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Ritonavir BELIZ43% CYP3A 51
FEEHE REVATIO & ritonavir B EA78%% CYP3A MGG B EEF L
(12.3)] +

AR R 2R

a FEETH

EEYRE KIEFE » L doxazosin J&1% » RISTREAY B MHEEIAEA(BPH)
WA REFRA sildenafil (25 mg ~ 50 mg ~ 100 mg) . o BB doxazosin (4 mg &% 8
mg) - FEEEVITEHE P - AR ERET SRES A R FIgi e —b FEME 7/7 mmbg -
9/5 mmHg - 8/4 mmHg | TS EREREEATSRER S RIS —HT4E 6/6 mmHg -
11/4 mmHg ~ 4/5 mmHg < /PEHE AN RS SRR IEZSMEEIE - i
HE BESEEH -

Amlodipine
S EEFT A RIS AR A sildenafil 100 mg 1 amlodipine S mg 5% 10 mg » BAZEURSEES
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D E R EFEEN S SRR S OB 24%E 15-20% -
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e

G
TR BRI MR ZRI A B B 5 IR 5 sildenafil 200 mg/kg/ROVEIER - SRAR
Bl - PRRREENE RIS RIS - R mym? S5 HBIES B ER RS
HE (—K=R 20 mg) 1932 {571 65 % - EXBREMNERNEETERT » R
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12.2 EEEE

REVATIO B2 AR E R

TEREAREPERABAE RemRET - RASREEEEL - 288
REVATIO EIZAME AR (mPAP) MR R St R s n A S/ ascsis
(14) Z2H5% 1] - REVATIO 20 mg —R=JUE A ELe IR eI A e d 752 2
HEVENZERTINGR 3 - BRI 6 et TIERRE 2 MMRAfRR -

3. Sildenafil 20 mg—RK =Z0E RIS RMNAE 6938 1 23w By SR R AR
SH{LFESEGS% CD)]

e e Revatio 20 mg—K =2
(N=65)* (N=65)*
mPAP (mmHg) 0.6 (-0.8, 2.0) 2.1 (4.3, 0.0)
PVR (dyn - s/fem®) 49 (-54, 153) -122 (217,-27)
SVR (dyn * s/cm®) -78 (-197, 41) -167 (-307, -26)
RAP (mmHg) 0.3 (-0.9, 1.5) -0.8(-1.9,03)
€O (L/min) -0.1 (-0.4, 0.2) 0.4 (0.1,0.7)

HR (beats/min) -13(4, 14) 3.7 (-5.9,-1.4)

mPAP=TEBITHRE : PVR=FHMETES] : SVR=£BIEHES : RAP=HELEE : CO=
EEER - HR=(aHEEE
* SHEERAN SIS BATE AR YT AR -

B—IESEREL AR sildenafil | mg ~ 5 mg ~ 20 mg + SR EH SN RS H

REVATIO Sfifnpefisss

TREEEYERE O sildenafil 100 mg BE—EIiE1% » BASIIE FIR(ERE/ATREE
Wi AR A 8/5mmHg) « FREEM: | ~2 /NI EE FREfRERss » fREE% 8 /1
FEE I B 7 B FAN S22 71 - 25 mg~50 mg EX 100 mg &Y sildenafil $f i EBaTE e85 -
H AR B AR - A SR R AU YIS AR - AE RIS IR PR
BRI A - B EREA(ZEEM -

fRERIE BRE DR EE 100 mg (YE—HIRH - GEHRERRESENLEES
1k - PR MEBR A RAARRA 80 mg —R=RT# - S ALBERREENG
EFZEL -

LRI I R AR sildenafil 80 mg —R=X 2% - FIELAHLE - BASSIREE
AT A PR B 9.0 mmHg 70 8.4 mmHg -

11

SO ESMEER IR sildenalil 80 mg —R=40r #% » SEIELEEL » BASRIRSE
BAEREAZAFREA IR K YR BIHE 9.4 mmHg F1 9.1 mmHg -

BTG 25 00 B A BB FE sildenafil 80 mg —R =2 % UK EREISTIEEAIE (&
BRI EFUE TR By - EhE 2 mmHg -

REVATIO $5 8008

OOff 100 mg 1200 mg E—HKITf% » FPE73E (Farsworth- Munsell Calor
100-hue test) (ERAIZ G T S AARAENTEE AR B (RO a0 - IR B AT IR ]
BT R S RS ] - IETER 2 BISf PDE6 HOiNEIEM—% - PDE6 £:E21548
FEPETEEEA - e 2 200 mg BRIE TG R ThEE » Bisx REVATIO %
A ~ IREEHIEFL A S -

123 HEERAH

B SRS i

REVATIO IR {& TR - 425 4HT] TIHE4T 41% (25%-63%) = TEERTREET
OIRRAGEE s (0 FRBETT A 30 2 120 3 8(cPAirdh 60 - FOPIEEE] - & REVATIO
AR B OHREF  IRUCESERIR » Tro THIHEE 60 5357 » Coax THI T 29% -
Sildenafi! FPEHEREMRZE HHERI(Ve) S 105 AF - TTREFSHHEIHS -
Sildenafil REFTHRERNY N-2& TEEHEDLTS 96%HMIHELEES - B
WSSO RERE -

R

Sildenafil EZEEHFTRATGURI R EIHES A B3 CYPIA (FERE RdinaE
P450 2C9(CYP 2C9 » REEARF)FIE - TEBEALEDR sildenafil 8 N-EBE
1EE4 » HEGHE—PRE - N-EPE A S — Easayate e
sildenafil 3 {Ll - FEAGS » =¥ PDE-S 91 FITRAEEALOR sildenalil Y] 50% » FE{
FHIEES - BRI ENRIMETREALIR sildenafil #9 40% » FEJH; sildenafil
NESRIEALYE 20%2RE R AR ESY - (EMEMRE MESR A - Sy s
sildenafil BIEL{ETGE < Sildenafil B HEH A S LTI 4 /NS -

CIREAPAREGEES - sildenafil TR BV R ERETELG R TR
7 80%) » /NER S PR IRHE (S92 D IRBIRAY 13%) -

BREFEEENSE
TR SRR ER B A A SRR ~ M ~ RERRRUAT B oh A R B AR s M s A7
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Interacting Drug Fold Change and 90% CI Recommendation

Acenacoumarel INR AUC " » : " iNo dose adjustment
INR €max | Sase
Asplrin* BT No dose adjustment
Atorvastatin AuC _.No dose adjustment
Cmax |_ P el R
Bosentan AUC No dose adjustment
Tmax 5
Doxazosini Aluc . No dose adjustment
Cmax |
Doxazosin2 AUC No dose adjustment
Cmax | ¥
Doxazosind AUc Ne dose adqjustment
Cmax s
Ethinyloestradiol Auc Mo dose adjustment
Cmax | S
Levonorgestrel Auc " No dose adjustment
Cmax |, . 45
Phenprecouman INR AUC No dose adjustment
INR Cmax o
Ritonavlr Auc : Coadminlstration
Cmax | __ = eeme .o o NOTFECOmMMEndedist
Saquinavir Auc No dose adjustment
Cmax o e
Telbutamlde Auc ! No dose adjustment
Cmax B

_., s—.... —.1 ‘w _ : .‘_ _
05 075 1 125 15 175 2

Changea relative to interacting drug alone
vertical solid line atx =1
Doxazosini, 26 mg; 2, 50 mg; and 3, 100 mg sildenafil; * 95% CI; ** BT = bleeding time
***based en the ellect of titenavir an sildenalil PK

CYP34 AIEIFEZBIHEY

STEEERE GRS A ST AT TINIRAEE B 4REET » sildenafil B/ RE
CYP3A HIRIEIGFRING - sildenafil HEBRIRETAELT 30% - LAPTEETEIGHERY -
sildenafil (TF5EREE G HE{E4Y 34% - SREFFIEEMIRT - sildenafil 80 mg —R=RIIE
TRZ 20 mg —R=RET 5 4% EEREMRES T 7EEE CYPIA SIRIBIGHTGR
T ketoconazole - itraconazole - ritonavir SESERHNAIRI SN IR B EEZZ T
{E R I IR T FIHE R 8T sildenafil TR -

CYP3A4 55 (375 Bosentan)
EREEANY CYPIA FEEIB S HHE T T GriNEK sildenafil #9153 EREIBERAMEIE -

SRR A SR Pl TR R SO B TG » BEEERE CYP3A SRNIE6;
PN - sildenafil BERMESHE 3 £ -

Lpoprostenol

[FlHF{%5E epoprostenol B sildenafil (80 mg —IR =301 4= o] FI==[E4E 28% -
SRR EARREREEAIRE(E 22% - B epoprostenol FE1EH - sildenafil RHRE
T DAFEREPRATEIENME - Sildenafil #f epoprostenol EEEHEHTESEIREE -

15

Sildenafil ~ErE2AF R CYP2CY {3179 tolbutamide (250 mg)E¥, warfarin (40 mg)EE
SRR EER -

B
(AR B RS B9 R i S B R B 0.08%8% » sildenafil (50 me) R @H¥asy
IR EEEF -

13 FERREER

13.1 Btk - Bzttt - £ FhEE

HR BRI sildenafil 60 mg/kp BB/ RATEIFERE 24 @A - REESM: - ZBIE
TEREMETIIE R SRR AT SE sildenafll REFERMEDNL SERTGE(AUC)
SR AR A A SRS (RHD) 20 mg — R =S EHY 33 570 37 fi2 - &
HetERIEk /N R 53 BIIEED sildenafil 21 BF 0 18 {45 - (B S S BRAm 2R
& 10 mg/kg BRE/RGE mp/m? 5HE - [LBEARE RHD) » RS -

Sildenafil £ 5 RIENE - 4HEEE & RIS M EZe S
B WRAUENERETZHEERI AR MIRETERS /N R A -

IR EA B SUS 2 sildenafil 60 mg/kg ME/RRIEIS - RELEF IR
iR - ZEIEAHERINEE K RIS RATHFEE sildenafil REFIEHENIS S
BERAUOZFIZAFEA RHD 20 mg —X=ZRBRIY 19 R385 -

14 EEFRSE
FreBh A R A% A RYBTEE

HEE—(REVATIO BA—FF#: (20 me ~ 40 me ~ 80 meg —K =)

—IERES ~ S - SRRRISIENE REVATIO SEE3GER—)TE 277 £5 i BhRe Mm%
FIA(PAH » B BTERRRE T HSMBERMER RIS 25 mmHyg » BHfim
EHEE [pulmonary capillary wedge pressure UEFY 15 mmHg)P3EfT - 5 A T2
FHEELRS(WHOIAE B E=4 - VA RS SREEFURMmE - digoxin -
#HEET- B TE M - AR ARE - AR RTTIIR IR % (prostacyclin) B4 -
I B3 (endothelin) 2 S5 5 B i B (arginine) - £F bosentan S&RHER JERY
RREWHRES | HRBELEHTIAENNG A5S%RELETRSSE
(shortening fractionME IS 02 199 A#EITIHES »

H AT EE(n=70)3k REVATIO 20 mg (n=69)40 mg (n=67)~80 mg (n=71)
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TEZELRIF - 75 AR B AT R M ERG DhAR: EE(80%) 2, CTD S <4 A9imBhiR=s fEE
(20%) : WHO IEESHE—B(1%) ~ —2K(26%) ~ =4h(67%)TIULR(6%) | B
FESR 48 B2 0 80%ZICHE: - 9%EBTRIA -

REVATIO #4157 16 38 6 Sy 5 {TRER R S A R I E R R D ESs T
RS ERRIEER - 55 16 BB AR EA A 2 b R IREEIHER)
REVATIO 22 30 AR » TERIERE 4 AR RIEREVERERE 26 AR (O5%
CI - 10.8, 41.2) (p=0.0009) -

BafE I RMIEAEEL - IR REVATIO [13% A mPAP IN&EE S 1 - B2
R R I AT RIS E-3.9 mmHEg 37 FF REVATIO (95% Cl © -5.7,
-2.1) (p=0.00003) -

PAH MBS RS I I E R R MR S A E S — R R LB GET - I
{8 ~ B bosentan S53¥ « SUEEFRARE(LTH L epoprostenol SAFEE)I9RERT -
RE R LR AR A ARG AURFE 4 - Kaplan-Meier {51525 BEIRL
FLRARTE (stratified log-rank test)sBER<C RIFHIAHm A S ERE PR A LSS AN RIRE ML
REVATIO £f#5 A 25 3 4% » T B REVATIO 41457 A S BiRIRFEH: - BE A RRER
DREEHEE (p=0.0074) - BEHRTEALIFRIEY Kaplan-Meier 405 5 AR -

F4. BRI RS

R REVATIO
M =131) (N =134)
FERERELFE2REA 23 8
o
BHXBH | BESF | BEEE | BraStE
T ' n k! 4 0 0
FHiESiH - n 1 I 0 0
B PAM {Ef% ' n 9 1t 3 8
ERPRAA RS LTz -
4% Epoprostenol Bi#E: » n 9 16 0 2
BH#&{# S Bosentan - n 1 1 0 0
HEAEAYEES) 0.187 0.062
95% {SRRERE (0.12 - 0.26) (0.02 - 0.10)

1 5. A"t PAH PR EFIARFFENY Kaplan-Meier B(SIR 2 BAr)

Percenlage Wthaul a Clintenlly Norsening Lvent

Plazedo  —— Silderlll |

5 [

r T T T T T T T
L ] 2a 4z 56 70 o4 8B 12z
Day from Rendomization

PR R Ze BT AL - BRA REVATIO 2 2383519 PAH WHO IHAE A RINE L
£ » {25 REVATIO J&IFEIR A P (36%) » £ PAH IYR4T.LBIR SN YHATHES
STRREES—RE BRI 4% EREE -

%msyjo H0A bosentan FEE—
—TRREHESR - SE - SEES R um 103 .\mHS,m 3 @A bosentan

%%N§%_1H§ﬂ>%mma - FfiBhAR S (LERE % A, « a3 MRt EhAR = I
FE - BREE SN S PR RE AR S AR MR - 7 A RS Arie s eI EK sildenafil
(20 mg —R=Z)BEA bosentan (62.5~ 125 mg —RTZR)EIE « T IURRHGRIS
12 AT 6 TS AL A S IE - 45 R UA stldenafil 20 mg ] bosentan
BB bosentan JAE 0 6 Sy EiS{TREREEAIL AR E TR S L SIS S R -

16 BRI

o
PVC/EEErss - SR 158 -

e
BEERA 25°C (77°F) - SGHIIEEAEFEAFR 15°C-30°C (59°F-86°F) «
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» STVRA - SRR RREIEIRA - AR S #I REVATIO
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