEI0 - PDE11 #J 700 f5LL L) - ¥f PDE-5 [yt

R4 K42 PDE3 [19 4000 {55 » iE—BAREEE - [N/ PDE3 B BRUHE 1

A - Sildenafil ¥f PDE-5 (#1814 RtL PDEG 38 10 5 » (R ERTFENIRAMBAY
—HEREE » PRGN - AR RIT BRI R R S T B B
AR R T AR R E iR 2l A B (12.2)] -

R T DS B FIRR T EANAY 2 41 » PDE-S i (ER ML » EHRInEHipg
BRIV - FERS SNSRI R B — & (L M sRiim/ MESE AN » AR
SR AR BRIR IS B BT ARET R DT BEREHT sildenafil HIHIELL40

45119 PDE-5 (4%



12.2 HEges

REVATIO S8 ISR EAIRE

TE R I B SR W s S afaysSa T - RA L RME L - 2818
REVATIO BIRAVH A THIREEIREE(mPAP) » PR B E R SRR R AT AT
(14) Z 3085 1] - REVATIO 20 mg — K =FCAIF4H L2 RIBI4R B B i gl 1 2 2
BAABHETRY I % 3 « IELE(EFREL 6 Syt (TREMEC 2 FIRIRR (5o DT -

2R3. Sildenafil 20 mg—X =ZCARHRA B RIMIERT S 128 i WB BB 2
SRAYLIEH{E(95% CI))

g sy Revatio 20 mg—R =
(N=65)* (N=65)*
mPAP (mmHg) 0.6 (0.8, 2.0) 2.1 (-4.3, 0.0)
PVR (dyn * s/em?) 49 (-54, 153) -122 (<217, -27)
SVR (dyn * s/em") -78 (-197, 41) -167 (-307, -26)
RAP (mmHg) 0.3 (-0.9, 1.5) -0.8 (-1.9,0.3)
CO (L/min) -0.1 (-0.4,0.2) 0.4(0.1,0.7)
HR (beats/min) -1.3 (-4.1, 1.4) -3.7(-5.9,-1.4)

mPAP=THRIFHARER : PVR=RliiETAF7 : SVR=2EinE A7 : RAP=4i.0FHE ¢ CO=
LA - HR= s
* AR S TR 2 BHI ABRIRME NS A TR -

5T B (SR (TS & 1YY sildenafil 1 mg ~ 5 mg ~ 20 mg » 7[RI 2 ¥ RS 7
FEIFWHITE =R -

REVATIO $iin BERYR &8

R E R TR sildenafil 100 mg B —TI1% » FAZSDBE F (KSR /AT SRR
(19T AIRIR £ 8/SmmHg) « FRHE(S | ~2 /N (BRI IR0 - FREE(L 8 /)
PRI 22 R IALL AT R 25 meg 50 mgs B¢ 100 myg ¥ sildenafil i EAIRZEHAE(D
DA A BT BT+ LA 1 P B B P T T TE R AR B
EMEERYII A, o SRR A/ 2R )] -

fREFEMTE R RS 100 mg (IFR—KIE% - CAERARKEZENLERE
(E - At @A e M BR A RHAMRA 80 mg —RK=KZ 1% R UIBHABRKERAL
EEZL -

(R E R E RN sildenafil 80 mg —R=WZ 1% » SHARMIEL - ARSI ARIE
BARAZSRY SRIBAY R A IR 2 2 9.0 mmHg F1 8.4 mmHg -

11

SR E M AR sildenafil 80 mg —R = 1% - BERGIHEE - BAZBULYE
JBR BEEA L2 AT SREBAI TR A SRR 43 I 9.4 mmHg 40 9.1 mmHg -

Rl B, (L BA RS A S 1R AT sildenafil 80 mg - R =27 1% Uk BREIAT 55 BRI (i
BORE R IS TE R/ HUR 2 mmHg -

REVATIO $0R IR

JIR 100 mg #1200 mg B —F&1%  FHEE 7RIz (Famsworth- Munsell Color
100-hue test){E AR5 BT 75 B ALIBR ML TRE/ARER N BERE - SRR B AT T REE ]
FEl B A BTG [ - SEFEPR S2E % PDEG BIHIHIEA —EL - PDE6 SHI1R4H
BRI (R A - TR 200 mg BYTSIE NSRS TR INAR - U REVATIO ¥
7 - ERERFOIEFL A/ MEESE -

12.3 BB R AR

RS

REVATIO DR (TG » 5814 B TTISEL 41% (25%-63%) - LEZERRRAE T
IIBRASEE | BRETTH 30 5 120 £ H(T| I8 60 43 $H)PIEE] - & REVATIO
SRS AR B AR + RASCHTIUR » T TATHEE 60 534 » o TAT T 29% «
Sildenafil ) TA9RTEIRAE 5 (FARTA(Vs) B 105 AAFF + FR T B SIAHANA. -
Sildenafil J 2 ETEIRHRN N-25 AL IZEVILTR OS%EAMINE A4S « BE
B4 £ TR T S -

FUEERBE

Sitdenafil T F4K AT REAI U AR EITHEGAIAE R CYP3A (E TR %
P450 2C9(CYP 2C9 » RIZRE)ERR - TEMEIRABHAEY)Z sildenafil 1Y N-FHIE
E&Y) BB e - N-E P A E L RS — BaRsr R
sildenafil #H{LL « FERESD « ¥ PDE-S (I{EHI R ALV sildenafil 119 50% o 71 (&
FEMIHEET « EEAHEYN MILELTALIR sildenafil #] 40% » BRI sildenafil
TIEERE E 4T 20%208 B A RAE (R A - (DA EIIRE R m A » A EE el
sildenafil AYEL{EE « Sildenafil k& HIEMACHEENIRAL A TRHAST L 4 /NEF -

CRIAFARESEES » sildenafil TEUAMEYIDAEEEILERORKIE
17 80%) - /NERSTAEPRIRIEE (I B D ARKIRY 13%) -

iR ik
TEARFEEBHEMEI AN A GFS ~ PR ~ TNRANRT B THAEE AR AT A DA B 7 A9
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sildenafil BEEIERINERT - STHE(T RSB BT EIT N L B R S\ IR}
S\ B SERFRF DDA DA FTBR S 2 - SAEP) T B AR MBS A sildenafil (9
HERNBTEYSS AR RS -

At B D o BRSPS A\ B9 A AR A2 AR SR I L PR FEE EL R BT 1 BRI 17 20%~50% > Con
B IR EREERY 2 % - EREERET - JRREYEEEEL - MBIk s
I sildenafil 897 IR RERIEE B/3 O AR A A v FE SR EEIRES -

ZEA

TEREER(VEEE (65 B » sildenafil 1EERFME(C » {15 sildenafil B3
SE M Nak T (A EE AV I 5% AP 53 B A EL R R AR B RS (18~ 45 )=
84% K 107% o BN MUAREE A4S SH R R  BHENTHRECRESEHY) sildenafil
R ELE M N-ZE B HEYINY AUC 20100 45% K 57% -

ETEET 2

EHREAE(CLer=50~ 80 mL/min)§ddh fF(CLcr=30~49 mL/min)&BIhEER 21y £ KE
% ORE—THE (S0 me)WEETHEGAIE « LA EAL(CLer {EFY 30 mL/min)
BFIhBE T 289 EFEE ¢« sildenafil FUERRIIEIE » 15 AUC Al Coa FHE » 4YREE
HAERC LM AL 2 R 2 45 - AN FEEE ISR 2B RE L)
HETE A Z AL  N-2 R EACHZEYGT AUC 1 Crax 53 IS8 0 200%F0 79%-

fEzheET =

TEA IS B RERFLE (LY B (Child-Pugh A 448 B 4) sildenafil FY/EERRIE(E
SAEEESANAC B ARRFINEET 219 EFEEFHEL » AUC FI Crux 23 HIFHE 84%40 47%
KB ERERFIOAET 26994 A(Child-Pugh C 4RHEFTEHIE -

By OIS

BuyNEE

Sildenafil F 4R 4R E 3R P450 (19[E] 53 48 CYP3A (EFiR{R)F1 CYP2CHR
LR - EILL - B EITHERATINEIRI & R/ sildenafil A5k » THELLE]D)
BRATER 2 B € sildenafil 195 -

Sildenafil E4UATEZE P450 [EIBIEG 1A2 « 2C9 « 2C19 ~ 2D6 ~ 2EI F1 3A (IC50>150
HM)RISFHHIR o

— R SR A EPRAEIMARE Ty sildenafil @BHII CYP B R HATAHINIHE)
SRR -

Talivii
HAth 2B sildenafil Z BEBHERINEZE R sildenafil $HANEEY) 2 SRR BN E L)
HIA0ME | #E 2 FR

W 1. HAEEMS Sildenalil Z SEBHERAIRIE

Interacting Drug Fuld Change and 90% CI Recommendation
Atorvastatin Auc ". No dose adjustment
Cmax (L4
Azithromycin* Auc 5 2l
G H—e—1 No dose adjustment
Bosentan AVC 2 gl
P —o—i No dose adjustment
Cimetidine* AUC o
cmax —e— No dose adjustment
Erythromycin® AUC -8
Cmax ——i No dose adjustment
Maalox® Auc i1 2
Cmax [ No dose adjustment
m
Oral Contraceptives' AUC he No dose adjustment
Ritenavir* AUC He-  coadministration not
Cmax - recommended
Saguinayie e No dose adjustment

Cmax

| I I T [ |
02 04 07 15 25 4 7 13
Change relative to Sildenalll alone
vertical solld line atx = 1
* 959, Cl; * AUC accumulation ratio from Day 1 to Day 7 relative to sildenafil alone

i 2. Sildenafil B H A #EWIAIB G



interacting Drug Fold Change and 90% ClI Recommendatlon

Acenacoumaral INR AUC el No dose adjustment
INR Cmax L4
Aspirin* BT —re— No dose adjustment
Atorvastatin AuC 2 &l No dose adjustment
Cmax —e—
Bosentan AuC —— No dose adjustment
Cmax p——A
Doxazosin1 AuC (.l No dose adjustment
¢max H~
DoxazosIn2 AUC 2 g No dose adjustment
Ccmax -+
DoxazosIn3 Auc m No dose adjustment
Cmax
Ethinyloestradiol AUC —o—i No dose adjustment
Cmax ——
Levonorgestrel Auc 2l No dose adjustment
Cmax —o-H.
Phenpiocoumon INR AUC " No dose adjustment
INR Cmax "
Ritonavir* Auc o Coadministration
Cmax ——i not recommendad®
Saquinavii* AuC No dose adjustment
Cmax
Tolbutamide Auc No dose adjustment
Cmax
I

[ T T T T 1
05 075 1 125 15 175 2

Change relative to interacting drug alone
vertical solid line atx = 1
Doxazosin1, 25 mg; 2, 50 mg; and 3, 100 mg sildenafll; * 5% CI, *' BT = bleedIng time
“*'based on the effect of rilonavir on slidenalil PK

CYP3A AUHIEEEBRTE

FHH TR IR A BRI BTHE TR SR AT IR » sildenafi] SRR/ ch g
CYP3A HIIHITH BEHNE + sildenafil W ERRFRETRIRLT 30% - B2PFEMTHRIBEHNE »
sildenafil (M REREIRCL) 34% - SROFFFTLEAS - sildenafil 80 mg - ~R=KINF
FERIE 20 mg —RIAY 5 % - E{MRERE A T W CYP3A {IHIEIDHHER
1" ketoconazole + itraconazole * ritonavir FESATHNEIT DL G5 EE AT H
(1B IR R0 sildenafil REBE -

CYP3A4 EEEP (77F Bosentan)
BRGEARYT CYPIA BREEG (18 T TRIAS 22 sildenafil Ay o S8 AAREFEAE -

ST GRS ERE A BRI A REF SRS 53 < - JEERFE CYP3A BB
FANG - sildenafil Y EIREGLIE I K -

Epoprostenol

[EIRE B epoprostenol S 1E sildenafil (80 mg —K = ZR)IM) 4= AT FSRIEK 28% »
SEYIRRE R AR AT ATRR (1K 22% - I AT epoprostenol FETFH » sildenafil Z&5E &%
PRCRE Y 0 SRR PR EE M - Sildenafil ¥ epoprostenol BEBHERIRZ BN -

15

Sildenafil T~ &HI4R A CYP2CY {1 tolbutamide (250 mg)ak, warfarin (40 mg)EE
TN A M -

JERE
B (R R B A SR R T AT R By 0.08%I1F » sildenafil (50 mg)A~ & 5,
FERIMBEER o

13 JEEEpRE RS

13.1 Bt - Zoellt: - £ HRE

HARRILH sildenafil 60 my/kg BT/ RAVEIR R 24 (B - RAZUEN: - HEIR
TR MR 4K R AR AV EE sildenafil e L F RAGHAEYII £ FHERHEE(AUO)
53 BE ASRRR A A SR S £ (RHD) 20 mg —R =RRFEEHY 33 (5137 5 - ¥
TEPEFOME /)N B 53 BT B sitdenafil 21 (16 I FD 18 (Bl - (ERIMIE BT 2
B 10 mg/kg BBEE/RHE mg/m® 5H5 - UETIEAHER RHD) - RABEM: -

Sildenafil 5 T RIS Fbats : 4NEIS0PELR RO SATAENTAI N SRR A
B+ OB T AR A RS BB -

PRI A R B 2 sildenafi] 60 me/kg RS EE/RAVEIE » SRELE 1152
18 o ST HEERIMENE A BRI AR B sildenafil R E FRIRGH A B4
HBBAUC)D I AIBHRA RHD 20 mg — R =B R 19 ZF138 {5 -

14 EEFRSER
P BhRT s i BERR A% A BT ZE

HEG—(REVATIO B8 —K (20 mg ~ 40 mg ~ 80 mg —K=3K)

TR - RS - BRI REVATIO SKEAGRIA—)TE 277 # MBI A
FAPAH » TE 2 R {F R EGREE T A BRI B T SRS 25 mmHpg » Ao
T HLBA [pulmonary capillary wedge pressure KRS |5 mmHg)Pi#EFT « fFEATEZ B
SRR WHOWIEE A B4 « BRI SOR R HURIA - digoxin -
§5HET-E R T - FRBIERE « A (E R RTFIRIR A (prostacyclin)ff{biy) -
A K7 % (endothelin) 52 A8 1707 Bz 7E % & (arginine) » 3 bosentan JAHENERZ TEAY
HAB IR © RS LB LSRN 45% B/ L E SR 38
(shortening fraction){XFA 0.2 TR A HETTIHIT ©

7 A BRI T2 22 B (n=70)8, REVATIO 20 mg (n=69)~40 mg (n=67)~80 mg (n=71)
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—RZICERE 12 - PISOBEEE RS M BIIRS L E(PPH)(63%) « DU R4S,
BT I B S MEEG0%) « FATE R T 5 Ie TN L < BB
HBERE A (7%) « FLop 25% 1 » 75%rt + ISR 49 BRCHIR  18~81 50) -
H4 6 S EH T IRIEHETE 100 22 RHE 450 23R 2 (T 343 AR) -

FEFERISERES 12 BIRMAEE—XBIELRZED 4 /NRRY 6 535525 1T HERER
FEARAY7ERE - AT RY REVATIO BISGHRAE - A R IR T S (TR 4T
HINT 45~50 AR - EREMIIERRAZERFIFY R  H& REVATIO RIE
AR ZERIE 3) - BRAHIERE 20 mg —R=TLHHIMIERHBES
SATHEMENEEIEIEHE 4 B2 R BRYIET - FU5E 8 HA055 12 BaRFy -

H 3. S48 53R 12 HR 6 SEPTRERANREGNBLAR)
TS OS5 % EFER)

BN aE i et
> Sigtuee

—— Ker: e—o—o Plagabo B0~ Silsnatll 2y TD
4—+—¢ S)idenafl 40mg TID *—t—% Siidenall 80mg TID

4 BRI — PSS 12 18 6 S TS NG BILFTIE TR
BEROROMT + ADIERG (TIEHE « 7 ~ OAESVE - 7 - SR RIS RS
BFFIHA -

B 4. BBR—PRPRAREEATE 12 BERIMRLIE 6 2@ TTRER AR I A aRA e
{LAR) - FEEOS HSHEER)

Placobo  Sidatail # Slidenatll 20 mg TID
e n=
'
'
<325 23 73 [ —e—
Haselina walk |
distance, m 2325 43 a4 L
|
\diopathic PAH 39 3 : P—e—
Asllology PAH-CTD 21 20 : F———
PAH-surgical rapalr [ 4 : s
.................................................. S
V
PH criteria for Class il a o] ' o
funcllonel capacily i
and therapeulic Class IV 35 4 | —
class i
— Py
'
Mais i 19 ' | +— {
Gender 1
Female 54 18 | e
|
.................................................. b
<Medinn (48) 3 a1 4 ——
Age, yoars :
>Median (48) 45 29 . —e—
e PR S S
|
<Median (52) o 3 )y ——
Msan PAP, mmHg ]
2Medlan (52) a7 38 i —e—
|
e TET R
D ————
PVRL <Medlan {1848} 22 23 y
dynereoc/omm®  yataniag (1ean) a2 % ! ———
1 L] T T ¥ 1 L] L 1

-20 ] 20 40 60 80 100 120 140
Placebo-correcled Change in 8-Minule Walk Distance (im)

[H$EE : PAH = BfiBhHR S MME : CTD =547 4040527 « PH » BBUART MME : PAP = RfiB)AREA : PVRI
= [ififn & FE D45 : TID=—RKZ=3

277 ZIERIEFTRA PR 259 NEARMEHIIEWIIR - —H485RI0F » 94%
B AAEAEEE « 14 » ARF REVATIO 9% ARV TIERERISHAE A BTA SRR RS
TE - RIRE AR - PR RS Lo -

5tES — (REVATIO {3 epoprostenol)

—IERE - S - SR IR ER GRER )T 267 A ZIRERIR L epoprostenol
AR S A BRI 5 B A AT - R ATEREAR 4R Al 21 RINEEFRAG
E I T HE AR (mPAP) MR A E R 25 mmHg » Alifffn EHZEE(PCWP)
{EHAZRER 15 mmHg @ 248 6 D HPTHERRERE AN EER 100 AR H/AVAEL
A 450 AR (CEIME 349) « HHR A REE D I e RIBIAHER REVATIO 4H(fE 20 mg
Bilth - EEFARZE 40 mg » #1% 80 mg » —R=K)  AFTAR AT RREZATIR
JE5t epoprostenol AT ©




TERCERF » 7 ATNE AR M AR ENNIR S I BE(80%) 3% CTD 4359 Sk i BR
(20%) : WHO ThEESPHI—4R(1%) ~ ZER(26%) « =8R(67%)BRIUAR(6%) : F. 7Y
FEHE 48 BT 0 80%ELHE  TI%EQEA -

REVATIO 4843 16 3 6 773551 TREBEAR B SRS E R IN(E BRI TERE
FBHERLL RIS K - 3 16 IR ER A AP 98 L BRI ER S (HHERS)

REVATIO 4152 30 4K » 2RRIAHR 4 AN RRIDIRAERERE 26 AR (5%
Cl 1 10.8, 41.2) (p=0.0009) -

B MR LR - IR REVATIO (1995 A mPAP (P& (KA Sis T Bt - e
TR BB GRS R I IT{E-3.9 mmHg A S7FEF REVATIO (95% Cl @ 5.7,
-2.1) (p=0.00003) -

PAH BIER ST (LA R TE 3 2 (M 40 22 55— A BRERIR B LB GE T ~ Mg
fli ~ BrIgA bosentan JAHEF « SUERPRAR S ERE LS epoprostenol JEFEFIINFRT -
B P EERE (EB AR AABAR AR 4 - Kaplan-Meier (5T 8258 HR
TR i (stratified log-rank test)3EHAZZRIFIL 7% A SR BE PR G BB (HI AT REMELL
REVATIO &4 A% 3 [ - il B REVATIO 47475 A B2z RImI4f4HEL » BRPR (R
NABHLIE (p=0.0074) - FRPREALIFRTHT Kaplan-Meier BRI 5 AR -

& 4. AR PHERIREEES

TR REVATIO
(N=131) (N=134)
AEXEERBCEHIZRHEA 23 8
il
HREH | ASE | EREE | FiESG
JET ' n 3 4 0
Afif%tH » n 1 1
A PAH (Ef5% ' n 9 Il
RS FRHA S 5 (L a2
W& Epoprostenol B|& » n 9 16 0 2
BRYE{TH Bosentan » n 1 1 0
B E 0.187 0.062
95% {EPHERM (0.12 - 0.26) (0.02 - 0.10)

¥ 5. FBR—rh PAH ERPRE{LBRMGRIRIRY Kaplan-Meier B(BIRREAL)

1ing Event

Percenlage Wilhout a Chmzally Worse:

— Mmooty T Siltarutin I
v v =ty

. i —_———
L] " 28 42 56 10 Dy 90 e

Day from Rundumizalion

SR FAZERTRIE AL + ARA REVATIO Z 2:#3# 89 PAH WHO ZHEEST 4RI BT
2 - }%Z REVATIO JAFR1IH AP (36%) » H PAH (YGHET LR E(NYHA)THAE
YN E T A o BIATEEAL(4%)ERI L -

U =(REVATIO fJ[| A, bosentan 7 —$HRTf: /7:4 45 §2E)

- -TEREMEOTIR -~ B~ RIBIEE MRS 0 77 103 BE/DIER 3 {8 5 bosentan
Rk A B e R A BT - ARENART) IBRRYR A, - ELRE IR S M B L
B+ ER4E S A AR RS A RR AR BHAR & U o 75 A BB 53 BUHESZ ZRTRIEX sildenafil
(20 mg —R=Z)HH] bosentan (62.5~ 125 mg —RKIR)AMR « T TREAGENE
512 3/ 6 S SEE T TROER B AN 22 IE  SE SREET sildenafil 20 mg fEH] bosentan
HEE R bosentan JAFE » 6 Sy HESTIOHEAELARIN 2 R 19 2 L I MR 52 -

16 B4/ HETFIRGEER

=k
PVC/iEamEE - BR 15 -

-2
IR 25°C (77°F) » QB IR BRTEEFRY 15°C-30°C (S9F-86°F) «

17 IFA RSB

o EFRA R EASRRIER - AR LS REVATIO
BEH -
o A0 A Sildenafil FRLL VIAGRAYZ BinR1E T L #H1E - AZCAHRIMS)
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MEDIAEREE - IRFRIETHE R REVATIO H95% AR TIIRFI VIAGRA SEA
PDE-5 117 -

o RN ATERF REVATIO SR » Hi—BRIREUIRZE ARG F) » TETIAMRE
B - BESE AR DN MR R A T (NAION) Y B G2 -

o BRI AFE(CA REVATIO SRS » A5—T8J)28 AT EREL: - NEXT RRARY -
EESATREN A HIR AR -

IR © Fareva Amboise

MEhE © Zone Industrielle, 29 Route des Industries. 37530 Pocé-sur-Cisse, France
BNy TEECREERL (Y TR A E]

Hbik - BALTIERE SRS S EE 7 5% 27 4%

M4+ USPI201802-4
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