L /N F A& 20 mg
LAFABER NS4 207900 mg
L/XFA OD 7 4 JLL 20 mg
ICEATHEHN

AEHICREHSNEERICRSIEFRVRBOERE. 7714 —
KRASHICTHY FT. AZEROBEEFERAOBHALUSNOEF BRI
AEHZRRAIT S LEFTEFEEA,
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L RIS FE R ORERR B UNBA 3 DR

INTF T g U (UUF, A3 1%, KET 7 A PR TSN AR AR T TR
77— 5 (LT, PDES) OBIRMPHFEIRTH D, AL, BHEZERASIHFEEE LT, 1998
ARV KIE & FRINZ BT 25, 50 38 L TY 100 mg BESARE S 4L, AFBTIE 1999 412 25 mg B LY
50 mg BEVNKFE SALe (MR9E4h © A T 7 T8 25 mg, [A 50 mg) .

D%, MHEIARMEM S fLESE  (Pulmonary Arterial Hypertension : LA, PAH) OZhEEEfS % H Y
& LTBHRDED S, 2005 FEIZRCKIZIV T PAH RIRE L LT 20 mg SEDVEAR SN, AT
132008 AR Sz (RoE4 © LT A 8E 20 mg) 2017 A 6 HBITE, RCKZETe 50 7 [E %
2 AEICBWT PAH JEHREE L L TRARINL TN D

PAH [T#EATHEOEIEME B TH 0, JHRBITERA &N THEEIL T2 23, /NETIEERAIZ T
KO FPHRARERD T ENFESINTWND, RO/ PAH T3 D BT, A PAH 2%
LB THED B AL, 2003 4= K 0 RICKGEEE % H0I2/NE PAH RS % k15 & 9 5 [ERRIL[RR
BRASBAA XL, AAD b IIARER ’20.$<l;07“’%bub7”:0 ARBROFERZWEE 2, AT 2011
AN BN T TN 6 17 5% PAH B3] 1Tk L CTRRE A, 2017 4 6 HBUE, FINEZ S
Te 35 AENZHWT, /WNEPAH BFICH L TEBINTWD, £, NEBREEZED, EAIEZK
Firte Z ERREERBENPRHA LT WA E LTARED KT A va v 7R S, 2012
FEIZHCKRICBWTERINT, F72, REa 7T 47 o A0 EOREMEEZEE L, LNTF
8 20 mg DFEIEME LTLRF 4 0D 7 4 /LA 20mg BNBHFE SNz, LXF 4 0D 7 (/LA
%, BRARZELWTROEIZEWN TS HEER b ICAGRIZ I TN,

AFRNTIT /R PAH KT 23R RIE, R, BN PAH (23 L TRRE S 40T 2% 354 2 H
WT, A TORENMR X OVZEMELZEICHELHHE L TITOATELLORBIRTH Y,
20159 Azt & Kk E B G E$5 [ 8T 27 )7 /NEHSHEE 32 mg) D3GR I
5 ET, /NEPAHIZHRT 2 AL « AENEAR I TV D IEFNIFIE Lo Te, AREOAIIZ
15 % /N PAH (kb 2 B, 2o 42 & 0 m Lo/ PAH B & kb5 & L7 EBSERRS:
[Nz, 2012 4 X 0 ENERRRER A M L, HARANNE PAH ICKT 2 AREOHMNE, Zatts
F Oy ENE (PK) 23l L7z, 2 b ORRBREAE 2B £ %, /NE PAH g %42 FE -
MEDBEMZ AL L, L 3F 48E 20 mg O RGEMR 72 KGR HIE 2 T/ARHEE, 7 %U“ N P
FAHREHA KT 4 > 2 v 7 900mg 3L N NF 4 0D 7 4 /L A 20 mg ORIERGEARHFE (Al
B 4792 & & LTz,

2. BUHBASE DIRHL

AL, WiENOY A7) v 7 7T ) r—U U (cGMP) %#43f#+ % PDES Z#fHET 5 2

L2k, cGMP % FH X8, MIaN I ALY T AEENMETTA 2 & CREHMaNihiE L, #5
HBe L THEBRER L O EEPIAZ K T SE 5 2 E0nh, Ao PAH GRS L CORREN

D LT,

2.1. /pR PAH

2.1.1. JRHE, DWTERR I UBRKSE

PAH [ZFENARIE O _EFH-NFRD B DIREORITH Y, & 2R IRIC L 0 i oeaEnig = v,
Z OO FMERIIN T D Z & THEAMMPE KL, HEOIITALRRICEIVIICEDHE
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ITHEOFKVIEBRTH D, PAH OREHTH D& HhT ER- OFEKX, PAH £ O M 4E o5k B
BFPIFT FIZ O W TCIZERAATHE E SnvTn b,

/N PAH ORI IEUECEGIE /3 4E (Table 1) 1%, 2015 FFIKEDEFES (AHA) B X OKE T
28 (ATS) AETHER L/ NS IMLEIE T A R T A 'R0 2015 EORKIN LR F2 (ESC) /
BRI IPR 2955 222> (ERS) A (R CYERL L 7= it MESE 2T - 189E A K5 A > THA PAH & [A
—DIIESIEE VD Z E MRS, BRI, RO I MEIIRE (mPAP)
2325 mmHg ULk, 72>, F#IREE AL (PCWP) 23 15SmmHg LA N & ERSINTWD, £72, K
O MLEIERET A T4 > Q012 F£UETH) 1%, BHROKDOH A R4 v & K& A
W72 W29, /N PAH O HER X ONER O FHIZENAA CHEEIL T b & &2 b s,

PAH OEGRAER & LTIE, /MNETHRRANFEER, FIEREEINSCS M R bR E <, /MR
IZZVMER & L CTIEBRF O TH Y, IRA TITREEZ N E L T 0R208% ), £7-, PAH
ITETHEDRBTH Y, FRCRIBREOGE X THRIPIMO TARR TH D, 1981~1985 F T K[E L
AERFSERT A3 320 L 7= R M i i )= E - (Primary Pulmonary Hypertension, LA PPH, F§%M%: PAH
BLOEMEMEPAH 2 8bE7-b D) k8L LRIck DL, MARIGHE PPH TIEZIEH D
SRR 2.8 /2, 5 HEAEFERIT 34% & WiE S, ANERTRIE PPH O T2 TR & bl LT
ELICRET, FIEZLOFHEFHMN 10 » A L @B ShTnaY, 72, AT 1992~1997
FEZ A SHM & L Thi =/ NE#H PPH O EFAERAE (2000 £, FEAHx 251 149 ], ~
F7aARNRZRT B AT )= FEHELETe) [ XUE, BT (56 B) OBWINSIETET
OFEJAEGFEMNE3FES v A RE1I»HA~RKEBFE 1L H) &, BEIZBWTH TEART
b5 EBRHESNTNS?,

Table 1. MiEMEREDREERSE (PAH DX, BXREROTA K54 v DOHE)

AHA/ATS AR O/NEHBILEES A RS54 >~ EROMBMEEERTA K54 (2012 4F) °
(2015 48) !

ESC/ERS A RO fie MLIEEDBHT « IBRHT A KT
A4 (20154E) ?

1. i Rt i s if £ (PAH) 1. JifEh R A = i £ (PAH)

1.1. #%4M: PAH 1.1. Rtk PAH

1.2. #&fstE PAH 1.2. &=t PAH
1.2.1. BMPR2 1.2.1. BMPR2
1.2.2. ALK1, ENG, SMAD9, CAV1, KCNK3 1.2.2. ALK1, ENG, SMADY, CAVI
1.2.3. RH 1.2.3. ~HH

1.3. Wk X OTEWH R

1.4, ZFEEBIZEE S PAH
1.4.1. #&E kAR
1.4.2. HIV Ji&YuiE
1.4.3. AR TLHERE
1.4.4. o KRR
1.4.5. {F 0% H e

1.3. Wk L OGEWTH RN
1.4, ZFHELBIZHE D PAH
L4.1. f5A R
1.42. =A X7 A )b AJEYYE
1.4.3. PJRA & i+
1.4.4. S RMIE B
1.4.5. {¥ I W% HE

1. EIRPAZEMER I L O E 7213
Ji =6 08 1. 7 R
1. AR VB RE it v = i

1. IEIRPAZEMER I L O 7213
Jifs B 1. A2 R
1 A VB AV it v i

5| : Simonneau G, et al. ] Am Coll Cardiol 2013; 62:
D34-41. 5 0 28 - ik

SUH 2011 FEEA RAFZEIEERE « e fEAE TR A
K742 (2012 FekGThR) £ 0 Hhpe
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W45 : BMPR2=B TERETE IR Z o RV B2 IK 2 B ALKI=7 7 F ¥ USRIk F—F 1 B ENG==> K 7' o,
CAVI=Z A4V 1, HIV=t MMuERET A LA

2.1.2. %

AF T/ N PPH O2EFHA AR (2000 45, FEAMA5H1 149 #1]) 2 Liux, /NEBE
DBELHITL 1.4 L LRIT2 <, FIEOHEITREORE L F U 100 5 AIZ 1~2 ATHh -
720 77, BIEFERIT LA S RIRICE—2 B350, 4~T7 %P LN 9~12 51T & 2L i A
BB,

21.3. IROBR
NEPAHIRHET v =Y X 8IE, AIEOBKDO T A FTA > M2 Tl ACHET D 2 L AR ST
W5,

ESC/ERS & RO fifics MEIEZWT « 1EEHT A BT A > 2 TlE, Bk U 2 7 offyv VN2, Rt
B, ToTVRSE Y, VVTFT 4, ZBET T 4 VDOWT IO EANEENHELE ST
%o /N PAH X3 2 L - HEIE, BINT/HE PAH IZX L TRRENTWDIILT T 7 4L
DORHEMRMICEEHE (1 B 3 ERROKST1EHZY OBEEIL, KE 8~20kg D/NAIzx LT
10 mg/[rl, K 20 kg BD/NRIZH LT 20 mg/lal, FVECARE ORI IZ3E LT 1 mg/kg/[RD)
SH, MOFERNZOWTIIEIMENHIFRFIND, HDWIXERRBRNER/ T CTH 250FH &
2o TW5, £12, AHA/ATS BFEO/NEIEMEES A KT 4 > ' T, kEZBWTWFho
PAH 3£ & /N PAH IC56F L TRBRBREN TV ARWI S B 58, gy U 2 7 Oy NRIZIE, =
Kt U R HIEE, PDES BHESEOSHESE Xy, HIE - AEE, ERRBRAGE AR MU
HASXFHINTWD, BB, VAT F 74 0HEHAE (1 B 3BKROKED 1 [8H7- 0 O
HE) X, 1RO/ LT 0.5~1 mg/kg/lal, A 20 kg L F D/ LT 10 mg/lA],
{REE 20 kg D /NRIZxE LT 20 mg/[A] & 72> TN B,

KRIRDOEPRIET A BT A 7 TlE, WHO BRENHE Y 7 A 1 O —@REITIT L LT F 7 4 L,
7T A OF BRI AR B2, VAVTF T 40, T RTa AT ) —)L, fura A,
ML AF =8RSS TS, HTE - AR, EROSHARRICE SN 0Ick-TE
0, VAT 7 4 VOHESEHEIL, 05~1mgkg/H, 300 EREEBGETOIONELTH D,
L7 oTWA,

AIRDO &Y, KRB PAH I THEARR TH DN, PAHIRIER (oA A 7 1) 8K, =
RE U U5 R5H3E, PDES FHES) o Lk, A PAH BBE O &7 57, /N PAH B
DOAEGFRITUEL, 2006 4 L 0 BAtA S22 T3/ PAH BB O 1 AT 96%, 3 4
1731 84%, 5 HEAETFHRIT 74% L HE SN TWDS, E 72, A TIE 1999 £4£72 5 2004 LEDHFZET,
TART v RT ) — B ST/ PAH BB ORI, 1 FAEFET 100%, 2 FEFRET
96.3%, 3 FEAEFERTIL 794% & s S Tnb’,

ZDOXITEKDTA KT A 0%, /INEPAHIZHT DEBIN KR IN TV ARWEETYH, FEhi
ST HE R FRBR OFE B AT T IEE S W VS - HEMHER SN TV D Y, RERTHE, BB
HE-HBICKX VR EN TS ONRBURTH D, PAHIGERE (a2 444 7 ) VA =
RE ) 2 S RH5HT3E, PDES PRERR) 2k Y, PAH BEDAIERNLETLH L OWRENRH D Z
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EEEEZD L, AFRITBNTS, /INEPAH EEITH LT, AR LOZEMERHR S
FRIRFRBRBCRR (T LD S RRE SV HESE NG - B2 A D160 2 ERELS I 41 b RS 2k
DIENLEENTND,

KO ERBGIIARE DR SN 558120E, BN T A RT 4 iS5 %, /NE PAH B%
IBITHE EIRED —DIch b L EX D,

F 72, /N PAH BB 721 T < N PAH FBE ORI HE FNEE 2 BESCEZ SV OBEE L WD
BERIDOIRANREE R BE ORI > 54 7 v A0 D78, KEFRCERESFICRATE S
K7 A4 vmy7HL 0D 7 4 Vv A8 K| 2t 25 Z L 1X, /R PAH 38 X OBk A PAH BEIZE W)
THLHEHTH D,

2.2. AFKO/NR PAH T3 B A TORMEEE

AFRNT, A CA/DEIRE I E AR E S, A O TR & L E ) OTR#ER & LT 2008
£ 1 H25 BT, BRREGOHEMNEER—ORE - A& M E20mg, 1 B 3EREO#KE ] TRl
R 78 AR %E&%Lﬂ\é

KIBZRBT B AFKD/NE PAH ISR B BA% 1L, BCKkZ 0T 2003 4F X 0 Bt & 7= BB AL[E
F B ARRTHAES 3 HHEER (A1481131 3BR) B L OF 0 E kB (A1481156 3ER) °l _Z/%bua“
HTEMNLRMEL, b OREBRICAARNNE PAH B 1 4D MEAANN BT,

Nicw BIN 0 e
e

PHEE %Iﬂquék%‘Zf_o

fOREBRIE, 1300 17 E TONE PAH B 255 & LIcEHERIEE, BIERL, “EHEMKR, 77 2R3,
WATEF R TH Y, VA7 700 (BHE, PHEBIOEHE) % 6 AMKROEG L0 H
ik, ZEMER L OSRYEEA S L7z,

b OKHBRIT, A1481131 BRZ 2T LIorE 255 & L-ERRILR, SR, EHRGRBRTHY, LT
T4 RO Lz 0B I OEYMEEZRME L, ARBROB SR, M%nmﬁ%17
?tﬁﬁmﬁwﬁwahtw%%m,ﬁ%%ﬁ,$%%ﬁ BHEREDO OB 1 DICEEBIZEN 1T bh,
A1481131 ER T 7 F 7 ¢ ARRIZEI D 1T D7 BEBRE 1, EE&LTAmmnlﬁ%%kﬁalﬁu%
BAikiL, 2 HKBRIIAE Eﬁikbto
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= S

I P MDA & & M DAL,

Aicxrms = 217, [N

A ctEs ST T, AR, AR
A A A/NGE PAH HBE 154 2 RS IR0 AR I S AR A EE 21T ) & & bio, W4T L CH
WL RIA4 vy THIOBERGFARPHFLZITY 2 ERNEE SNT-,
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23. ABHBCAVDERT —F Ny r—v

ARIEO/PNROE « HEBINDT=8, L /ST A 8E 20 mg O RIEMR T ARG FIH — A HARH S,
RENNZ L AT AREBH KT 4 > 1 v 7 900 mg 38 L LT OD 7 /L A 20 mg O RFERR5E
AGRHEEIC 31T 2 B RARER— B 4 Table 2 1T L7z,

21 HEBIO22HII/R LBV, PAH OJFRE, 2WrkEHE, BRRDHE, FIESEEE, BT,
WA TIEWE AL, 77, BEER AR L O PAH BEICBWTHAAEHAEATIALTF 7 4
LD PKAZKERIBEBWNTIR L, RIEMREBZZITIZAWEB 2L, TNHDZ LD, /NE PAH
BE RS E Lz 2 >0 EERFERER (A1481131 BRI LTV A1481156 iBR) B L O HARANIE
PAH B& 2% & LI-[ENE 3 FABR (A1481298 #BR) Z gkl & L=, 72, RIA v m v
THENZOWTIX, EWFEFEZN: (BE) B (A1481293 #BR) B L OB 225 (A1481313
W) &, oz, EEELERE (A1481131 BRI L OV A1481156 #lER) 2B\ CTHW B L
FI DL D BE % XF59 5 LT A EE L EOMHDNA T T A4 Z 80 7 0 3llk (A1481275
HBR) ZFHMHERIE L, LAAF A OD 7 4 L AZHOWTIE, AR ERER (KYE-1501-P1
ABRE L OVKYE-1501-P2 ikBR) ZiHligkt & U=, 72, /NEME I EERE 255 L L=k
NG5 (A1481134 3RBR) |, B A= VT B A il v 1 E FR A 26 52 & L 7= i IR 4% 55k B

(A1481157 RER) #5BEE L Uiz, L EDRIKRT —# /Xy 7r—U T, LT A 8E 20mg O/NA
PAH BH % 2 MR e G FH — A HARHERB L O R 7 4 v a v 7H O R IR e &G
2175 = sizonC P oxtEs S cEVTAE L, CoEERREEITo -,
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Table2. /NE PAH BEOHE - ARBMOZH OBRKRBR—E

RRES BB (BK) HRBE RBREHE
PGS
Al1481131 55 3 FHERER /N PAH BB ] B 3L [
(F%hE, Zatts LoskyEiiE) (HAAN1flzET 234
%)
Al1481156 Wik kR /N PAH BB ] B 3L [
(Z241k) (AARN 1% ETe 220
%)
A1481298 ] PN g R B /N PAH BB A A
2k, 22t L oskyEhe) (6 1)
A1481275 FHXTH) BA 38R 3= 3P PN PANES
(LT A §E 20mg & Z Dpfdh (18 1))
[l BA/BE D)
A1481293 BE 5 TR AN
(K74 vuy7Al, LAAFAEE (42 41))
20mg , VIVT T T 4T UM
HE B & 8] 10 mg &1 BE Ok
#)
Al481313 RO R 235D N PANES|
(KT A4 vy 7Hl) (12 1)
KYE-1501-P1 BE i BERERA EEN
[LRFF 0D 7 4 /b4 20mg Uk (42 1))
2 LEE) , LT A EE 20mg (K
bHo#HEh) ]
KYE-1501-P2 BE i BERERA EEN
[LRFF 0D 7 4L 20mg Uk (94 1))
HVEE) , L AAFAEE 20mg (K
Ho#HEG) ]
BERS
Al1481134 Fe RV DIEE L O . /N & i e SR PANES|
JEIE & RGN T 7 o v EE (17 41)
AR - U 72 B R R R
(BhtE, ZetER L OSRyEItE)
EBFA AN R & 70 0 5B
k)
Al1481157 B AR VOB ST B R L AE A )BT AR VBV E R s i E ANE

VIVT T T 4 NV EFIRN S LT
i PR 5 R

Part 1 (GE4pdEhfe

Part 2 (A2hMEd L OV 4tth)
(Part 2 : fEHEVREDOETIZ L 0 FF
8 B S EERAIC B LR oo
727 R ER T E)

HE
(Part 1 : 36 4)
(Part2 : 72 L)
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2.4. ZFD/NR PAH (239 2 5 E O A&RIRI

2017 4 6 ABIE, AT F 7 4 M, /MR PAH IZRH LT BUMME 28 » [E) 24t 35 »[ET
ARENTWD, BINE LUSKEICBIT DARIKD /L PAH BE TR 2 &G RILZ LLFIC R L
7o 2B, LRF A OD 7 4 VAT, BKkEZETWTHOEICBW T HEER D NCEARIZEN
“Cb\;‘ocl,\o

2.4.1. EU TOEARRI

U 2BV T20104E2 A2 A1481131 BRI L UOVA1481156 ikl &2 EERER & L7-fRRT — & /X v
/7~~‘/le§§<0>4\ i PAH (%95 ik - HEOEGRHFEEZITY, HREAETRICTEESIN,
2011 /£ 5 H 2 BICHAGR &7z, ZD1%, 2011 4F 7 HIZBHME S 172 A1481156 iRERDIMSL T — ¥ &
=21V r7F8% (DMC) O#VEZENE 2 ¢, #EEHE2B 2 2 HEAHH LW B ok R
PITON TS, BIEEKRIINTWDHEIEE - 2058, Hik - HRIEUTO LB THh D,

77, R4 m v 7ENL 2012 43 HIT&AR I,

Therapeutic indications

Paediatric population

Treatment of paediatric patients aged 1 year to 17 years old with pulmonary arterial hypertension. Efficacy
in terms of improvement of exercise capacity or pulmonary haemodynamics has been shown in primary
pulmonary hypertension and pulmonary hypertension associated with congenital heart disease.

(1725 17 % E TO/NE PAH BH OIEHE, JFFEMER @ M EAE 6 S OVYe R LIRS K5 i
MEREBF TN T, EEMAESCIATEIREASGE L, AERRO 6T 5, ]

Posology

Paediatric population (1 year to 17 years)

<Revatio 20 mg film-coated tablets>

For paediatric patients aged 1 year to 17 years old, the recommended dose in patients < 20 kg is 10 mg
three times a day and for patients > 20 kg is 20 mg three times a day. Higher than recommended doses
should not be used in paediatric patients with PAH. The 20 mg tablet should not be used in cases where 10
mg TID should be administered in younger patients. Other pharmaceutical forms are available for
administration to patients < 20 kg and other younger patients who are not able to swallow tablets.

(126 17 5% £ TO/NR PAH BT L, R 20 kg LA T OEE OHELEH] &3 10 mg TID, &

20 kg MO BFH OHELTEH E1L 20 mg TID, /N PAH BTk L, #EREHEABX &2 HHL

T2 5720, 20 mg $E1F, 10 mgTID Z 54 & BF TR LT L TR b 720, (KH 20 kg
LUF, E738ER 20 T C & 2V MEFER O BEH I L TioFE R Tk Tnd, ]

<Revatio 10 mg/ml powder for oral suspension>

For paediatric patients aged 1 year to 17 years old, the recommended dose in patients < 20 kg is 10 mg (1
ml of compounded suspension) three times a day and for patients > 20 kg is 20 mg (2 ml of compounded
suspension) three times a day. Higher than recommended doses should not be used in paediatric patients
with PAH.

PFIZER CONFIDENTIAL
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(126 17 5% £ TO/NE PAH BEITF L, KE 20 kg LA T OEF OHESE &1L 10 mg TID (R
TAva sy THIOFREE ORERK 1 mL) , (KE 20 kg BOBEFEOHELEHEIL 20mg TID (K7 A
vy TAIOFE%G OERR 2 mL) . /N PAH BEEICKIL, HEIEHEABZ I EEMHHL X
RBIR, ]

2.4.2. KETORFIRIL

KETIE, EU &FERIC AMMBlﬁ%%i@AMMH6ﬁ%%£%ﬁ%kLt%%?—?ﬂy
=T 20.@. A P cERREE L, 20%, FDAICE 2 HEEET, 2012458 A 30
A CKRERFH) 12, mﬁﬂi@ﬂ%‘?ﬂb\?ﬁ%ﬁ SNTNRTIHERER TG SRI/NELY ETO Y
27 W@ L, ABHEOARENER G S LT /NE TIRIEBM A RERBR THRMENTRD b7z -
72 eMmb, KRIED/NE PAH BFE ~OFEHNHESE SN2V E0AFK S (FDA Drug Safety
Communication: FDA recommends against use of Revatio (sildenafil) in children with pulmonary
hypertension) °, KER(TSCE (USPD) D“Warnings and Precausions”DIH(Z, “Use of Revatio,
particulary chronic use, is not recommended in children. (/N2 PAH 2% L C, FrICEHIM O 5134
BInpw) »eoi#AsBMmshi, £72, F7A4vmy TANIRHB O 2012 4 8 H 30 AIZHK
AN PAH ##F x5 & L TR ST,

Z D%, FDADH20144E3 4 1287~ 728 %0 (FDA Drug Safety Communication) 73 H &HP°, Z dDSC
\ZF\WC, USPIO“Warnings and Precausions”® N 1E, /NRBF TR U TAIEZ R L THRE LT
RN 2K LD TIERL, HxDEFITEBNTL, REOEGIZEIV X7 1>
N U R 7 % ERIDY6 (Bl20X, toORFERIREARONATEY, REEZEGTHBRICHERR
KE=F VT ERTD ZENAREREGE) bHVBLIEERDDL T ENRINT,

.¥¢8

/N PAH BB 265 & LT [EERILFRRER D A1481131 3BRI L TN A1481156 3Bk, 72 5 ONCEN
%3 HHRBR D A1481298 FRER DAL R B ARILD /N PAH BE TR 2880 S L OV 273
HTX - LT L, xﬁi%ﬁﬁéﬁﬁmﬁ FEIZBWT, AR TRENOSEEMEDE G
L LU THARNNLPAH BT 28 SR RED DT b B2 5,

Lo T, LTFTORFITT LT A 8E 20mg OBIEIRFEAGEFH A AR, oA
FAFEH R4 22~ 7 900mg 3 £ VL 3F 4 0D 7 o L 2 20mg D RIS AR 5 21T 9,

[ 1 LSF A S 20mg]  (RUEIRGE RIS SRR T
e - R (40 : BTBAIRKENS LA

Wik - & () A
W, VAT FT74N0ELTIE20mg 7 1 A 3FERAO&KET 5,

*  http://www.fda.gov/Drugs/DrugSafety/ucm317123.htm
®  http://www.fda.gov/Drugs/DrugSafety/ucm390876.htm
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Ll B/ R
KE 20 ke MOBE - WH, YILTFTF 740 L T1E20me % 1 H 3 [\AIFE
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
REVATIO safely and effectively. See full prescribing information for
REVATIO.

REVATIO (sildenafil) tablets, for oral use
REVATIO (sildenafil) for oral suspension
REVATIO (sildenafil) injection, for intravenous use
Initial U.S. Approval: 1998

e RECENT MAJOR CHANGES
CONTRAINDICATIONS (4) 4/2015

INDICATIONS AND USAGE
REVATIO is a phosphodiesterase-5 (PDE-5) inhibitor indicated for the
treatment of pulmonary arterial hypertension (PAH) (WHO Group I) in adults
to improve exercise ability and delay clinical worsening. Studies establishing
effectiveness were short-term (12 to 16 weeks), and included predominately
patients with NYHA Functional Class II-III symptoms. Etiologies were
idiopathic (71%) or associated with connective tissue disease (25%). (1)

Limitation of Use: Adding sildenafil to bosentan therapy does not result in any
beneficial effect on exercise capacity. (1, 14)

-=mmmmmmmemmem----DOSAGE AND ADMINISTRATION---------m--meemmemmee
. Tablet and oral suspension: 5 mg or 20 mg three times a day, 4-
6 hours apart (2.1)
. Injection: 2.5 mg or 10 mg three times a day administered as an
intravenous bolus injection (2.2)

-—--—-—-me-——-DOSAGE FORMS AND STRENGTHS-----------—--—-mm-
o Tablets: 20 mg (3)

o [njection: 10 mg /12.5 mL in a single use vial (3)

e For Oral Suspension: 10 mg/mL (when reconstituted) (3)

CONTRAINDICATIONS
o Use with organic nitrates or riociguat (4)

e History of hypersensitivity reaction to sildenafil or any component of the
tablet, injection, or oral suspension (4)

—-—-—mmemememee——-WARNINGS AND PRECAUTIONS------mmemmmememe -

e Increased mortality with increasing doses in pediatric patients. Not
recommended for use in pediatric patients. (5.1)

e Vasodilation effects may be more common in patients with hypotension or
on antihypertensive therapy. (5.2)

e Use in pulmonary veno-occlusive disease may cause pulmonary edema
and is not recommended. (5.3)

e Hearing or visual impairment: Seek medical attention if sudden decrease
or loss of vision or hearing occurs. (5.5, 5.6)

e Pulmonary hypertension secondary to sickle cell disease: REVATIO may
cause serious vaso-occlusive crises. (5.9)

ADVERSE REACTIONS
Most common adverse reactions greater than or equal to 3% and more
frequent than placebo were epistaxis, headache, dyspepsia, flushing, insomnia,
erythema, dyspnea, and rhinitis. (6.1, 6.2)

To report SUSPECTED ADVERSE REACTIONS, contact Pfizer at 1-
800-438-1985 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

e Concomitant alpha-blockers or amlodipine: Note additive blood pressure
lowering effects. (7)

e Use with ritonavir and other potent CYP3A inhibitors: Not recommended.
(7,12.3)

e Concomitant PDE-5 inhibitors: Avoid use with Viagra or other PDE-5
inhibitors. (5.7)

See 17 for PATIENT COUNSELING INFORMATION AND
FDA-approved patient labeling

Revised: 4/2015
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

REVATIO is indicated for the treatment of pulmonary arterial hypertension (WHO Group 1) in adults to improve
exercise ability and delay clinical worsening. The delay in clinical worsening was demonstrated when REVATIO
was added to background epoprostenol therapy [see Clinical Studies (14)].

Studies establishing effectiveness were short-term (12 to 16 weeks), and included predominately patients with New
York Heart Association (NYHA) Functional Class II-III symptoms and idiopathic etiology (71%) or associated with
connective tissue disease (CTD) (25%).

Limitation of Use: Adding sildenafil to bosentan therapy does not result in any beneficial effect on exercise capacity
[see Clinical Studies (14)].

2 DOSAGE AND ADMINISTRATION
2.1 REVATIO Tablets and Oral Suspension

The recommended dose of REVATIO is 5 mg or 20 mg three times a day. Administer REVATIO doses 4-6 hours
apart.

In the clinical trial no greater efficacy was achieved with the use of higher doses. Treatment with doses higher than
20 mg three times a day is not recommended.

2.2 REVATIO Injection

REVATIO injection is for the continued treatment of patients with PAH who are currently prescribed oral
REVATIO and who are temporarily unable to take oral medication.

The recommended dose is 2.5 mg or 10 mg administered as an intravenous bolus injection three times a day. The
dose of REVATIO injection does not need to be adjusted for body weight.

A 10 mg dose of REVATIO injection is predicted to provide pharmacological effect of sildenafil and its
N-desmethyl metabolite equivalent to that of a 20 mg oral dose.

2.3 Reconstitution of the Powder for Oral Suspension
1. Tap the bottle to release the powder.

. Remove the cap.
3. Accurately measure out 60 mL of water and pour the water into the bottle. (Figure 1)
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4. Replace the cap and shake the bottle vigorously for a minimum of 30 seconds. (Figure 2)



Figure 2

5. Remove the cap.
6. Accurately measure out another 30 mL of water and add this to the bottle. You should always add a total of
90 mL of water irrespective of the dose prescribed. (Figure 3)
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Figure 3

7. Replace the cap and shake the bottle vigorously for a minimum of 30 seconds. (Figure 4)

8. Remove the cap.
9. Press the bottle adaptor into the neck of the bottle (as shown on Figure 5, below). The adaptor is provided
so that you can fill the oral syringe with medicine from the bottle. Replace the cap on the bottle.
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10. Write the expiration date of the constituted oral suspension on the bottle label (the expiration date of the
constituted oral suspension is 60 days from the date of constitution).

([

Figure 5

Incompatibilities
Do not mix with any other medication or additional flavoring agent.

3 DOSAGE FORMS AND STRENGTHS

REVATIO Tablets
White, film-coated, round tablets engraved with “RVT20” containing sildenafil citrate equivalent to 20 mg of
sildenafil.

REVATIO Injection
Single use vial containing 10 mg/12.5 mL of sildenafil.

REVATIO for Oral Suspension

White to off-white powders containing 1.57 g of sildenafil citrate (equivalent to 1.12 g of sildenafil) in a bottle
intended for constitution. Following constitution with 90 mL of water, the volume of the oral suspension is 112 mL
and the oral suspension contains 10 mg/mL sildenafil. A 2 mL oral syringe (with 0.5 mL and 2 mL dose markings)
and a press-in bottle adaptor are also provided.

4 CONTRAINDICATIONS
REVATIO is contraindicated in patients with:

o Concomitant use of organic nitrates in any form, either regularly or intermittently, because of the greater risk of
hypotension [see Warnings and Precautions (5.2)].

¢ Concomitant use of riociguat, a guanylate cyclase stimulator. PDES5 inhibitors, including sildenafil, may
potentiate the hypotensive effects of riociguat.

e Known hypersensitivity to sildenafil or any component of the tablet, injection, or oral suspension.
Hypersensitivity, including anaphylactic reaction, anaphylactic shock and anaphylactoid reaction, has been
reported in association with the use of sildenafil.

5 WARNINGS AND PRECAUTIONS

5.1 Mortality with Pediatric Use

In a long-term trial in pediatric patients with PAH, an increase in mortality with increasing REVATIO dose was
observed. Deaths were first observed after about 1 year and causes of death were typical of patients with PAH. Use
of REVATIO, particularly chronic use, is not recommended in children /see Use in Specific Populations (8.4)].



5.2 Hypotension

REVATIO has vasodilatory properties, resulting in mild and transient decreases in blood pressure. Before
prescribing REVATIO, carefully consider whether patients with certain underlying conditions could be adversely
affected by such vasodilatory effects (e.g., patients on antihypertensive therapy or with resting hypotension [BP less
than 90/50], fluid depletion, severe left ventricular outflow obstruction, or autonomic dysfunction). Monitor blood
pressure when co-administering blood pressure lowering drugs with REVATIO.

5.3  Worsening Pulmonary Vascular Occlusive Disease

Pulmonary vasodilators may significantly worsen the cardiovascular status of patients with pulmonary veno-
occlusive disease (PVOD). Since there are no clinical data on administration of REVATIO to patients with veno-
occlusive disease, administration of REVATIO to such patients is not recommended. Should signs of pulmonary
edema occur when REVATIO is administered, consider the possibility of associated PVOD.

5.4  Epistaxis

The incidence of epistaxis was 13% in patients taking REVATIO with PAH secondary to CTD. This effect was not
seen in idiopathic PAH (REVATIO 3%, placebo 2%) patients. The incidence of epistaxis was also higher in
REVATIO-treated patients with a concomitant oral vitamin K antagonist (9% versus 2% in those not treated with
concomitant vitamin K antagonist).

The safety of REVATIO is unknown in patients with bleeding disorders or active peptic ulceration.
5.5  Visual Loss

When used to treat erectile dysfunction, non-arteritic anterior ischemic optic neuropathy (NAION), a cause of
decreased vision including permanent loss of vision, has been reported postmarketing in temporal association with
the use of phosphodiesterase type 5 (PDE-5) inhibitors, including sildenafil. Most, but not all, of these patients had
underlying anatomic or vascular risk factors for developing NAION, including but not necessarily limited to: low
cup to disc ratio (“crowded disc”), age over 50, diabetes, hypertension, coronary artery disease, hyperlipidemia and
smoking. Based on published literature, the annual incidence of NAION is 2.5-11.8 cases per 100,000 males aged >
50 per year in the general population. An observational study evaluated whether recent, episodic use of PDES
inhibitors (as a class), typical of erectile dysfunction treatment, was associated with acute onset of NAION. The
results suggest an approximately 2-fold increase in the risk of NAION within 5 half-lives of PDES inhibitor use. It is
not possible to determine whether these events are related directly to the use of PDE-5 inhibitors, to the patient’s
underlying vascular risk factors or anatomical defects, to a combination of these factors, or to other factors. Advise
patients to seek immediate medical attention in the event of a sudden loss of vision in one or both eyes while taking
PDE-5 inhibitors, including REVATIO. Physicians should also discuss the increased risk of NAION with patients
who have already experienced NAION in one eye, including whether such individuals could be adversely affected by
use of vasodilators, such as PDE-5 inhibitors.

There are no controlled clinical data on the safety or efficacy of REVATIO in patients with retinitis pigmentosa, a
minority whom have genetic disorders of retinal phosphodiesterases. Prescribe REVATIO with caution in these
patients.

5.6 Hearing Loss

Cases of sudden decrease or loss of hearing, which may be accompanied by tinnitus and dizziness, have been
reported in temporal association with the use of PDE-5 inhibitors, including REVATIO. In some of the cases,
medical conditions and other factors were reported that may have played a role. In many cases, medical follow-up
information was limited. It is not possible to determine whether these reported events are related directly to the use
of REVATIO, to the patient’s underlying risk factors for hearing loss, a combination of these factors, or to other
factors.

Adpvise patients to seek prompt medical attention in the event of sudden decrease or loss of hearing while taking
PDE-5 inhibitors, including REVATIO.



5.7 Combination with other PDE-5 inhibitors

Sildenafil is also marketed as VIAGRA®. The safety and efficacy of combinations of REVATIO with VIAGRA or
other PDE-5 inhibitors have not been studied. Inform patients taking REVATIO not to take VIAGRA or other PDE-
5 inhibitors.

5.8  Priapism

Use REVATIO with caution in patients with anatomical deformation of the penis (e.g., angulation, cavernosal
fibrosis, or Peyronie’s disease) or in patients who have conditions, which may predispose them to priapism (e.g.,
sickle cell anemia, multiple myeloma, or leukemia). In the event of an erection that persists longer than 4 hours, the
patient should seek immediate medical assistance. If priapism (painful erection greater than 6 hours in duration) is
not treated immediately, penile tissue damage and permanent loss of potency could result.

5.9  Vaso-occlusive Crisis in Patients with Pulmonary Hypertension Secondary to Sickle Cell Anemia

In a small, prematurely terminated study of patients with pulmonary hypertension (PH) secondary to sickle cell
disease, vaso-occlusive crises requiring hospitalization were more commonly reported by patients who received
REVATIO than by those randomized to placebo. The effectiveness and safety of REVATIO in the treatment of PAH
secondary to sickle cell anemia has not been established.

6 ADVERSE REACTIONS

The following serious adverse events are discussed elsewhere in the labeling:

Mortality with pediatric use [see Warnings and Precautions (5.1) and Use in Specific Populations (8.4)]
Hypotension [see Warnings and Precautions (5.2)]

Vision loss [see Warnings and Precautions (5.5)]

Hearing loss [see Warnings and Precautions (5.6)]

Priapism [see Warnings and Precautions (5.8)]

Vaso-occlusive crisis [see Warnings and Precautions (5.9)]

6.1  Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical
trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates
observed in practice.

Safety data of REVATIO in adults were obtained from the 12-week, placebo-controlled clinical study (Study 1) and
an open-label extension study in 277 REVATIO-treated patients with PAH, WHO Group I /see Clinical Studies

(14)].

The overall frequency of discontinuation in REVATIO-treated patients on 20 mg three times a day was 3% and was
the same for the placebo group.

In Study 1, the adverse reactions that were reported by at least 3% of REVATIO-treated patients (20 mg three times
a day) and were more frequent in REVATIO-treated patients than in placebo-treated patients are shown in Table 1.
Adverse reactions were generally transient and mild to moderate in nature.



Table 1. Most Common Adverse Reactions in Patients with PAH in Study 1 (More Frequent in REVATIO-
Treated Patients than Placebo-Treated Patients and Incidence 23% in REVATIO-Treated Patients)

Placebo, % REVATIO 20 mg three times a day, % Placebo-
(n=70) (n=169) Subtracted, %
Epistaxis 1 9 8
Headache 39 46 7
Dyspepsia 7 13 6
Flushing 4 10 6
Insomnia 1 7 6
Erythema 1 6 5
Dyspnea exacerbated 3 7 4
Rhinitis 0 4 4
Diarrhea 6 9 3
Myalgia 4 7 3
Pyrexia 3 6 3
Gastritis 0 3 3
Sinusitis 0 3 3
Paresthesia 0 3 3

At doses higher than the recommended 20 mg three times a day, there was a greater incidence of some adverse
reactions including flushing, diarrhea, myalgia and visual disturbances. Visual disturbances were identified as mild
and transient, and were predominately color-tinge to vision, but also increased sensitivity to light or blurred vision.

The incidence of retinal hemorrhage with REVATIO 20 mg three times a day was 1.4% versus 0% placebo and for
all REVATIO doses studied was 1.9% versus 0% placebo. The incidence of eye hemorrhage at both 20 mg three
times a day and at all doses studied was 1.4% for REVATIO versus 1.4% for placebo. The patients experiencing
these reactions had risk factors for hemorrhage including concurrent anticoagulant therapy.

In a placebo-controlled fixed dose titration study (Study 2) of REVATIO (starting with recommended dose of 20 mg
and increased to 40 mg and then 80 mg all three times a day) as an adjunct to intravenous epoprostenol in patients
with PAH, the adverse reactions that were more frequent in the REVATIO + epoprostenol group than in the
epoprostenol group (greater than 6% difference) are shown in Table 2 [see Clinical Studies (14)].

Table 2. Adverse Reactions (%) in patients with PAH in Study 2 (incidence in REVATIO + Epoprostenol
_group at least 6% greater than Epoprostenol group)

REVATIO + (REVATIO +
Epoprostenol Epoprostenol)
Epoprostenol (n=131) minus Epoprostenol
(n=134)
Headache 57 34 23
Edema” 25 13 14
Dyspepsia 16 2 14
Pain in extremity 17 6 11
Diarrhea 25 18 7
Nausea 25 18 7
Nasal congestion 9 2 7

“ncludes peripheral edema

REVATIO Injection

REVATIO injection was studied in a 66-patient, placebo-controlled study in patients with PAH at doses targeting
plasma concentrations between 10 and 500 ng/mL (up to 8 times the exposure of the recommended dose). Adverse
events with REVATIO injection were similar to those seen with oral tablets.

6.2  Postmarketing Experience

The following adverse reactions have been identified during post approval use of sildenafil (marketed for both PAH
and erectile dysfunction). Because these reactions are reported voluntarily from a population of uncertain size, it is
not always possible to reliably estimate their frequency or establish a causal relationship to drug exposure.



Cardiovascular Events

In postmarketing experience with sildenafil at doses indicated for erectile dysfunction, serious cardiovascular,
cerebrovascular, and vascular events, including myocardial infarction, sudden cardiac death, ventricular arrhythmia,
cerebrovascular hemorrhage, transient ischemic attack, hypertension, pulmonary hemorrhage, and subarachnoid and
intracerebral hemorrhages have been reported in temporal association with the use of the drug. Most, but not all, of
these patients had preexisting cardiovascular risk factors. Many of these events were reported to occur during or
shortly after sexual activity, and a few were reported to occur shortly after the use of sildenafil without sexual
activity. Others were reported to have occurred hours to days after use concurrent with sexual activity. It is not
possible to determine whether these events are related directly to sildenafil, to sexual activity, to the patient’s
underlying cardiovascular disease, or to a combination of these or other factors.

Nervous system
Seizure, seizure recurrence

7 DRUG INTERACTIONS

Nitrates
Concomitant use of REVATIO with nitrates in any form is contraindicated [see Contraindications (4)].

Ritonavir and other Potent CYP3A Inhibitors
Concomitant use of REVATIO with ritonavir and other potent CYP3A inhibitors is not recommended [see Clinical
Pharmacology (12.3)].

Other drugs that reduce blood pressure

Alpha blockers. In drug-drug interaction studies, sildenafil (25 mg, 50 mg, or 100 mg) and the alpha-blocker
doxazosin (4 mg or 8§ mg) were administered simultaneously to patients with benign prostatic hyperplasia (BPH)
stabilized on doxazosin therapy. In these study populations, mean additional reductions of supine systolic and
diastolic blood pressure of 7/7 mmHg, 9/5 mmHg, and 8/4 mmHg, respectively, were observed. Mean additional
reductions of standing blood pressure of 6/6 mmHg, 11/4 mmHg, and 4/5 mmHg, respectively, were also observed.
There were infrequent reports of patients who experienced symptomatic postural hypotension. These reports
included dizziness and light-headedness, but not syncope.

Amlodipine. When sildenafil 100 mg oral was co-administered with amlodipine, 5 mg or 10 mg oral, to hypertensive
patients, the mean additional reduction on supine blood pressure was 8 mmHg systolic and 7 mmHg diastolic.

Monitor blood pressure when co-administering blood pressure lowering drugs with REVATIO [see Warnings and
Precautions (5.2)].

8 USE IN SPECIFIC POPULATIONS

8.1  Pregnancy
Pregnancy Category B
There are no adequate and well-controlled studies of sildenafil in pregnant women. No evidence of teratogenicity,
embryotoxicity, or fetotoxicity was observed in pregnant rats or rabbits dosed with sildenafil 200 mg/kg/day during
organogenesis, a level that is, on a mg/m2 basis, 32- and 68-times, respectively, the recommended human dose
(RHD) of 20 mg three times a day. In a rat pre- and postnatal development study, the no-observed-adverse-effect
dose was 30 mg/kg/day (equivalent to 5-times the RHD on a mg/m? basis).

8.2  Labor and Delivery
The safety and efficacy of REVATIO during labor and delivery have not been studied.

8.3  Nursing Mothers

It is not known if sildenafil or its metabolites are excreted in human breast milk. Because many drugs are excreted in
human milk, caution should be exercised when REVATIO is administered to a nursing woman.

8.4  Pediatric Use

In a randomized, double-blind, multi-center, placebo-controlled, parallel-group, dose-ranging study, 234 patients
with PAH, aged 1 to 17 years, body weight greater than or equal to 8 kg, were randomized, on the basis of body



weight, to three dose levels of REVATIO, or placebo, for 16 weeks of treatment. Most patients had mild to moderate
symptoms at baseline: WHO Functional Class I (32%), 11 (51%), III (15%), or IV (0.4%). One-third of patients had
primary PAH; two-thirds had secondary PAH (systemic-to-pulmonary shunt in 37%; surgical repair in 30%). Sixty-
two percent of patients were female. Drug or placebo was administered three times a day.

The primary objective of the study was to assess the effect of REVATIO on exercise capacity as measured by
cardiopulmonary exercise testing in pediatric patients developmentally able to perform the test (n = 115).
Administration of REVATIO did not result in a statistically significant improvement in exercise capacity in those
patients. No patients died during the 16-week controlled study.

After completing the 16-week controlled study, a patient originally randomized to REVATIO remained on his/her
dose of REVATIO or, if originally randomized to placebo, was randomized to low-, medium-, or high-dose
REVATIO. After all patients completed 16 weeks of follow-up in the controlled study, the blind was broken and
doses were adjusted as clinically indicated. Patients treated with sildenafil were followed for a median of 4.6 years
(range 2 days to 8.6 years). Mortality during the long-term study, by originally assigned dose, is shown in Figure 6:

Figure 6: Kaplan-Meier Plot of Mortality by REVATIO Dose
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During the study, there were 42 reported deaths, with 37 of these deaths reported prior to a decision to titrate subjects
to a lower dosage because of a finding of increased mortality with increasing REVATIO doses. For the survival
analysis which included 37 deaths, the hazard ratio for high dose compared to low dose was 3.9, p=0.007. Causes of
death were typical of patients with PAH. Use of REVATIO, particularly chronic use, is not recommended in
children.

8.5  Geriatric Use

Clinical studies of REVATIO did not include sufficient numbers of subjects aged 65 and over to determine whether
they respond differently from younger subjects. Other reported clinical experience has not identified differences in
responses between the elderly and younger patients. In general, dose selection for an elderly patient should be
cautious, reflecting the greater frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease
or other drug therapy [see Clinical Pharmacology (12.3)].



8.6  Patients with Hepatic Impairment

No dose adjustment for mild to moderate impairment is required. Severe impairment has not been studied /see
Clinical Pharmacology (12.3)].

8.7  Patients with Renal Impairment

No dose adjustment is required (including severe impairment CLcr < 30 mL/min) /see Clinical Pharmacology

(12.3)].

10 OVERDOSAGE

In studies with healthy volunteers of single doses up to 800 mg, adverse events were similar to those seen at lower
doses but rates and severities were increased.

In cases of overdose, standard supportive measures should be adopted as required. Renal dialysis is not expected to
accelerate clearance as sildenafil is highly bound to plasma proteins and it is not eliminated in the urine.

11 DESCRIPTION

REVATIO, phosphodiesterase-5 (PDE-5) inhibitor, is the citrate salt of sildenafil, a selective inhibitor of cyclic
guanosine monophosphate (cGMP)-specific phosphodiesterase type-5 (PDE-5). Sildenafil is also marketed as
VIAGRA" for erectile dysfunction.

Sildenafil citrate is designated chemically as 1-[[3-(6,7-dihydro-1-methyl-7-ox0-3-propyl-1H-pyrazolo [4,3-d]
pyrimidin-5-yl)-4-ethoxyphenyl] sulfonyl]-4-methylpiperazine citrate and has the following structural formula:

£Hs
N
\

0,8 \N/\[ CO,H
I\/N HOOC EOH
CH, CO,H

Sildenafil citrate is a white to off-white crystalline powder with a solubility of 3.5 mg/mL in water and a molecular
weight of 666.7.

REVATIO (sildenafil) Tablets: REVATIO is formulated as white, film-coated round tablets for oral administration.
Each tablet contains sildenafil citrate equivalent to 20 mg of sildenafil. In addition to the active ingredient, sildenafil
citrate, each tablet contains the following inactive ingredients: microcrystalline cellulose, anhydrous dibasic calcium
phosphate, croscarmellose sodium, magnesium stearate, hypromellose, titanium dioxide, lactose monohydrate, and
triacetin.

REVATIO (sildenafil) Injection: REVATIO is supplied as a clear, colorless, sterile, ready to use solution in a single-
use vial containing 10 mg/12.5 mL of sildenafil. Each mL of solution contains 1.124 mg sildenafil citrate (equivalent
to 0.8 mg sildenafil), 50.5 mg dextrose and water for injection.

REVATIO (sildenafil) for Oral Suspension: REVATIO is supplied as white to off-white powders containing 1.57 g
of sildenafil citrate (equivalent tol.12 g sildenafil) in an amber glass bottle intended for constitution. . Following
constitution with 90 mL water, the volume of the oral suspension is 112 mL and the oral suspension contains 10
mg/mL sildenafil. The inactive ingredients include sorbitol, citric acid anhydrous, sucralose, sodium citrate
dihydrate, xanthan gum, titanium dioxide, sodium benzoate, colloidal silicon dioxide anhydrous and grape flavor. In
addition to the bottle, a press-in bottle adapter and an oral dosing syringe (with 0.5 mL and 2 mL dose markings) are
provided.



12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Sildenafil is an inhibitor of cGMP specific phosphodiesterase type-5 (PDE-5) in the smooth muscle of the pulmonary
vasculature, where PDE-5 is responsible for degradation of cGMP. Sildenafil, therefore, increases cGMP within
pulmonary vascular smooth muscle cells resulting in relaxation. In patients with PAH, this can lead to vasodilation
of the pulmonary vascular bed and, to a lesser degree, vasodilatation in the systemic circulation.

Studies in vitro have shown that sildenafil is selective for PDE-5. Its effect is more potent on PDE-5 than on other
known phosphodiesterases (10-fold for PDE6, greater than 80-fold for PDE1, greater than 700-fold for PDE2, PDE3,
PDE4, PDE7, PDES, PDE9, PDE10, and PDE11). The approximately 4,000-fold selectivity for PDE-5 versus PDE3
is important because PDE3 is involved in control of cardiac contractility. Sildenafil is only about 10-fold as potent
for PDE-5 compared to PDEG6, an enzyme found in the retina and involved in the phototransduction pathway of the
retina. This lower selectivity is thought to be the basis for abnormalities related to color vision observed with higher
doses or plasma levels [see Clinical Pharmacology (12.2)].

In addition to pulmonary vascular smooth muscle and the corpus cavernosum, PDE-5 is also found in other tissues
including vascular and visceral smooth muscle and in platelets. The inhibition of PDE-5 in these tissues by sildenafil
may be the basis for the enhanced platelet anti-aggregatory activity of nitric oxide observed in vitro, and the mild
peripheral arterial-venous dilatation in vivo.

12.2 Pharmacodynamics

Effects of REVATIO on Hemodynamic Measures

Patients on all REVATIO doses achieved a statistically significant reduction in mean pulmonary arterial pressure
(mPAP) compared to those on placebo in a study with no background vasodilators /Study I in Clinical Studies (14)].
Data on other hemodynamic measures for the REVATIO 20 mg three times a day and placebo dosing regimens is
displayed in Table 3. The relationship between these effects and improvements in 6-minute walk distance is
unknown.

Table 3. Changes from Baseline in Hemodynamic Parameters at Week 12 [mean (95% CI)] for the REVATIO
20 mg Three Times a Day and Placebo Group

REVATIO 20 mg
Placebo .
(n = 65)* three times a day
(n =65)*
mPAP (mmHg) 0.6 (-0.8,2.0) -2.1(-4.3,0.0)
PVR (dyn-s/cm°) 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, 0.3)
CO (L/min) -0.1(-0.4,0.2) 0.4 (0.1, 0.7)

HR (beats/min) -1.3(4.1,14) -3.7(-5.9,-1.4)

mPAP = mean pulmonary arterial pressure; PVR= pulmonary vascular resistance; SVR = systemic vascular
resistance; RAP = right atrial pressure; CO = cardiac output; HR = heart rate
*The number of patients per treatment group varied slightly for each parameter due to missing assessments.

In another study evaluating lower doses of sildenafil 1 mg, 5 mg and 20 mg /Study 3 in Clinical Studies (14)], there
were no significant differences in the effects on hemodynamic variables between doses.

Effects of REVATIO on Blood Pressure

Single oral doses of sildenafil 100 mg administered to healthy volunteers produced decreases in supine blood
pressure (mean maximum decrease in systolic/diastolic blood pressure of 8/5 mmHg). The decrease in blood
pressure was most notable approximately 1-2 hours after dosing, and was not different from placebo at 8 hours.
Similar effects on blood pressure were noted with 25 mg, 50 mg and 100 mg doses of sildenafil, therefore the effects
are not related to dose or plasma levels within this dosage range. Larger effects were recorded among patients
receiving concomitant nitrates [see Contraindications (4)].

Single oral doses of sildenafil up to 100 mg in healthy volunteers produced no clinically relevant effects on ECG.
After chronic dosing of 80 mg three times a day to patients with PAH, no clinically relevant effects on ECG were
reported.



After chronic dosing of 80 mg three times a day sildenafil to healthy volunteers, the largest mean change from
baseline in supine systolic and supine diastolic blood pressures was a decrease of 9.0 mmHg and 8.4 mmHg,
respectively.

After chronic dosing of 80 mg three times a day sildenafil to patients with systemic hypertension, the mean change
from baseline in systolic and diastolic blood pressures was a decrease of 9.4 mmHg and 9.1 mmHg, respectively.

After chronic dosing of 80 mg three times a day sildenafil to patients with PAH, lesser reductions than above in
systolic and diastolic blood pressures were observed (a decrease in both of 2 mmHg).

Effects of REVATIO on Vision

At single oral doses of 100 mg and 200 mg, transient dose-related impairment of color discrimination (blue/green)
was detected using the Farnsworth-Munsell 100-hue test, with peak effects near the time of peak plasma levels. This
finding is consistent with the inhibition of PDE6, which is involved in phototransduction in the retina. An evaluation
of visual function at doses up to 200 mg revealed no effects of REVATIO on visual acuity, intraocular pressure, or
pupillometry.

12.3 Pharmacokinetics

Absorption and Distribution

REVATIO is rapidly absorbed after oral administration, with a mean absolute bioavailability of 41% (25-63%).
Maximum observed plasma concentrations are reached within 30 to 120 minutes (median 60 minutes) of oral dosing
in the fasted state. When REVATIO is taken with a high-fat meal, the rate of absorption is reduced, with a mean
delay in T, of 60 minutes and a mean reduction in C,,,, of 29%. The mean steady state volume of distribution (Vss)
for sildenafil is 105 L, indicating distribution into the tissues. Sildenafil and its major circulating N-desmethyl
metabolite are both approximately 96% bound to plasma proteins. Protein binding is independent of total drug
concentrations.

Bioequivalence was established between the 20 mg tablet and the 10 mg/mL oral suspension when administered as a
20 mg single oral dose of sildenafil (as citrate).

Metabolism and Excretion

Sildenafil is cleared predominantly by the CYP3A (major route) and cytochrome P450 2C9 (CYP2C9, minor route)
hepatic microsomal isoenzymes. The major circulating metabolite results from N-desmethylation of sildenafil, and
is, itself, further metabolized. This metabolite has a phosphodiesterase selectivity profile similar to sildenafil and an
in vitro potency for PDE-5 approximately 50% of the parent drug. In healthy volunteers, plasma concentrations of
this metabolite are approximately 40% of those seen for sildenafil, so that the metabolite accounts for about 20% of
sildenafil’s pharmacologic effects. In patients with PAH, however, the ratio of the metabolite to sildenafil is higher.
Both sildenafil and the active metabolite have terminal half-lives of about 4 hours.

After either oral or intravenous administration, sildenafil is excreted as metabolites predominantly in the feces
(approximately 80% of the administered oral dose) and to a lesser extent in the urine (approximately 13% of the
administered oral dose).

REVATIO Injection: The pharmacokinetic profile of REVATIO has been characterized following intravenous
administration. A 10 mg dose of REVATIO Injection is predicted to provide a pharmacological effect of sildenafil
and its N-desmethyl metabolite equivalent to that of a 20 mg oral dose.

Population Pharmacokinetics

Age, gender, race, and renal and hepatic function were included as factors assessed in the population
pharmacokinetic model to evaluate sildenafil pharmacokinetics in patients with PAH. The dataset available for the
population pharmacokinetic evaluation contained a wide range of demographic data and laboratory parameters
associated with hepatic and renal function. None of these factors had a significant impact on sildenafil
pharmacokinetics in patients with PAH.

In patients with PAH, the average steady-state concentrations were 20-50% higher when compared to those of
healthy volunteers. There was also a doubling of C,,;,, levels compared to healthy volunteers. Both findings suggest a
lower clearance and/or a higher oral bioavailability of sildenafil in patients with PAH compared to healthy
volunteers.



Geriatric Patients

Healthy elderly volunteers (65 years or over) had a reduced clearance of sildenafil, resulting in approximately 84%
and 107% higher plasma concentrations of sildenafil and its active N-desmethyl metabolite, respectively, compared
to those seen in healthy younger volunteers (18-45 years). Due to age-differences in plasma protein binding, the
corresponding increase in the AUC of free (unbound) sildenafil and its active N-desmethyl metabolite were 45% and
57%, respectively.

Renal Impairment

In volunteers with mild (CLcr = 50-80 mL/min) and moderate (CLcr = 30-49 mL/min) renal impairment, the
pharmacokinetics of a single oral dose of sildenafil (50 mg) was not altered. In volunteers with severe (CLcr less
than 30 mL/min) renal impairment, sildenafil clearance was reduced, resulting in approximately doubling of AUC
and C,,,, compared to age-matched volunteers with no renal impairment. In addition, N-desmethyl metabolite AUC
and C,,,x values were significantly increased 200 % and 79 %, respectively, in subjects with severe renal impairment
compared to subjects with normal renal function.

Hepatic Impairment

In volunteers with mild to moderate hepatic cirrhosis (Child-Pugh class A and B), sildenafil clearance was reduced,
resulting in increases in AUC (84%) and C,,.x (47%) compared to age-matched volunteers with no hepatic
impairment. Patients with severe hepatic impairment (Child-Pugh class C) have not been studied.

Drug Interaction Studies

In vitro studies

Sildenafil metabolism is principally mediated by the CYP3A (major route) and CYP2C9 (minor route) cytochrome
P450 isoforms. Therefore, inhibitors of these isoenzymes may reduce sildenafil clearance and inducers of these
isoenzymes may increase sildenafil clearance.

Sildenafil is a weak inhibitor of the cytochrome P450 isoforms 1A2, 2C9, 2C19, 2D6, 2E1 and 3A (IC50 greater
than150 pM).

Sildenafil is not expected to affect the pharmacokinetics of compounds which are substrates of these CYP enzymes
at clinically relevant concentrations.

In vivo studies

The effects of other drugs on sildenafil pharmacokinetics and the effects of sildenafil on the exposure to other drugs
are shown in Figure 7 and Figure 8, respectively.



Figure 7. Effects of Other Drugs on Sildenafil Pharmacokinetics
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Figure 8 Effects of Sildenafil on Other Drugs
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“**based on the effect of ritonavir on sildenafil PK

CYP3A Inhibitors and Beta Blockers

Population pharmacokinetic analysis of data from patients in clinical trials indicated an approximately 30% reduction
in sildenafil clearance when it was co-administered with mild/moderate CYP3A inhibitors and an approximately
34% reductions in sildenafil clearance when co-administered with beta-blockers. Sildenafil exposure at a dose of

80 mg three times a day without concomitant medication is shown to be 5-fold the exposure at a dose of 20 mg three
times a day. This concentration range covers the same increased sildenafil exposure observed in specifically-
designed drug interaction studies with CYP3A inhibitors (except for potent inhibitors such as ketoconazole,
itraconazole, and ritonavir).

REVATIO Injection: Predictions based on a pharmacokinetic model suggest that drug-drug interactions with
CYP3A inhibitors will be less than those observed after oral sildenafil administration.

CYP3A4 inducers including bosentan

Concomitant administration of potent CYP3A inducers is expected to cause substantial decreases in plasma levels of
sildenafil.

Population pharmacokinetic analysis of data from patients in clinical trials indicated approximately 3-fold the
sildenafil clearance when it was co-administered with mild CYP3A inducers.



Epoprostenol
The mean reduction of sildenafil (80 mg three times a day) bioavailability when co-administered with epoprostenol

was 28%, resulting in about 22% lower mean average steady state concentrations. Therefore, the slight decrease of
sildenafil exposure in the presence of epoprostenol is not considered clinically relevant. The effect of sildenafil on
epoprostenol pharmacokinetics is not known.

No significant interactions were shown with tolbutamide (250 mg) or warfarin (40 mg), both of which are
metabolized by CYP2C9.

Alcohol
Sildenafil (50 mg) did not potentiate the hypotensive effect of alcohol in healthy volunteers with mean maximum
blood alcohol levels of 0.08%.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Sildenafil was not carcinogenic when administered to rats for up to 24 months at 60 mg/kg/day, a dose resulting in
total systemic exposure (AUC) to unbound sildenafil and its major metabolite 33 and 37 times, for male and female
rats respectively, the human exposure at the RHD of 20 mg three times a day. Sildenafil was not carcinogenic when
administered to male and female mice for up to 21 and 18 months, respectively, at doses up to a maximally tolerated
level of 10 mg/kg/day, a dose equivalent to the RHD on a mg/m’ basis.

Sildenafil was negative in in vitro bacterial and Chinese hamster ovary cell assays to detect mutagenicity, and in
vitro human lymphocytes and in vivo mouse micronucleus assays to detect clastogenicity.

There was no impairment of fertility in male or female rats given up to 60 mg sildenafil’kg/day, a dose producing a
total systemic exposure (AUC) to unbound sildenafil and its major metabolite of 19 and 38 times for males and
females, respectively, the human exposure at the RHD of 20 mg three times a day.

14 CLINICAL STUDIES
Studies of Adults with Pulmonary Arterial Hypertension
Study 1 (REVATIO monotherapy (20 mg, 40 mg, and 80 mg three times a day))

A randomized, double-blind, placebo-controlled study of REVATIO (Study 1) was conducted in 277 patients with
PAH (defined as a mean pulmonary artery pressure of greater than or equal to 25 mmHg at rest with a pulmonary
capillary wedge pressure less than 15 mmHg). Patients were predominantly World Health Organization (WHO)
functional classes II-I1I. Allowed background therapy included a combination of anticoagulants, digoxin, calcium
channel blockers, diuretics, and oxygen. The use of prostacyclin analogues, endothelin receptor antagonists, and
arginine supplementation were not permitted. Subjects who had failed to respond to bosentan were also excluded.
Patients with left ventricular ejection fraction less than 45% or left ventricular shortening fraction less than 0.2 also
were not studied.

Patients were randomized to receive placebo (n=70) or REVATIO 20 mg (n = 69), 40 mg (n = 67) or 80 mg (n="71)
three times a day for a period of 12 weeks. They had either primary pulmonary hypertension (PPH) (63%), PAH
associated with CTD (30%), or PAH following surgical repair of left-to-right congenital heart lesions (7%). The
study population consisted of 25% men and 75% women with a mean age of 49 years (range: 18-81 years) and
baseline 6-minute walk distance between 100 and 450 meters (mean 343).

The primary efficacy endpoint was the change from baseline at week 12 (at least 4 hours after the last dose) in the 6-
minute walk distance. Placebo-corrected mean increases in walk distance of 45-50 meters were observed with all
doses of REVATIO. These increases were significantly different from placebo, but the REVATIO dose groups were
not different from each other (see Figure 9), indicating no additional clinical benefit from doses higher than 20 mg
three times a day. The improvement in walk distance was apparent after 4 weeks of treatment and was maintained at
week 8 and week 12.



Figure 9. Change from Baseline in 6-Minute Walk Distance (meters) at Weeks 4, 8, and 12 in Study 1: Mean
(95% Confidence Interval)
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Figure 10 displays subgroup efficacy analyses in Study 1 for the change from baseline in 6-Minute Walk Distance at
Week 12 including baseline walk distance, disease etiology, functional class, gender, age, and hemodynamic
parameters.

Figure 10. Placebo-Corrected Change From Baseline in 6-Minute Walk Distance (meters) at Week 12 by
study subpopulation in Study 1: Mean (95% Confidence Interval)
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Of the 277 treated patients, 259 entered a long-term, uncontrolled extension study. At the end of 1 year, 94% of these
patients were still alive. Additionally, walk distance and functional class status appeared to be stable in patients
taking REVATIO. Without a control group, these data must be interpreted cautiously.

Study 2 (REVATIO co-administered with epoprostenol)

A randomized, double-blind, placebo controlled study (Study 2) was conducted in 267 patients with PAH who were
taking stable doses of intravenous epoprostenol. Patients had to have a mean pulmonary artery pressure (mPAP)
greater than or equal to 25 mmHg and a pulmonary capillary wedge pressure (PCWP) less than or equal to 15 mmHg
at rest via right heart catheterization within 21 days before randomization, and a baseline 6-minute walk test distance
greater than or equal to 100 meters and less than or equal to 450 meters (mean 349 meters). Patients were
randomized to placebo or REVATIO (in a fixed titration starting from 20 mg, to 40 mg and then 80 mg, three times a
day) and all patients continued intravenous epoprostenol therapy.

At baseline patients had PPH (80%) or PAH secondary to CTD (20%); WHO functional class I (1%), II (26%), I1I
(67%), or IV (6%); and the mean age was 48 years, 80% were female, and 79% were Caucasian.

There was a statistically significant greater increase from baseline in 6-minute walk distance at Week 16 (primary
endpoint) for the REVATIO group compared with the placebo group. The mean change from baseline at Week 16
(last observation carried forward) was 30 meters for the REVATIO group compared with 4 meters for the placebo
group giving an adjusted treatment difference of 26 meters (95% CI: 10.8, 41.2) (p = 0.0009).

Patients on REVATIO achieved a statistically significant reduction in mPAP compared to those on placebo. A mean
placebo-corrected treatment effect of -3.9 mmHg was observed in favor of REVATIO (95% CI: -5.7, -2.1)
(p = 0.00003).

Time to clinical worsening of PAH was defined as the time from randomization to the first occurrence of a clinical
worsening event (death, lung transplantation, initiation of bosentan therapy, or clinical deterioration requiring a
change in epoprostenol therapy). Table 4 displays the number of patients with clinical worsening events in Study 2.
Kaplan-Meier estimates and a stratified log-rank test demonstrated that placebo-treated patients were 3 times more
likely to experience a clinical worsening event than REVATIO-treated patients and that REVATIO-treated patients
experienced a significant delay in time to clinical worsening versus placebo-treated patients (p = 0.0074). Kaplan-
Meier plot of time to clinical worsening is presented in Figure 11.

Table 4. Clinical Worsening Events in Study 2

Placebo REVATIO
(N =131 (N=134)
Number of subjects with clinical 23 8
worsening first event
First Event | All Events | First Event All Events

Death, n 3 4 0 0
Lung Transplantation, n 1 1 0 0
Hospitalization due to PAH, n 9 11 8 8
Clinical deterioration resulting in:

Change of Epoprostenol Dose, n 9 16 0 2

Initiation of Bosentan, n 1 1 0 0
Proportion Worsened 0.187 0.062
95% Confidence Interval (0.12-0.26) (0.02-0.10)




Figure 11. Kaplan-Meier Plot of Time (in Days) to Clinical Worsening of PAH in Study 2

100
g C
5 90 -
=
S}

Eﬂ BG,
=
)
£ 70
Gl
=
= 80
©
i
=
= 504
5}
(]
5 404
=]
=
=
= 30+
v
&
= 204
v
o
5 104
a.
Placeboe - Sildenafil
o4
T T T T T T 1
0 14 28 42 56 70 84 98 112

Day from Randomizalion

Improvements in WHO functional class for PAH were also demonstrated in subjects on REVATIO compared to
placebo. More than twice as many REVATIO-treated patients (36%) as placebo-treated patients (14%) showed an
improvement in at least one functional New York Heart Association (NYHA) class for PAH.

Study 3 (REVATIO monotherapy (1 mg, S mg, and 20 mg three times a day))

A randomized, double-blind, parallel dose study (Study 3) was planned in 219 patients with PAH. This study was
prematurely terminated with 129 subjects enrolled. Patients were required to have a mPAP greater than or equal to
25 mmHg and a PCWP less than or equal to 15 mmHg at rest via right heart catheterization within 12 weeks before
randomization, and a baseline 6-minute walk test distance greater than or equal to 100 meters and less than or equal
to 450 meters (mean 345 meters). Patients were randomized to 1 of 3 doses of REVATIO: 1 mg, 5 mg, and 20 mg,
three times a day.

At baseline patients had PPH (74%) or secondary PAH (26%); WHO functional class II (57%), I1I (41%), or IV
(2%); the mean age was 44 years; and 67% were female. The majority of subjects were Asian (67%), and 28% were
Caucasian.

The primary efficacy endpoint was the change from baseline at Week 12 (at least 4 hours after the last dose) in the 6-
minute walk distance. Similar increases in walk distance (mean increase of 38-41 meters) were observed in the 5 and
20 mg dose groups. These increases were significantly better than those observed in the 1 mg dose group (Figure 12).



Figure 12. Mean Change from Baseline in Six Minute Walk (meters) by Visit to Week 12 — ITT Population
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Study 4 (REVATIO added to bosentan therapy — lack of effect on exercise capacity)

A randomized, double-blind, placebo controlled study was conducted in 103 patients with PAH who were on
bosentan therapy for a minimum of three months. The PAH patients included those with primary PAH, and PAH
associated with CTD. Patients were randomized to placebo or sildenafil (20 mg three times a day) in combination
with bosentan (62.5-125 mg twice a day). The primary efficacy endpoint was the change from baseline at Week 12 in
6MWD. The results indicate that there is no significant difference in mean change from baseline on 6MWD observed
between sildenafil 20 mg plus bosentan and bosentan alone.

16 HOW SUPPLIED/STORAGE AND HANDLING

REVATIO tablets are supplied as white, film-coated, round tablets containing sildenafil citrate equivalent to the
nominally indicated amount of sildenafil as follows:

REVATIO Tablets
Package Configuration Strength NDC Engraving on Tablet
Bottle of 90 Tablets 20 mg 0069-4190-68 RVT20

Recommended Storage for REVATIO Tablets: Store at controlled room temperature 20°C - 25°C (68°F - 77°F) ;
excursions permitted to 15°C - 30°C (59°F -86°F) [see USP Controlled Room Temperature].




REVATIO injection is supplied as a clear, colorless, sterile, ready to use solution containing 10 mg sildenafil/12.5

mL presented in a single-use glass vial.

REVATIO Injection

Package Configuration

Strength

NDC

Vial individually packaged in a
carton

10 mg /12.5 mL

0069-0338-01

Recommended Storage for REVATIO Injection: Store at controlled room temperature 20°C - 25°C (68°F - 77°F);
excursions permitted to 15°C - 30°C (59°F - 86°F) [see USP Controlled Room Temperature].

REVATIO powder for oral suspension is supplied in amber glass bottles. Each bottle contains white to off-white
powders containing 1.57 g of sildenafil citrate (equivalent to 1.12 g sildenafil). Following constitution, the volume of
the oral suspension is 112 mL (10 mg sildenafil/mL). A 2 mL oral dosing syringe (with 0.5 mL and 2 mL dose
markings) and a press-in bottle adaptor are also provided.

REVATIO Powder for Oral Suspension

Package Configuration

Strength

NDC

Powder for oral suspension - bottle

10 mg/mL (when reconstituted)

0069-0336-21

Recommended storage for REVATIO for oral suspension: Store below 30°C (86°F) in the original package in order

to protect from moisture.

Constituted Oral Suspension

Store below 30°C (86°F) or in refrigerator at 2°C to 8°C (36° F - 46°F). Do not freeze. The shelf-life of the
constituted oral suspension is 60 days. Any remaining oral suspension should be discarded 60 days after constitution.

17 PATIENT COUNSELING INFORMATION

See FDA-approved patient labeling (Patient Information).

e Inform patients of contraindication of REVATIO with regular and/or intermittent use of organic nitrates.

e Inform patients that sildenafil is also marketed as VIAGRA for erectile dysfunction. Advise patients taking

REVATIO not to take VIAGRA or

other PDE-5 inhibitors.

e  Advise patients to seek immediate medical attention for a sudden loss of vision in one or both eyes while taking
REVATIO. Such an event may be a sign of NAION.

e Advise patients to seek prompt medical attention in the event of sudden decrease or loss of hearing while taking

REVATIO. These events may be accompanied by tinnitus and dizziness.

This product’s label may have been updated. For current full prescribing information, please visit www.pfizer.com

Distributed hy
@ Phizer Labs
Divisian of Pfzar Inc, WY, NY 10017

LAB-0313-16.0
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PATIENT INFORMATION

REVATIO® (re-VAH-tee-oh)
(sildenafil) tablets

REVATIO® (re-VAH-tee-oh)
(sildenafil)
oral suspension

Read this Patient Information before you start taking REVATIO and each time you get a refill.
There may be new information. This information does not take the place of talking with your
doctor about your medical condition or treatment. If you have any questions about REVATIO,
ask your doctor or pharmacist.

What is the most important information I should know about REVATIO?
Never take REVATIO with any nitrate or guanylate cyclase stimulator medicines. Your
blood pressure could drop quickly to an unsafe level.

Nitrate medicines include:

Medicines that treat chest pain (angina)

Nitroglycerin in any form including tablets, patches, sprays, and ointments
Isosorbide mononitrate or dinitrate

Street drugs called “poppers” (amyl nitrate or nitrite)

Guanylate cyclase stimulators include:
e Riociguat (Adempas)

Ask your doctor or pharmacist if you are not sure if you are taking a nitrate or a guanylate
cyclase stimulator medicine.

What is REVATIO?

REVATIO is a prescription medicine used in adults to treat pulmonary arterial hypertension
(PAH). With PAH, the blood pressure in your lungs is too high. Your heart has to work hard to
pump blood into your lungs.

REVATIO improves the ability to exercise and can slow down worsening changes in your physical
condition.

e REVATIO is not for use in children

e Adding REVATIO to another medication used to treat PAH, bosentan (Tracleer®), does not
result in improvement in your ability to exercise.

REVATIO contains the same medicine as VIAGRA® (sildenafil), which is used to treat erectile
dysfunction (impotence). Do not take REVATIO with VIAGRA or other PDE-5 inhibitors.

Who should not take REVATIO?

Do not take REVATIO if you:

e take nitrate medicines. See "What is the most important information I should know
about REVATIO?”



e take guanylate cyclase stimulator medicines. See "What is the most important
information I should know about REVATIO?”

e are allergic to sildenafil or any other ingredient in REVATIO. See "What are the ingredients
in REVATIO?"” at the end of this leaflet.

What should I tell my doctor before taking REVATIO?

Tell your doctor about all of your medical conditions, including if you

e have heart problems such as angina (chest pain), heart failure, irregular heartbeats, or have
had a heart attack

e have a disease called pulmonary veno-occlusive disease (PVOD)

¢ have high or low blood pressure or blood circulation problems

e have an eye problem called retinitis pigmentosa

e have or had loss of sight in one or both eyes

e have any problem with the shape of your penis or Peyronie’s disease

e have any blood cell problems such sickle cell anemia

e have a stomach ulcer or any bleeding problems

e are pregnant or planning to become pregnant. It is not known if REVATIO could harm your
unborn baby.

e are breastfeeding. It is not known if REVATIO passes into your breast milk or if it could harm
your baby.

Tell your doctor about all of the medicines you take, including prescription and non-
prescription medicines, vitamins, and herbal products. REVATIO and certain other
medicines can cause side effects if you take them together. The doses of some of your
medicines may need to be adjusted while you take REVATIO.

Especially tell your doctor if you take

e Nitrate medicines. See "What is the most important information I should know about
REVATIO?”

e Riociguat (Adempas). See “What is the most important information I should know about
REVATIO?”

« Ritonavir (Norvir®) or other medicines used to treat HIV infection

« Ketoconazole (Nizoral®)

e Itraconazole (Sporanox)

¢ High blood pressure medicine

Know the medicines you take. Keep a list of your medicines and show it to your doctor and
pharmacist when you get a new medicine.

How should I take REVATIO?

e Take REVATIO exactly as your doctor tells you.

REVATIO may be prescribed to you as

e REVATIO tablets or REVATIO oral suspension

e Take REVATIO tablet or oral suspension 3 times a day about 4 to 6 hours apart

e Take REVATIO tablets or oral suspension at the same times every day.

e REVATIO oral suspension will be mixed for you by your pharmacist. Do not mix REVATIO oral
suspension with other medicine or flavoring. Shake well for at least 10 seconds before each
dose.

e If you miss a dose, take it as soon as you remember. If it is close to your next dose, skip the
missed dose, and take your next dose at the regular time.

e Do not take more than one dose of REVATIO at a time.



e Do not change your dose or stop taking REVATIO on your own. Talk to your doctor first.
¢ If you take too much REVATIO, call your doctor or go to the nearest hospital
emergency room.

What are the possible side effects of REVATIO?

e low blood pressure. Low blood pressure may cause you to feel faint or dizzy. Lie down if you
feel faint or dizzy.

e more shortness of breath than usual. Tell your doctor if you get more short of breath after
you start REVATIO. More shortness of breath than usual may be due to your underlying
medical condition.

e decreased eyesight or loss of sight in one or both eyes (NAION). If you notice a sudden
decrease or loss of eyesight, talk to your doctor right away.

e sudden decrease or loss of hearing. If you notice a sudden decrease or loss of hearing, talk
to your doctor right away. It is not possible to determine whether these events are related
directly to this class of oral medicines, including REVATIO, or to other diseases or medicines, to
other factors, or to a combination of factors.

¢ heart attack, stroke, irregular heartbeats, and death. Most of these happened in men
who already had heart problems.

o erections that last several hours. If you have an erection that lasts more than 4 hours, get
medical help right away. If it is not treated right away, priapism can permanently damage your
penis.

The most common side effects with REVATIO include:

Nosebleed, headache, upset stomach, getting red or hot in the face (flushing), trouble sleeping,
as well as fever, erection increased, respiratory infection, nausea, vomiting, bronchitis,
pharyngitis, runny nose, and pneumonia in children.

Tell your doctor if you have any side effect that bothers you or doesn’t go away.

These are not all the possible side effects of REVATIO. For more information, ask your
doctor or pharmacist.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-
800-FDA-1088.

How should I store REVATIO?

. Store REVATIO tablets at controlled room temperature, between 20°C -25°C (68°F to 77°F).

. Store REVATIO constituted oral suspension below 30°C (86°F) or in a refrigerator between
2°C to 8°C (36°F to 46°F).

. Do not freeze REVATIO oral suspension.

. Throw away REVATIO oral suspension after 60 days.

. Keep REVATIO and all medicines away from children.

General information about REVATIO

Medicines are sometimes prescribed for purposes that are not in the patient leaflet. Do not use
REVATIO for a condition for which it was not prescribed. Do not give REVATIO to other people,
even if they have the same symptoms you have. It could harm them.

This patient leaflet summarizes the most important information about REVATIO. If you would
like more information about REVATIO talk with your doctor. You can ask

your doctor or pharmacist for information about REVATIO that is written for health professionals.
For more information go to www.REVATIO.com or call 1-800-879-3477.



http://www.revatio.com/

What are the ingredients in REVATIO?

REVATIO tablets

Active ingredients: sildenafil citrate

Inactive ingredients: microcrystalline cellulose, anhydrous dibasic calcium phosphate,
croscarmellose sodium, magnesium stearate, hypromellose, titanium dioxide, lactose
monohydrate, and triacetin

REVATIO for oral suspension

Active ingredients: sildenafil citrate

Inactive ingredients: sorbitol, citric acid anhydrous, sucralose, sodium citrate dihydrate,
xanthan gum, titanium dioxide , sodium benzoate, colloidal silicon dioxide anhydrous, and grape
flavor

This product’s label may have been updated. For current full prescribing information, please visit
www.pfizer.com

This Patient Information has been approved by the U.S. Food and Drug Administration

Distribited by
@ Pfizer Labs
Divizian of Pfzer Inc, MY, NY 10017

LAB-0335-10.0
April 2015
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Instructions for Use

REVATIO® (re-VAH-tee-oh)
(sildenafil) oral suspension

Read this Instructions for Use for REVATIO oral suspension before you start taking and each
time you get a refill. There may be new information. This information does not take the place of
talking to your doctor about your medical condition or your treatment.

Important information:

e Your pharmacist should tell you how to measure REVATIO oral suspension by using the
oral syringe provided in the pack.

e REVATIO oral suspension should only be given using the oral syringe supplied with each
pack.

e REVATIO for oral suspension should not be mixed with any other medicine or flavoring.

Supplies you will need to take REVATIO oral suspension:
e Bottle of REVATIO oral suspension with syringe adaptor fitted in neck of bottle
e Oral syringe (as supplied by pharmacist). (See Figure A)

Cap
[l ——Tip
Syringe Adaptor .
0.5mL
—— Barrel
| Bottle of Zn
REVATIO oral
suspension
\ J E — Plunger
Figure A

1. Shake the bottle of REVATIO oral suspension for 10 seconds before each use. (See Figure
B)

2. Remove the cap. Open the bottle by pushing downward on the cap and twisting it in the
direction of the arrow (counter-clockwise). (See Figure B)



Figure B

3. Insert the tip of the oral syringe into the adaptor while the bottle is upright, on a flat
surface. Fully push down (depress) the plunger of the syringe. (See Figure C)

Figure C

4. Turn the bottle upside down while holding the oral syringe in place. Slowly pull back the
plunger of the oral syringe until the bottom of the plunger is even with the graduation
markings on the syringe for the prescribed dose for you. Take your dose of REVATIO oral
suspension exactly as prescribed by your doctor. If air bubbles can be seen, slowly push

the oral suspension in the syringe back into the bottle. Repeat steps 3 and 4. (See Figure
D)



Figure D

5. Turn the bottle back upright with the oral syringe still in place. Remove the oral syringe
from the bottle by pulling straight up on the barrel of the oral dosing syringe. (See
Figure E)

Figure E

6. Put the tip of the oral syringe into your mouth. Point the tip of the oral syringe towards
the inside of the cheek. Slowly push down the plunger of the oral syringe. (See Figure F)



Figure F

7. Replace the cap on the bottle, leaving the bottle adaptor in place. Wash the oral syringe
as instructed below.

8. The syringe should be washed after each dose. Pull the plunger out of the barrel and
rinse both parts with water. (See Figure G)

Figure G

9. Dry all parts with a clean paper towel. Push the plunger back into the barrel. Store the
syringe with REVATIO oral suspension in a clean safe place.

Administer REVATIO oral suspension using the oral syringe supplied with each pack. Refer to the
patient instructions for use for more detailed instructions for use. Discard any unused
suspension after the expiration date written on the bottle.

How should I store REVATIO?

. Store REVATIO constituted oral suspension below 30°C (86°F) or in a refrigerator between
2°C to 8°C (36°F to46°F).

. Do not freeze REVATIO oral suspension

. Throw away (discard) REVATIO oral suspension after 60 days.



. Keep REVATIO and all medicines away from children.

This Instruction for Use has been approved by the U.S. Food and Drug Administration.

This product’s label may have been updated. For current full prescribing information, please visit
www.pfizer.com

Distributed by

|
@ Phizer Labs

Division af Pfzer Inc, MY, NY 10017

LAB-0575-3.0
January 2014

Issued Jan/2014
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Revatio 20 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains 20 mg of sildenafil (as citrate).
Excipient(s) with known effect

Each tablet also contains 0.7 mg of lactose.
For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet.

White, round, biconvex film-coated tablets marked “PFIZER” on one side and “RVT 20”on the other.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Adults

Treatment of adult patients with pulmonary arterial hypertension classified as WHO functional class
II and I1I, to improve exercise capacity. Efficacy has been shown in primary pulmonary hypertension
and pulmonary hypertension associated with connective tissue disease.

Paediatric population

Treatment of paediatric patients aged 1 year to 17 years old with pulmonary arterial hypertension.
Efficacy in terms of improvement of exercise capacity or pulmonary haemodynamics has been shown
in primary pulmonary hypertension and pulmonary hypertension associated with congenital heart
disease (see section 5.1).

4.2 Posology and method of administration

Treatment should only be initiated and monitored by a physician experienced in the treatment of
pulmonary arterial hypertension. In case of clinical deterioration in spite of Revatio treatment,
alternative therapies should be considered.

Posology

Adults

The recommended dose is 20 mg three times a day (TID). Physicians should advise patients who
forget to take Revatio to take a dose as soon as possible and then continue with the normal dose.
Patients should not take a double dose to compensate for the missed dose.

Paediatric population (1 year to 17 years)

For paediatric patients aged 1 year to 17 years old, the recommended dose in patients <20 kg is 10 mg
three times a day and for patients > 20 kg is 20 mg three times a day. Higher than recommended doses
should not be used in paediatric patients with PAH (see also sections 4.4 and 5.1). The 20 mg tablet
should not be used in cases where 10 mg TID should be administered in younger patients. Other
pharmaceutical forms are available for administration to patients < 20 kg and other younger patients
who are not able to swallow tablets.




Patients using other medicinal products

In general, any dose adjustment should be administered only after a careful benefit-risk assessment. A
downward dose adjustment to 20 mg twice daily should be considered when sildenafil is
co-administered to patients already receiving CYP3A4 inhibitors like erythromycin or saquinavir. A
downward dose adjustment to 20 mg once daily is recommended in case of co-administration with
more potent CYP3A4 inhibitors clarithromycin, telithromycin and nefazodone. For the use of
sildenafil with the most potent CYP3A4 inhibitors, see section 4.3. Dose adjustments for sildenafil
may be required when co-administered with CYP3A4 inducers (see section 4.5).

Special populations

Elderly (= 65 years)
Dose adjustments are not required in elderly patients. Clinical efficacy as measured by 6-minute walk
distance could be less in elderly patients.

Renal impairment

Initial dose adjustments are not required in patients with renal impairment, including severe renal
impairment (creatinine clearance < 30 ml/min). A downward dose adjustment to 20 mg twice daily
should be considered after a careful benefit-risk assessment only if therapy is not well-tolerated.

Hepatic impairment

Initial dose adjustments are not required in patients with hepatic impairment (Child-Pugh class A and
B). A downward dose adjustment to 20 mg twice daily should be considered after a careful
benefit-risk assessment only if therapy is not well-tolerated.

Revatio is contraindicated in patients with severe hepatic impairment (Child-Pugh class C) (see
section 4.3).

Paediatric population
The safety and efficacy of Revatio in children below 1 year of age has not been established. No data
are available.

Discontinuation of treatment

Limited data suggests that the abrupt discontinuation of Revatio is not associated with rebound
worsening of pulmonary arterial hypertension. However to avoid the possible occurrence of sudden
clinical deterioration during withdrawal, a gradual dose reduction should be considered. Intensified
monitoring is recommended during the discontinuation period.

Method of administration
Revatio is for oral use only. Tablets should be taken approximately 6 to 8 hours apart with or without
food.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

Co-administration with nitric oxide donors (such as amyl nitrite) or nitrates in any form due to the
hypotensive effects of nitrates (see section 5.1).

The co-administration of PDES inhibitors, including sildenafil, with guanylate cyclase stimulators,
such as riociguat, is contraindicated as it may potentially lead to symptomatic hypotension (see
section 4.5).

Combination with the most potent of the CYP3A4 inhibitors (eg, ketoconazole, itraconazole,
ritonavir) (see section 4.5).



Patients who have loss of vision in one eye because of non-arteritic anterior ischaemic optic
neuropathy (NAION), regardless of whether this episode was in connection or not with previous
PDES inhibitor exposure (see section 4.4).

The safety of sildenafil has not been studied in the following sub-groups of patients and its use is
therefore contraindicated:

Severe hepatic impairment,

Recent history of stroke or myocardial infarction,

Severe hypotension (blood pressure < 90/50 mmHg) at initiation.

4.4 Special warnings and precautions for use

The efficacy of Revatio has not been established in patients with severe pulmonary arterial
hypertension (functional class IV). If the clinical situation deteriorates, therapies that are
recommended at the severe stage of the disease (eg, epoprostenol) should be considered (see section
4.2). The benefit-risk balance of sildenafil has not been established in patients assessed to be at WHO
functional class I pulmonary arterial hypertension.

Studies with sildenafil have been performed in forms of pulmonary arterial hypertension related to
primary (idiopathic), connective tissue disease associated or congenital heart disease associated forms
of PAH (see section 5.1). The use of sildenafil in other forms of PAH is not recommended.

In the long term paediatric extension study, an increase in deaths was observed in patients
administered doses higher than the recommended dose. Therefore, doses higher than the
recommended doses should not be used in paediatric patients with PAH (see also sections 4.2 and
5.D).

Retinitis pigmentosa

The safety of sildenafil has not been studied in patients with known hereditary degenerative retinal
disorders such as retinitis pigmentosa (a minority of these patients have genetic disorders of retinal
phosphodiesterases) and therefore its use is not recommended.

Vasodilatory action

When prescribing sildenafil, physicians should carefully consider whether patients with certain
underlying conditions could be adversely affected by sildenafil’s mild to moderate vasodilatory
effects, for example patients with hypotension, patients with fluid depletion, severe left ventricular
outflow obstruction or autonomic dysfunction (see section 4.4).

Cardiovascular risk factors

In post-marketing experience with sildenafil for male erectile dysfunction, serious cardiovascular
events, including myocardial infarction, unstable angina, sudden cardiac death, ventricular
arrhythmia, cerebrovascular haemorrhage, transient ischaemic attack, hypertension and hypotension
have been reported in temporal association with the use of sildenafil. Most, but not all, of these
patients had pre-existing cardiovascular risk factors. Many events were reported to occur during or
shortly after sexual intercourse and a few were reported to occur shortly after the use of sildenafil
without sexual activity. It is not possible to determine whether these events are related directly to
these factors or to other factors.

Priapism

Sildenafil should be used with caution in patients with anatomical deformation of the penis (such as
angulation, cavernosal fibrosis or Peyronie’s disease), or in patients who have conditions which may
predispose them to priapism (such as sickle cell anaemia, multiple myeloma or leukaemia).

Prolonged erections and priapism have been reported with sildenafil in post-marketing experience. In
the event of an erection that persists longer than 4 hours, the patient should seek immediate medical
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assistance. If priapism is not treated immediately, penile tissue damage and permanent loss of potency
could result (see section 4.8).

Vaso-occlusive crises in patients with sickle cell anaemia

Sildenafil should not be used in patients with pulmonary hypertension secondary to sickle cell
anaemia. In a clinical study events of vaso-occlusive crises requiring hospitalisation were reported
more commonly by patients receiving Revatio than those receiving placebo leading to the premature
termination of this study.

Visual events

Cases of visual defects have been reported spontaneously in connection with the intake of sildenafil
and other PDES inhibitors. Cases of non-arteritic anterior ischaemic optic neuropathy, a rare
condition, have been reported spontaneously and in an observational study in connection with the
intake of sildenafil and other PDES inhibitors (see section 4.8). In the event of any sudden visual
defect, the treatment should be stopped immediately and alternative treatment should be considered
(see section 4.3).

Alpha-blockers
Caution is advised when sildenafil is administered to patients taking an alpha-blocker as the

co-administration may lead to symptomatic hypotension in susceptible individuals (see section 4.5). In
order to minimise the potential for developing postural hypotension, patients should be
haemodynamically stable on alpha-blocker therapy prior to initiating sildenafil treatment. Physicians
should advise patients what to do in the event of postural hypotensive symptoms.

Bleeding disorders

Studies with human platelets indicate that sildenafil potentiates the antiaggregatory effect of sodium
nitroprusside in vitro. There is no safety information on the administration of sildenafil to patients
with bleeding disorders or active peptic ulceration. Therefore sildenafil should be administered to
these patients only after careful benefit-risk assessment.

Vitamin K antagonists

In pulmonary arterial hypertension patients, there may be a potential for increased risk of bleeding
when sildenafil is initiated in patients already using a Vitamin K antagonist, particularly in patients
with pulmonary arterial hypertension secondary to connective tissue disease.

Veno-occlusive disease

No data are available with sildenafil in patients with pulmonary hypertension associated with
pulmonary veno-occlusive disease. However, cases of life threatening pulmonary oedema have been
reported with vasodilators (mainly prostacyclin) when used in those patients. Consequently, should
signs of pulmonary oedema occur when sildenafil is administered in patients with pulmonary
hypertension, the possibility of associated veno-occlusive disease should be considered.

Galactose intolerance

Lactose monohydrate is present in the tablet film coat. Patients with rare hereditary problems of
galactose intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption should not take
this medicine.

Use of sildenafil with bosentan
The efficacy of sildenafil in patients already on bosentan therapy has not been conclusively
demonstrated (see sections 4.5 and 5.1).

Concomitant use with other PDES inhibitors

The safety and efficacy of sildenafil when co-administered with other PDES inhibitor products,
including Viagra, has not been studied in PAH patients and such concomitant use is not recommended
(see section 4.5).




4.5 Interaction with other medicinal products and other forms of interaction

Effects of other medicinal products on sildenafil

In vitro studies

Sildenafil metabolism is principally mediated by the cytochrome P450 (CYP) isoforms 3A4 (major
route) and 2C9 (minor route). Therefore, inhibitors of these isoenzymes may reduce sildenafil
clearance and inducers of these isoenzymes may increase sildenafil clearance. For dose
recommendations, see sections 4.2 and 4.3.

In vivo studies
Co-administration of oral sildenafil and intravenous epoprostenol has been evaluated (see sections 4.8
and 5.1).

The efficacy and safety of sildenafil co-administered with other treatments for pulmonary arterial
hypertension (eg, ambrisentan, iloprost) has not been studied in controlled clinical trials. Therefore,
caution is recommended in case of co-administration.

The safety and efficacy of sildenafil when co-administered with other PDES inhibitors has not been
studied in pulmonary arterial hypertension patients (see section 4.4).

Population pharmacokinetic analysis of pulmonary arterial hypertension clinical trial data indicated a
reduction in sildenafil clearance and/or an increase of oral bioavailability when co-administered with
CYP3A4 substrates and the combination of CYP3A4 substrates and beta-blockers. These were the
only factors with a statistically significant impact on sildenafil pharmacokinetics in patients with
pulmonary arterial hypertension. The exposure to sildenafil in patients on CYP3A4 substrates and
CYP3A4 substrates plus beta-blockers was 43 % and 66 % higher, respectively, compared to patients
not receiving these classes of medicines. Sildenafil exposure was 5-fold higher at a dose of 80 mg
three times a day compared to the exposure at a dose of 20 mg three times a day. This concentration
range covers the increase in sildenafil exposure observed in specifically designed drug interaction
studies with CYP3 A4 inhibitors (except with the most potent of the CYP3 A4 inhibitors eg,
ketoconazole, itraconazole, ritonavir).

CYP3A4 inducers seemed to have a substantial impact on the pharmacokinetics of sildenafil in
pulmonary arterial hypertension patients, which was confirmed in the in-vivo interaction study with
CYP3A4 inducer bosentan.

Co-administration of bosentan (a moderate inducer of CYP3A4, CYP2C9 and possibly of CYP2C19)
125 mg twice daily with sildenafil 80 mg three times a day (at steady state) concomitantly
administered during 6 days in healthy volunteers resulted in a 63 % decrease of sildenafil AUC. A
population pharmacokinetic analysis of sildenafil data from adult PAH patients in clinical trials
including a 12 week study to assess the efficacy and safety of oral sildenafil 20 mg three times a day
when added to a stable dose of bosentan (62.5 mg — 125 mg twice a day) indicated a decrease in
sildenafil exposure with bosentan co-administration, similar to that observed in healthy volunteers
(see sections 4.4 and 5.1).

Efficacy of sildenafil should be closely monitored in patients using concomitant potent CYP3A4
inducers, such as carbamazepine, phenytoin, phenobarbital, St John’s wort and rifampicine.

Co-administration of the HIV protease inhibitor ritonavir, which is a highly potent P450 inhibitor, at
steady state (500 mg twice daily) with sildenafil (100 mg single dose) resulted in a 300 % (4-fold)
increase in sildenafil C,,,, and a 1,000 % (11-fold) increase in sildenafil plasma AUC. At 24 hours, the
plasma levels of sildenafil were still approximately 200 ng/ml, compared to approximately 5 ng/ml
when sildenafil was administered alone. This is consistent with ritonavir’s marked effects on a broad
range of P450 substrates. Based on these pharmacokinetic results co-administration of sildenafil with
ritonavir is contraindicated in pulmonary arterial hypertension patients (see section 4.3).
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Co-administration of the HIV protease inhibitor saquinavir, a CYP3A4 inhibitor, at steady state
(1200 mg three times a day) with sildenafil (100 mg single dose) resulted in a 140 % increase in
sildenafil C,,,x and a 210 % increase in sildenafil AUC. Sildenafil had no effect on saquinavir
pharmacokinetics. For dose recommendations, see section 4.2.

When a single 100 mg dose of sildenafil was administered with erythromycin, a moderate CYP3A4
inhibitor, at steady state (500 mg twice daily for 5 days), there was a 182 % increase in sildenafil
systemic exposure (AUC). For dose recommendations, see section 4.2. In healthy male volunteers,
there was no evidence of an effect of azithromycin (500 mg daily for 3 days) on the AUC, Ciax, Tinaxs
elimination rate constant, or subsequent half-life of sildenafil or its principal circulating metabolite.
No dose adjustment is required. Cimetidine (800 mg), a cytochrome P450 inhibitor and a non-specific
CYP3A4 inhibitor, caused a 56 % increase in plasma sildenafil concentrations when co-administered
with sildenafil (50 mg) to healthy volunteers. No dose adjustment is required.

The most potent of the CYP3A4 inhibitors such as ketoconazole and itraconazole would be expected
to have effects similar to ritonavir (see section 4.3). CYP3A4 inhibitors like clarithromycin,
telithromycin and nefazodone are expected to have an effect in between that of ritonavir and CYP3A4
inhibitors like saquinavir or erythromycin, a seven-fold increase in exposure is assumed. Therefore
dose adjustments are recommended when using CYP3A4 inhibitors (see section 4.2).

The population pharmacokinetic analysis in pulmonary arterial hypertension patients suggested that
co-administration of beta-blockers in combination with CYP3A4 substrates might result in an
additional increase in sildenafil exposure compared with administration of CYP3A4 substrates alone.

Grapefruit juice is a weak inhibitor of CYP3A4 gut wall metabolism and may give rise to modest
increases in plasma levels of sildenafil. No dose adjustment is required but the concomitant use of

sildenafil and grapefruit juice is not recommended.

Single doses of antacid (magnesium hydroxide/aluminium hydroxide) did not affect the
bioavailability of sildenafil.

Co-administration of oral contraceptives (ethinyloestradiol 30 pg and levonorgestrel 150 pg) did not
affect the pharmacokinetics of sildenafil.

Nicorandil is a hybrid of potassium channel activator and nitrate. Due to the nitrate component it has
the potential to have serious interaction with sildenafil (see section 4.3).

Effects of sildenafil on other medicinal products

In vitro studies
Sildenafil is a weak inhibitor of the cytochrome P450 isoforms 1A2, 2C9, 2C19, 2D6, 2E1 and 3A4
(ICs0 > 150 uM).

There are no data on the interaction of sildenafil and non-specific phosphodiesterase inhibitors such
as theophylline or dipyridamole.

In vivo studies
No significant interactions were shown when sildenafil (50 mg) was co-administered with

tolbutamide (250 mg) or warfarin (40 mg), both of which are metabolised by CYP2C9.

Sildenafil had no significant effect on atorvastatin exposure (AUC increased 11 %), suggesting that
sildenafil does not have a clinically relevant effect on CYP3A4.

No interactions were observed between sildenafil (100 mg single dose) and acenocoumarol.



Sildenafil (50 mg) did not potentiate the increase in bleeding time caused by acetyl salicylic acid
(150 mg).

Sildenafil (50 mg) did not potentiate the hypotensive effects of alcohol in healthy volunteers with
mean maximum blood alcohol levels of 80 mg/dl.

In a study of healthy volunteers sildenafil at steady state (80 mg three times a day) resulted in a 50 %
increase in bosentan AUC (125 mg twice daily). A population pharmacokinetic analysis of data from
a study of adult PAH patients on background bosentan therapy (62.5 mg - 125 mg twice a day)
indicated an increase (20% (95% CI: 9.8 - 30.8)) of bosentan AUC with co-administration of steady-
state sildenafil (20 mg three times a day) of a smaller magnitude than seen in healthy volunteers when
co-administered with 80 mg sildenafil three times a day (see sections 4.4 and 5.1).

In a specific interaction study, where sildenafil (100 mg) was co-administered with amlodipine in
hypertensive patients, there was an additional reduction on supine systolic blood pressure of 8§ mmHg.
The corresponding additional reduction in supine diastolic blood pressure was 7 mmHg. These
additional blood pressure reductions were of a similar magnitude to those seen when sildenafil was
administered alone to healthy volunteers.

In three specific drug-drug interaction studies, the alpha-blocker doxazosin (4 mg and 8 mg) and
sildenafil (25 mg, 50 mg, or 100 mg) were administered simultaneously to patients with benign
prostatic hyperplasia (BPH) stabilized on doxazosin therapy. In these study populations, mean
additional reductions of supine systolic and diastolic blood pressure of 7/7 mmHg, 9/5 mmHg, and
8/4 mmHg, respectively, and mean additional reductions of standing blood pressure of 6/6 mmHg,
11/4 mmHg, and 4/5 mmHg, respectively were observed. When sildenafil and doxazosin were
administered simultaneously to patients stabilized on doxazosin therapy, there were infrequent reports
of patients who experienced symptomatic postural hypotension. These reports included dizziness and
lightheadedness, but not syncope. Concomitant administration of sildenafil to patients taking
alpha-blocker therapy may lead to symptomatic hypotension in susceptible individuals (see section
4.4).

Sildenafil (100 mg single dose) did not affect the steady state pharmacokinetics of the HIV protease
inhibitor saquinavir, which is a CYP3A4 substrate/inhibitor.

Consistent with its known effects on the nitric oxide/cGMP pathway (see section 5.1), sildenafil was
shown to potentiate the hypotensive effects of nitrates, and its co-administration with nitric oxide
donors or nitrates in any form is therefore contraindicated (see section 4.3).

Riociguat: Preclinical studies showed additive systemic blood pressure lowering effect when PDES5
inhibitors were combined with riociguat. In clinical studies, riociguat has been shown to augment the
hypotensive effects of PDES inhibitors. There was no evidence of favourable clinical effect of the
combination in the population studied. Concomitant use of riociguat with PDES inhibitors, including
sildenafil, is contraindicated (see section 4.3).

Sildenafil had no clinically significant impact on the plasma levels of oral contraceptives
(ethinyloestradiol 30 ug and levonorgestrel 150 pg).

Paediatric population
Interaction studies have only been performed in adults.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential and contraception in males and females
Due to lack of data on effects of Revatio in pregnant women, Revatio is not recommended for women
of childbearing potential unless also using appropriate contraceptive measures.




Pregnancy
There are no data from the use of sildenafil in pregnant women. Animal studies do not indicate direct

or indirect harmful effects with respect to pregnancy and embryonal/foetal development. Studies in
animals have shown toxicity with respect to postnatal development (see section 5.3).

Due to lack of data, Revatio should not be used in pregnant women unless strictly necessary.

Breast-feeding
It is not known whether sildenafil enters the breast milk. Revatio should not be administered to

breast-feeding mothers.

Fertility
Non-clinical data revealed no special hazard for humans based on conventional studies of fertility (see
section 5.3).

4.7 Effects on ability to drive and use machines
Revatio has moderate influence on the ability to drive and use machines.

As dizziness and altered vision were reported in clinical trials with sildenafil, patients should be
aware of how they might be affected by Revatio, before driving or using machines.

4.8 Undesirable effects

Summary of the safety profile

In the pivotal placebo-controlled study of Revatio in pulmonary arterial hypertension, a total of

207 patients were randomized to and treated with 20 mg, 40 mg, or 80 mg TID doses of Revatio and
70 patients were randomized to placebo. The duration of treatment was 12 weeks. The overall
frequency of discontinuation in sildenafil treated patients at doses of 20 mg, 40 mg and 80 mg TID
was 2.9 %, 3.0 % and 8.5 % respectively, compared to 2.9 % with placebo. Of the 277 subjects treated
in the pivotal study, 259 entered a long-term extension study. Doses up to 80 mg three times a day

(4 times the recommended dose of 20 mg three times a day) were administered and after 3 years 87 %
of 183 patients on study treatment were receiving Revatio 80 mg TID.

In a placebo-controlled study of Revatio as an adjunct to intravenous epoprostenol in pulmonary
arterial hypertension, a total of 134 patients were treated with Revatio (in a fixed titration starting
from 20 mg, to 40 mg and then 80 mg, three times a day, as tolerated) and epoprostenol, and

131 patients were treated with placebo and epoprostenol. The duration of treatment was 16 weeks.
The overall frequency of discontinuations in sildenafil/epoprostenol treated patients due to adverse
events was 5.2 % compared to 10.7 % in the placebo/epoprostenol treated patients. Newly reported
adverse reactions, which occurred more frequently in the sildenafil/ epoprostenol group, were ocular
hyperaemia, vision blurred, nasal congestion, night sweats, back pain and dry mouth. The known
adverse reactions headache, flushing, pain in extremity and oedema were noted in a higher frequency
in sildenafil/epoprostenol treated patients compared to placebo/epoprostenol treated patients. Of the
subjects who completed the initial study, 242 entered a long-term extension study. Doses up to 80 mg
TID were administered and after 3 years 68 % of 133 patients on study treatment were receiving
Revatio 80 mg TID.

In the twoplacebo-controlled studies adverse events were generally mild to moderate in severity. The
most commonly reported adverse reactions that occurred (greater or equal to 10 %) on Revatio
compared to placebo were headache, flushing, dyspepsia, diarrhoea and pain in extremity.

Tabulated list of adverse reactions

Adverse reactions which occurred in > 1 % of Revatio-treated patients and were more frequent (> 1 %
difference) on Revatio in the pivotal study or in the Revatio combined data set of both the
placebo-controlled studies in pulmonary arterial hypertension, at doses of 20, 40 or 80 mg TID are

9



listed in the table below by class and frequency grouping (very common (> 1/10), common (> 1/100 to
< 1/10), uncommon (= 1/1000 to < 1/100) and not known (cannot be estimated from the available
data). Within each frequency grouping, adverse reactions are presented in order of decreasing
seriousness.

Reports from post-marketing experience are included in italics.

MedDRA system organ class (V.14.0) Adverse reaction
Infections and infestations
Common cellulitis, influenza, bronchitis,

sinusitis, rhinitis, gastroenteritis
Blood and lymphatic system disorders

Common anaemia

Metabolism and nutrition disorders

Common fluid retention

Psychiatric disorders

Common insomnia, anxiety

Nervous system disorders

Very common headache

Common migraine, tremor, paraesthesia, burning

sensation, hypoaesthesia

Eye disorders

Common retinal haemorrhage, visual
impairment, vision blurred,
photophobia, chromatopsia, cyanopsia,
eye irritation, ocular hyperaemia

Uncommon visual acuity reduced, diplopia,
abnormal sensation in eye
Not known Non-arteritic anterior ischaemic optic

neuropathy (NAION)*, Retinal
vascular occlusion™, Visual field

defect*
Ear and labyrinth disorders
Common vertigo
Not known sudden hearing loss
Vascular disorders
Very common flushing
Not Known hypotension
Respiratory, thoracic and mediastinal disorders
Common epistaxis, cough, nasal congestion
Gastrointestinal disorders
Very common diarrhoea, dyspepsia
Common gastritis, gastrooesophageal reflux

disease, haemorrhoids, abdominal
distension, dry mouth
Skin and subcutaneous tissue disorders

Common alopecia, erythema, night sweats

Not known rash

Musculoskeletal and connective tissue disorders

Very common pain in extremity

Common myalgia, back pain

Renal and urinary disorders

Uncommon haematuria

Reproductive system and breast disorders

Uncommon penile haemorrhage, haematospermia,
gynaecomastia
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Not known priapism, erection increased
General disorders and administration site

conditions

Common pyrexia

*These adverse events/reactions have been reported in patients taking sildenafil for the treatment of male erectile dysfunction (MED).

Paediatric population

In the placebo-controlled study of Revatio in patients 1 to 17 years of age with pulmonary arterial
hypertension, a total of 174 patients were treated three times a day with either low (10 mg in patients
> 20 kg; no patients < 20 kg received the low dose), medium (10 mg in patients > 8-20 kg; 20 mg in
patients > 20-45 kg; 40 mg in patients > 45 kg) or high dose (20 mg in patients > 8-20 kg; 40 mg in
patients > 20-45 kg; 80 mg in patients > 45 kg) regimens of Revatio and 60 were treated with placebo.

The adverse reactions profile seen in this paediatric study was generally consistent with that in adults
(see table above). The most common adverse reactions that occurred (with a frequency > 1 %) in
Revatio patients (combined doses) and with a frequency > 1 % over placebo patients were pyrexia,
upper respiratory tract infection (each 11.5%), vomiting (10.9%), erection increased (including
spontaneous penile erections in male subjects) (9.0%), nausea, bronchitis (each 4.6%), pharyngitis
(4.0%), rhinorrhoea (3.4%), and pneumonia, rhinitis (each 2.9%).

Of the 234 paediatric subjects treated in the short-term, placebo-controlled study, 220 subjects entered
the long-term extension study. Subjects on active sildenafil therapy continued on the same treatment
regimen, while those in the placebo group in the short-term study were randomly reassigned to
sildenafil treatment.

The most common adverse reactions reported across the duration of the short-term and long-term
studies were generally similar to those observed in the short-term study. Adverse reactions reported in
>10% of 229 subjects treated with sildenafil (combined dose group, including 9 patients that did not
continue into the long-term study) were upper respiratory infection (31%), headache (26%), vomiting
(22%), bronchitis (20%), pharyngitis (18%), pyrexia (17%), diarrhoea (15%), and influenza, epistaxis
(12% each). Most of these adverse reactions were considered mild to moderate in severity.

Serious adverse events were reported in 94 (41%) of the 229 subjects receiving sildenafil. Of the 94
subjects reporting a serious adverse event, 14/55 (25.5%) subjects were in the low dose group, 35/74
(47.3%) in the medium dose group, and 45/100 (45%) in the high dose group. The most common
serious adverse events that occurred with a frequency > 1 % in sildenafil patients (combined doses)
were pneumonia (7.4%), cardiac failure, pulmonary hypertension (each 5.2%), upper respiratory tract
infection (3.1%), right ventricular failure, gastroenteritis (each 2.6%), syncope, bronchitis,
bronchopneumonia, pulmonary arterial hypertension (each 2.2%), chest pain, dental caries (each
1.7%), and cardiogenic shock, gastroenteritis viral, urinary tract infection (each 1.3%).

The following serious adverse events were considered to be treatment related, enterocolitis,
convulsion, hypersensitivity, stridor, hypoxia, neurosensory deafness and ventricular arrhythmia.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

In single dose volunteer studies of doses up to 800 mg, adverse reactions were similar to those seen at
lower doses, but the incidence rates and severities were increased. At single doses of 200 mg the
incidence of adverse reactions (headache, flushing, dizziness, dyspepsia, nasal congestion, and altered
vision) was increased.

11


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

In cases of overdose, standard supportive measures should be adopted as required. Renal dialysis is
not expected to accelerate clearance as sildenafil is highly bound to plasma proteins and not
eliminated in the urine.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Urologicals, Drugs used in erectile dysfunction, ATC code: G04BE03

Mechanism of action

Sildenafil is a potent and selective inhibitor of cyclic guanosine monophosphate (cGMP) specific
phosphodiesterase type 5 (PDES), the enzyme that is responsible for degradation of cGMP. Apart
from the presence of this enzyme in the corpus cavernosum of the penis, PDES is also present in the
pulmonary vasculature. Sildenafil, therefore, increases cGMP within pulmonary vascular smooth
muscle cells resulting in relaxation. In patients with pulmonary arterial hypertension this can lead to
vasodilation of the pulmonary vascular bed and, to a lesser degree, vasodilatation in the systemic
circulation.

Pharmacodynamic effects

Studies in vitro have shown that sildenafil is selective for PDES. Its effect is more potent on PDES
than on other known phosphodiesterases. There is a 10-fold selectivity over PDE6 which is involved
in the phototransduction pathway in the retina. There is an 80-fold selectivity over PDEI, and over
700-fold over PDE 2, 3,4, 7, 8,9, 10 and 11. In particular, sildenafil has greater than 4,000-fold
selectivity for PDES over PDE3, the cAMP-specific phosphodiesterase isoform involved in the
control of cardiac contractility.

Sildenafil causes mild and transient decreases in systemic blood pressure which, in the majority of
cases, do not translate into clinical effects. After chronic dosing of 80 mg three times a day to patients
with systemic hypertension the mean change from baseline in systolic and diastolic blood pressure
was a decrease of 9.4 mmHg and 9.1 mm Hg respectively. After chronic dosing of 80 mg three times a
day to patients with pulmonary arterial hypertension lesser effects in blood pressure reduction were
observed (a reduction in both systolic and diastolic pressure of 2 mmHg). At the recommended dose
of 20 mg three times a day no reductions in systolic or diastolic pressure were seen.

Single oral doses of sildenafil up to 100 mg in healthy volunteers produced no clinically relevant
effects on ECG. After chronic dosing of 80 mg three times a day to patients with pulmonary arterial
hypertension no clinically relevant effects on the ECG were reported.

In a study of the hemodynamic effects of a single oral 100 mg dose of sildenafil in 14 patients with
severe coronary artery disease (CAD) (> 70 % stenosis of at least one coronary artery), the mean
resting systolic and diastolic blood pressures decreased by 7 % and 6 % respectively compared to
baseline. Mean pulmonary systolic blood pressure decreased by 9 %. Sildenafil showed no effect on
cardiac output, and did not impair blood flow through the stenosed coronary arteries.

Mild and transient differences in colour discrimination (blue/green) were detected in some subjects
using the Farnsworth-Munsell 100 hue test at 1 hour following a 100 mg dose, with no effects evident
after 2 hours post-dose. The postulated mechanism for this change in colour discrimination is related
to inhibition of PDE6, which is involved in the phototransduction cascade of the retina. Sildenafil has
no effect on visual acuity or contrast sensitivity. In a small size placebo-controlled study of patients
with documented early age-related macular degeneration (n = 9), sildenafil (single dose, 100 mg)
demonstrated no significant changes in visual tests conducted (visual acuity, Amsler grid, colour
discrimination simulated traffic light, Humphrey perimeter and photostress).
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Clinical efficacy and safety

Efficacy in adult patients with pulmonary arterial hypertension (PAH)

A randomised, double-blind, placebo-controlled study was conducted in 278 patients with primary
pulmonary hypertension, PAH associated with connective tissue disease, and PAH following surgical
repair of congenital heart lesions. Patients were randomised to one of four treatment groups: placebo,
sildenafil 20 mg, sildenafil 40 mg or sildenafil 80 mg, three times a day. Of the 278 patients
randomised, 277 patients received at least 1 dose of study drug. The study population consisted of

68 (25 %) men and 209 (75 %) women with a mean age of 49 years (range: 18-81 years) and baseline
6-minute walk test distance between 100 and 450 metres inclusive (mean: 344 metres). 175 patients
(63 %) included were diagnosed with primary pulmonary hypertension, 84 (30 %) were diagnosed
with PAH associated with connective tissue disease and 18 (7 %) of the patients were diagnosed with
PAH following surgical repair of congenital heart lesions. Most patients were WHO Functional Class
11 (107/277, 39 %) or 111 (160/277, 58 %) with a mean baseline 6 minute walking distance of

378 meters and 326 meters respectively; fewer patients were Class I (1/277, 0.4 %) or IV (9/277, 3 %)
at baseline. Patients with left ventricular ejection fraction <45 % or left ventricular shortening
fraction < 0.2 were not studied.

Sildenafil (or placebo) was added to patients’ background therapy which could have included a
combination of anticoagulation, digoxin, calcium channel blockers, diuretics or oxygen. The use of
prostacyclin, prostacyclin analogues and endothelin receptor antagonists was not permitted as add-on
therapy, and neither was arginine supplementation. Patients who previously failed bosentan therapy
were excluded from the study.

The primary efficacy endpoint was the change from baseline at week 12 in 6-minute walk distance
(6MWD). A statistically significant increase in 6MWD was observed in all 3 sildenafil dose groups
compared to those on placebo. Placebo corrected increases in 6 MWD were 45 metres (p < 0.0001),
46 metres (p < 0.0001) and 50 metres (p < 0.0001) for sildenafil 20 mg, 40 mg and 80 mg TID
respectively. There was no significant difference in effect between sildenafil doses. For patients with
a baseline 6 MWD < 325 m improved efficacy was observed with higher doses (placebo-corrected
improvements of 58 metres, 65 metres and 87 metres for 20 mg, 40 mg and 80 mg doses TID,
respectively).

When analysed by WHO functional class, a statistically significant increase in 6 MWD was observed
in the 20 mg dose group. For class II and class III, placebo corrected increases of 49 metres
(p =0.0007) and 45 metres (p = 0.0031) were observed respectively.

The improvement in 6 MWD was apparent after 4 weeks of treatment and this effect was maintained at
weeks 8 and 12. Results were generally consistent in subgroups according to aetiology (primary and
connective tissue disease-associated PAH), WHO functional class, gender, race, location, mean PAP
and PVRI.

Patients on all sildenafil doses achieved a statistically significant reduction in mean pulmonary
arterial pressure (mPAP) and pulmonary vascular resistance (PVR) compared to those on placebo.
Placebo-corrected treatment effects with mPAP were —2.7 mmHg (p = 0.04), -3.0 mm Hg (p = 0.01)
and -5.1 mm Hg (p < 0.0001) for sildenafil 20 mg, 40 mg and 80 mg TID respectively.
Placebo-corrected treatment effects with PVR were -178 dyne.sec/cm’ (p=0.0051), -195 dyne.sec/cm’
(p=0.0017) and -320 dyne.sec/cm’ (p<0.0001) for sildenafil 20 mg, 40 mg and 80 mg TID,
respectively. The percent reduction at 12 weeks for sildenafil 20 mg, 40 mg and 80 mg TID in PVR
(11.2 %, 12.9 %, 23.3 %) was proportionally greater than the reduction in systemic vascular resistance
(SVR) (7.2 %, 5.9 %, 14.4 %). The effect of sildenafil on mortality is unknown.

A greater percentage of patients on each of the sildenafil doses (i.e. 28 %, 36 % and 42 % of subjects
who received sildenafil 20 mg, 40 mg and 80 mg TID doses, respectively) showed an improvement by
at least one WHO functional class at week 12 compared to placebo (7 %). The respective odds ratios
were 2.92 (p=0.0087), 4.32 (p=0.0004) and 5.75 (p<0.0001).

13



Long-term survival data in naive population

Patients enrolled into the pivotal study were eligible to enter a long term open label extension study.
At 3 years 87 % of the patients were receiving a dose of 80 mg TID. A total of 207 patients were
treated with Revatio in the pivotal study, and their long term survival status was assessed for a
minimum of 3 years. In this population, Kaplan-Meier estimates of 1, 2 and 3 year survival were

96 %, 91 % and 82 %, respectively. Survival in patients of WHO functional class II at baseline at 1, 2
and 3 years was 99 %, 91 %, and 84 % respectively, and for patients of WHO functional class III at
baseline was 94 %, 90 %, and 81 %, respectively.

Efficacy in adult patients with PAH (when used in combination with epoprostenol)

A randomised, double-blind, placebo controlled study was conducted in 267 patients with PAH who
were stabilised on intravenous epoprostenol. The PAH patients included those with Primary
Pulmonary Arterial Hypertension (212/267, 79 %) and PAH associated with connective tissue disease
(55/267, 21 %). Most patients were WHO Functional Class II (68/267, 26 %) or III (175/267, 66 %);
fewer patients were Class I (3/267, 1 %) or IV (16/267, 6 %) at baseline; for a few patients (5/267,

2 %), the WHO Functional Class was unknown. Patients were randomised to placebo or sildenafil (in
a fixed titration starting from 20 mg, to 40 mg and then 80 mg, three times a day as tolerated) when
used in combination with intravenous epoprostenol.

The primary efficacy endpoint was the change from baseline at week 16 in 6-minute walk distance.
There was a statistically significant benefit of sildenafil compared to placebo in 6-minute walk
distance. A mean placebo corrected increase in walk distance of 26 metres was observed in favour of
sildenafil (95 % CI: 10.8, 41.2) (p = 0.0009). For patients with a baseline walking distance

> 325 metres, the treatment effect was 38.4 metres in favour of sildenafil; for patients with a baseline
walking distance < 325 metres, the treatment effect was 2.3 metres in favour of placebo. For patients
with primary PAH, the treatment effect was 31.1 metres compared to 7.7 metres for patients with
PAH associated with connective tissue disease. The difference in results between these randomisation
subgroups may have arisen by chance in view of their limited sample size.

Patients on sildenafil achieved a statistically significant reduction in mean Pulmonary Arterial
Pressure (mPAP) compared to those on placebo. A mean placebo-corrected treatment effect of

-3.9 mmHg was observed in favour of sildenafil (95 % CI: -5.7, -2.1) (p = 0.00003). Time to clinical
worsening was a secondary endpoint as defined as the time from randomisation to the first occurrence
of a clinical worsening event (death, lung transplantation, initiation of bosentan therapy, or clinical
deterioration requiring a change in epoprostenol therapy). Treatment with sildenafil significantly
delayed the time to clinical worsening of PAH compared to placebo (p = 0.0074). 23 subjects
experienced clinical worsening events in the placebo group (17.6 %) compared with 8 subjects in the
sildenafil group (6.0 %).

Long-term Survival Data in the background epoprostenol study

Patients enrolled into the epoprostenol add-on therapy study were eligible to enter a long term open
label extension study. At 3 years 68 % of the patients were receiving a dose of 80 mg TID. A total of
134 patients were treated with Revatio in the initial study, and their long term survival status was
assessed for a minimum of 3 years. In this population, Kaplan-Meier estimates of 1, 2 and 3 year
survival were 92 %, 81 % and 74 %, respectively.

Efficacy and safety in adult patients with PAH (when used in combination with bosentan)

A randomized, double-blind, placebo controlled study was conducted in 103 clinically stable subjects
with PAH (WHO FC II and IIT) who were on bosentan therapy for a minimum of three months. The
PAH patients included those with primary PAH, and PAH associated with connective tissue disease.
Patients were randomized to placebo or sildenafil (20 mg three times a day) in combination with
bosentan (62.5-125 mg twice a day). The primary efficacy endpoint was the change from baseline at
Week 12 in 6MWD. The results indicate that there is no significant difference in mean change from
baseline on 6MWD observed between sildenafil (20 mg three times a day) and placebo (13.62 m
(95% CI: -3.89 to 31.12) and 14.08 m (95% CI: -1.78 to 29.95), respectively).
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Differences in 6MWD were observed between patients with primary PAH and PAH associated with
connective tissue disease. For subjects with primary PAH (67 subjects), mean changes from baseline
were 26.39 m (95% CI: 10.70 to 42.08) and 11.84 m (95% CI: -8.83 to 32.52) for the sildenafil and
placebo groups, respectively. However, for subjects with PAH associated with connective tissue
disease (36 subjects) mean changes from baseline were -18.32 m (95% CI: -65.66 to 29.02) and 17.50
m (95% CI: -9.41 to 44.41) for the sildenafil and placebo groups, respectively.

Overall, the adverse events were generally similar between the two treatment groups (sildenafil plus
bosentan vs. bosentan alone), and consistent with the known safety profile of sildenafil when used as
monotherapy (see sections 4.4 and 4.5).

Paediatric population

A total of 234 subjects aged 1 to 17 years were treated in a randomized, double-blind, multi-centre,
placebo controlled parallel group, dose ranging study. Subjects (38 % male and 62 % female) had a
body weight > 8 kg, and had primary pulmonary hypertension (PPH) [33 %], or PAH secondary to
congenital heart disease [systemic-to-pulmonary shunt 37 %, surgical repair 30 %]. In this trial, 63 of
234 (27 %) patients were < 7 years old (sildenafil low dose = 2; medium dose = 17; high dose = 28;
placebo = 16) and 171 of 234 (73 %) patients were 7 years or older (sildenafil low dose = 40; medium
dose = 38; and high dose = 49; placebo = 44). Most subjects were WHO Functional Class I (75/234,
32 %) or 11 (120/234, 51 %) at baseline; fewer patients were Class 111 (35/234, 15 %) or IV (1/234,
0.4 %); for a few patients (3/234, 1.3 %), the WHO Functional Class was unknown.

Patients were naive for specific PAH therapy and the use of prostacyclin, prostacyclin analogues and
endothelin receptor antagonists was not permitted in the study, and neither was arginine
supplementation, nitrates, alpha-blockers and potent CYP450 3A4 inhibitors.

The primary objective of the study was to assess the efficacy of 16 weeks of chronic treatment with
oral sildenafil in paediatric subjects to improve exercise capacity as measured by the
Cardiopulmonary Exercise Test (CPET) in subjects who were developmentally able to perform the
test, n = 115). Secondary endpoints included haemodynamic monitoring, symptom assessment, WHO
functional class, change in background treatment, and quality of life measurements.

Subjects were allocated to one of three sildenafil treatment groups, low (10 mg), medium (10-40 mg)
or high dose (20-80 mg) regimens of Revatio given three times a day, or placebo. Actual doses
administered within a group were dependent on body weight (see Section 4.8). The proportion of
subjects receiving supportive medicinal products at baseline (anticoagulants, digoxin, calcium channel
blockers, diuretics and/or oxygen) was similar in the combined sildenafil treatment group (47.7 %)
and the placebo treatment group (41.7 %).

The primary endpoint was the placebo-corrected percentage change in peak VO, from baseline to
week 16 assessed by CPET testing in the combined dose groups (Table 2). A total of 106 out of 234
(45 %) subjects were evaluable for CPET, which comprised those children > 7 years old and
developmentally able to perform the test. Children < 7 years (sildenafil combined dose = 47; placebo
= 16) were evaluable only for the secondary endpoints. Mean baseline peak volume of oxygen
consumed (VO,) values were comparable across the sildenafil treatment groups (17.37 to

18.03 ml/kg/min), and slightly higher for the placebo treatment group (20.02 ml/kg/min). The results
of the main analysis (combined dose groups versus placebo) were not statistically significant

(p =0.056) (see Table 2). The estimated difference between the medium sildenafil dose and placebo
was 11.33 % (95 % CI: 1.72 to 20.94) (see Table 2).
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Table 2: Placebo Corrected % Change from Baseline in Peak VO, by Active Treatment Group

Treatment group Estimated difference  95% confidence interval
Low dose 3.81 -6.11,13.73
(n=24)

Medium dose 11.33 1.72,20.94
(n=26)

High dose 7.98 -1.64, 17.60
(n=27)

Combined dose groups 7.71 -0.19, 15.60
(n=77) (p =0.056)

n=29 for placebo group
Estimates based on ANCOVA with adjustments for the covariates baseline peak VO,, etiology and
weight group

Dose related improvements were observed with pulmonary vascular resistance index (PVRI) and
mean pulmonary arterial pressure (mPAP). The sildenafil medium and high dose groups both showed
PVRI reductions compared to placebo, of 18 % (95 % CI: 2 % to 32 %) and 27 % (95 % CI: 14 % to
39 %), respectively; whilst the low dose group showed no significant difference from placebo
(difference of 2 %). The sildenafil medium and high dose groups displayed mPAP changes from
baseline compared to placebo, of -3.5 mmHg (95 % CI: -8.9, 1.9) and -7.3 mmHg (95 % CI: -12.4,
-2.1), respectively; whilst the low dose group showed little difference from placebo (difference of
1.6 mmHg). Improvements were observed with cardiac index with all three sildenafil groups over
placebo, 10 %, 4 % and 15 % for the low, medium and high dose groups respectively.

Significant improvements in functional class were demonstrated only in subjects on sildenafil high
dose compared to placebo. Odds ratios for the sildenafil low, medium and high dose groups compared
to placebo were 0.6 (95 % CI: 0.18, 2.01), 2.25 (95 % CI: 0.75, 6.69) and 4.52 (95 % CI: 1.56, 13.10),
respectively.

Long term extension data

Of the 234 paediatric subjects treated in the short-term, placebo-controlled study, 220 subjects entered
the long-term extension study. Subjects who had been in the placebo group in the short-term study
were randomly reassigned to sildenafil treatment; subjects weighing < 20 kg entered the medium or
high dose groups (1:1), while subjects weighing > 20 kg entered the low, medium or high dose groups
(1:1:1). Of the total 229 subjects who received sildenafil, there were 55, 74, and 100 subjects in the
low, medium and high dose groups, respectively. Across the short-term and long-term studies, the
overall duration of treatment from start of double-blind for individual subjects ranged from 3 to 3129
days. By sildenafil treatment group, median duration of sildenafil treatment was 1696 days (excluding
the 5 subjects who received placebo in double-blind and were not treated in the long-term extension
study).

Kaplan-Meier estimates of survival at 3 years in patients > 20 kg in weight at baseline were 94 %,

93 % and 85 % in the low, medium and high dose groups, respectively; for patients < 20 kg in weight
at baseline, the survival estimates were 94 % and 93 % for subjects in the medium and high dose
groups respectively (see sections 4.4 and 4.8).

During the conduct of the study, there were a total of 42 deaths reported, whether on treatment or
reported as part of the survival follow-up. 37 deaths occurred prior to a decision taken by the Data
Monitoring Committee to down titrate subjects to a lower dosage, based on an observed mortality
imbalance with increasing sildenafil doses. Among these 37 deaths, the number (%) of deaths was
5/55 (9.1%), 10/74 (13.5%), and 22/100 (22%) in the sildenafil low, medium, and high dose groups,
respectively. An additional 5 deaths were reported subsequently.The causes of deaths were related to
PAH. Higher than recommended doses should not be used in paediatric patients with PAH (see
sections 4.2 and 4.4).
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Peak VO, was assessed 1 year after the start of the placebo-controlled study. Of those sildenafil
treated subjects developmentally able to perform the CPET 59/114 subjects (52 %) had not shown any
deterioration in Peak VO, from start of sildenafil. Similarly 191 of 229 subjects (83 %) who had
received sildenafil had either maintained or improved their WHO Functional Class at 1 year
assessment.

The European Medicines Agency has deferred the obligation to submit the results of studies with
Revatio in newborns with pulmonary arterial hypertension (see section 4.2 for information on
paediatric use).

5.2 Pharmacokinetic properties

Absorption
Sildenafil is rapidly absorbed. Maximum observed plasma concentrations are reached within 30 to

120 minutes (median 60 minutes) of oral dosing in the fasted state. The mean absolute oral
bioavailability is 41 % (range 25-63 %). After oral three times a day dosing of sildenafil, AUC and
Coax Increase in proportion with dose over the dose range of 20-40 mg. After oral doses of 80 mg
three times a day a more than dose proportional increase in sildenafil plasma levels has been
observed. In pulmonary arterial hypertension patients, the oral bioavailability of sildenafil after 80 mg
three times a day was on average 43 % (90 % CI: 27 % - 60 %) higher compared to the lower doses.

When sildenafil is taken with food, the rate of absorption is reduced with a mean delay in T, of
60 minutes and a mean reduction in C,,,, of 29 % however, the extent of absorption was not
significantly affected (AUC decreased by 11 %).

Distribution

The mean steady state volume of distribution (Vss) for sildenafil is 105 1, indicating distribution into
the tissues. After oral doses of 20 mg three times a day, the mean maximum total plasma
concentration of sildenafil at steady state is approximately 113 ng/ml. Sildenafil and its major
circulating N-desmethyl metabolite are approximately 96 % bound to plasma proteins. Protein binding
is independent of total drug concentrations.

Biotransformation

Sildenafil is cleared predominantly by the CYP3A4 (major route) and CYP2C9 (minor route) hepatic
microsomal isoenzymes. The major circulating metabolite results from N-demethylation of sildenafil.
This metabolite has a phosphodiesterase selectivity profile similar to sildenafil and an in vitro potency
for PDES approximately 50 % that of the parent drug. The N-desmethyl metabolite is further
metabolised, with a terminal half-life of approximately 4 h. In patients with pulmonary arterial
hypertension, plasma concentrations of N-desmethyl metabolite are approximately 72 % those of
sildenafil after 20 mg three times a day dosing (translating into a 36 % contribution to sildenafil’s
pharmacological effects). The subsequent effect on efficacy is unknown.

Elimination

The total body clearance of sildenafil is 41 I/h with a resultant terminal phase half-life of 3-5 h. After
either oral or intravenous administration, sildenafil is excreted as metabolites predominantly in the
faeces (approximately 80 % of administered oral dose) and to a lesser extent in the urine
(approximately 13 % of administered oral dose).

Pharmacokinetics in special patient groups

Elderly
Healthy elderly volunteers (65 years or over) had a reduced clearance of sildenafil, resulting in

approximately 90 % higher plasma concentrations of sildenafil and the active N-desmethyl metabolite
compared to those seen in healthy younger volunteers (18-45 years). Due to age-differences in plasma
protein binding, the corresponding increase in free sildenafil plasma concentration was approximately
40 %.
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Renal insufficiency

In volunteers with mild to moderate renal impairment (creatinine clearance = 30-80 ml/min), the
pharmacokinetics of sildenafil were not altered after receiving a 50 mg single oral dose. In volunteers
with severe renal impairment (creatinine clearance < 30 ml/min), sildenafil clearance was reduced,
resulting in mean increases in AUC and C,,,x of 100 % and 88 % respectively compared to
age-matched volunteers with no renal impairment. In addition, N-desmethyl metabolite AUC and C,,,x
values were significantly increased by 200 % and 79 % respectively in subjects with severe renal
impairment compared to subjects with normal renal function.

Hepatic insufficiency

In volunteers with mild to moderate hepatic cirrhosis (Child-Pugh class A and B) sildenafil clearance
was reduced, resulting in increases in AUC (85 %) and C,,.x (47 %) compared to age-matched
volunteers with no hepatic impairment. In addition, N-desmethyl metabolite AUC and C,,,, values
were significantly increased by 154 % and 87 %, respectively in cirrhotic subjects compared to
subjects with normal hepatic function. The pharmacokinetics of sildenafil in patients with severely
impaired hepatic function have not been studied.

Population pharmacokinetics

In patients with pulmonary arterial hypertension, the average steady state concentrations were

20-50 % higher over the investigated dose range of 20—-80 mg three times a day compared to healthy
volunteers. There was a doubling of the C,;,, compared to healthy volunteers. Both findings suggest a
lower clearance and/or a higher oral bioavailability of sildenafil in patients with pulmonary arterial
hypertension compared to healthy volunteers.

Paediatric population

From the analysis of the pharmacokinetic profile of sildenafil in patients involved in the paediatric
clinical trials, body weight was shown to be a good predictor of drug exposure in children. Sildenafil
plasma concentration half-life values were estimated to range from 4.2 to 4.4 hours for a range of 10
to 70 kg of body weight and did not show any differences that would appear as clinically relevant.
Chax after a single 20 mg sildenafil dose administered PO was estimated at 49, 104 and 165 ng/ml for
70, 20 and 10 kg patients, respectively. C,, after a single 10 mg sildenafil dose administered PO was
estimated at 24, 53 and 85 ng/ml for 70, 20 and 10 kg patients, respectively. Ty« was estimated at
approximately 1 hour and was almost independent from body weight.

5.3  Preclinical safety data

Non-clinical data revealed no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity and carcinogenic potential, toxicity to
reproduction and development.

In pups of rats which were pre- and postnatally treated with 60 mg/kg sildenafil, a decreased litter
size, a lower pup weight on day 1 and a decreased 4-day survival were seen at exposures which were
approximately fifty times the expected human exposure at 20 mg three times a day. Effects in
non-clinical studies were observed at exposures considered sufficiently in excess of the maximum
human exposure indicating little relevance to clinical use.

There were no adverse reactions, with possible relevance to clinical use, seen in animals at clinically
relevant exposure levels which were not also observed in clinical studies.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core:

Microcrystalline cellulose

Calcium hydrogen phosphate (anhydrous)
Croscarmellose sodium

Magnesium stearate

Film coat:

Hypromellose

Titanium dioxide (E171)

Lactose monohydrate

Glycerol triacetate

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

5 years.

6.4 Special precautions for storage
Do not store above 30°C. Store in the original package in order to protect from moisture.
6.5 Nature and contents of container
PVC/Aluminium blisters of 90 tablets.
Pack size of 90 tablets in a carton.

90 x 1 tablets in PVC/Aluminium perforated unit dose blisters.

PVC/Aluminium blisters of 300 tablets.
Pack size of 300 tablets in a carton.

Not all pack sizes may be marketed.
6.6  Special precautions for disposal and other handling

No special requirements for disposal.

7. MARKETING AUTHORISATION HOLDER

Pfizer Limited, Sandwich, Kent CT13 9NJ, United Kingdom.

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/05/318/001

EU/1/05/318/004
EU/1/05/318/005
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9.  DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 28 October 2005

Date of latest renewal: 23 September 2010

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu
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1. NAME OF THE MEDICINAL PRODUCT

Revatio 0.8 mg/ml solution for injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each ml of solution contains 0.8 mg of sildenafil (as citrate). Each 20 ml vial contains 12.5 ml of
solution (10 mg of sildenafil, as citrate).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Solution for injection.
Clear, colourless solution.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Revatio solution for injection is for the treatment of adult patients (> 18 years) with pulmonary
arterial hypertension who are currently prescribed oral Revatio and who are temporarily unable to
take oral therapy, but are otherwise clinically and haemodynamically stable.

Revatio (oral) is indicated for treatment of adult patients with pulmonary arterial hypertension
classified as WHO functional class II and III, to improve exercise capacity. Efficacy has been shown
in primary pulmonary hypertension and pulmonary hypertension associated with connective tissue
disease.

4.2 Posology and method of administration

Treatment should only be initiated and monitored by a physician experienced in the treatment of
pulmonary arterial hypertension. In case of clinical deterioration in spite of Revatio treatment,
alternative therapies should be considered.

Revatio solution for injection should be administered to patients already prescribed oral Revatio as a
replacement for oral administration under conditions where they are temporarily unable to take oral
Revatio therapy.

Safety and effectiveness of doses higher than 12.5 ml (10 mg) TID have not been established.

Posology

Adults
The recommended dose is 10 mg (corresponding to 12.5 ml) three times a day administered as an
intravenous bolus injection (see section 6.6).

A 10 mg dose of Revatio solution for injection is predicted to provide exposure of sildenafil and its
N-desmethyl metabolite and pharmacological effects comparable to those of a 20 mg oral dose.

Patients using other medicinal products
In general, any dose adjustment should be administered only after a careful benefit-risk assessment. A
downward dose adjustment to 10 mg twice daily should be considered when sildenafil is
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co-administered to patients already receiving CYP3A4 inhibitors like erythromycin or saquinavir. A
downward dose adjustment to 10 mg once daily is recommended in case of co-administration with
more potent CYP3A4 inhibitors like clarithromycin, telithromycin and nefazodone. For the use of
sildenafil with the most potent CYP3 A4 inhibitors, see section 4.3. Dose adjustments for sildenafil
may be required when co-administered with CYP3A4 inducers (see section 4.5).

Special populations

Elderly (= 65 years)
Dose adjustments are not required in elderly patients. Clinical efficacy as measured by 6-minute walk
distance could be less in elderly patients.

Renal impairment

Initial dose adjustments are not required in patients with renal impairment, including severe renal
impairment (creatinine clearance < 30 ml/min). A downward dose adjustment to 10 mg twice daily
should be considered after a careful benefit-risk assessment only if therapy is not well-tolerated.

Hepatic impairment

Initial dose adjustments are not required in patients with hepatic impairment (Child-Pugh class A
and B). A downward dose adjustment to 10 mg twice daily should be considered after a careful
benefit-risk assessment only if therapy is not well-tolerated.

Revatio is contraindicated in patients with severe hepatic impairment (Child-Pugh class C) (see
section 4.3).

Paediatric population
Revatio solution for injection is not recommended for use in children below 18 years due to
insufficient data on safety and efficacy.

Discontinuation of treatment

Limited data suggests that the abrupt discontinuation of oral Revatio is not associated with rebound
worsening of pulmonary arterial hypertension. However to avoid the possible occurrence of sudden
clinical deterioration during withdrawal, a gradual dose reduction should be considered. Intensified
monitoring is recommended during the discontinuation period.

Method of administration
Revatio solution for injection is for intravenous use as a bolus injection.
See section 6.6 for instructions of use.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

Co-administration with nitric oxide donors (such as amyl nitrite) or nitrates in any form due to the
hypotensive effects of nitrates (see section 5.1).

The co-administration of PDES inhibitors, including sildenafil, with guanylate cyclase stimulators,
such as riociguat, is contraindicated as it may potentially lead to symptomatic hypotension (see
section 4.5).

Combination with the most potent of the CYP3A4 inhibitors (eg, ketoconazole, itraconazole,
ritonavir) (see section 4.5).

Patients who have loss of vision in one eye because of non-arteritic anterior ischaemic optic
neuropathy (NAION), regardless of whether this episode was in connection or not with previous
PDES inhibitor exposure (see section 4.4).
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The safety of sildenafil has not been studied in the following sub-groups of patients, and its use is
therefore contraindicated:

Severe hepatic impairment,

Recent history of stroke or myocardial infarction,

Severe hypotension (blood pressure < 90/50 mmHg) at initiation.

4.4 Special warnings and precautions for use

No clinical data is available for sildenafil IV administration in patients who are clinically or
haemodynamically unstable. Its use is accordingly not recommended in these patients.

The efficacy of Revatio has not been established in patients with severe pulmonary arterial
hypertension (functional class IV). If the clinical situation deteriorates, therapies that are
recommended at the severe stage of the disease (eg, epoprostenol) should be considered (see
section 4.2).

The benefit-risk balance of sildenafil has not been established in patients assessed to be at WHO
functional class I pulmonary arterial hypertension.

Studies with sildenafil have been performed in forms of pulmonary arterial hypertension related to
primary (idiopathic), connective tissue disease associated or congenital heart disease associated forms
of PAH (see section 5.1). The use of sildenafil in other forms of PAH is not recommended.

Retinitis pigmentosa

The safety of sildenafil has not been studied in patients with known hereditary degenerative retinal
disorders such as retinitis pigmentosa (a minority of these patients have genetic disorders of retinal
phosphodiesterases) and therefore its use is not recommended.

Vasodilatory action

When prescribing sildenafil, physicians should carefully consider whether patients with certain
underlying conditions could be adversely affected by sildenafil’s mild to moderate vasodilatory
effects, for example patients with hypotension, patients with fluid depletion, severe left ventricular
outflow obstruction or autonomic dysfunction (see section 4.4)

Cardiovascular risk factors

In post-marketing experience with sildenafil for male erectile dysfunction, serious cardiovascular
events, including myocardial infarction, unstable angina, sudden cardiac death, ventricular
arrhythmia, cerebrovascular haemorrhage, transient ischaemic attack, hypertension and hypotension
have been reported in temporal association with the use of sildenafil. Most, but not all, of these
patients had pre-existing cardiovascular risk factors. Many events were reported to occur during or
shortly after sexual intercourse and a few were reported to occur shortly after the use of sildenafil
without sexual activity. It is not possible to determine whether these events are related directly to
these factors or to other factors.

Priapism

Sildenafil should be used with caution in patients with anatomical deformation of the penis (such as
angulation, cavernosal fibrosis or Peyronie’s disease), or in patients who have conditions which may
predispose them to priapism (such as sickle cell anaemia, multiple myeloma or leukaemia).

Prolonged erections and priapism have been reported with sildenafil in post-marketing experience. In
the event of an erection that persists longer than 4 hours, the patient should seek immediate medical
assistance. If priapism is not treated immediately, penile tissue damage and permanent loss of potency
could result (see section 4.8).
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Vaso-occlusive crises in patients with sickle cell anaemia

Sildenafil should not be used in patients with pulmonary hypertension secondary to sickle cell
anaemia. In a clinical study events of vaso-occlusive crises requiring hospitalisation were reported
more commonly by patients receiving Revatio than those receiving placebo leading to the premature
termination of this study.

Visual events

Cases of visual defects have been reported spontaneously in connection with the intake of sildenafil
and other PDES inhibitors. Cases of non-arteritic anterior ischaemic optic neuropathy, a rare
condition, have been reported spontaneously and in an observational study in connection with the
intake of sildenafil and other PDES inhibitors (see section 4.8). In the event of any sudden visual
defect, the treatment should be stopped immediately and alternative treatment should be considered
(see section 4.3).

Alpha-blockers
Caution is advised when sildenafil is administered to patients taking an alpha-blocker as the

co-administration may lead to symptomatic hypotension in susceptible individuals (see section 4.5). In
order to minimise the potential for developing postural hypotension, patients should be
haemodynamically stable on alpha-blocker therapy prior to initiating sildenafil treatment. Physicians
should advise patients what to do in the event of postural hypotensive symptoms.

Bleeding disorders

Studies with human platelets indicate that sildenafil potentiates the antiaggregatory effect of sodium
nitroprusside in vitro. There is no safety information on the administration of sildenafil to patients
with bleeding disorders or active peptic ulceration. Therefore sildenafil should be administered to
these patients only after careful benefit-risk assessment.

Vitamin K antagonists

In pulmonary arterial hypertension patients, there may be a potential for increased risk of bleeding
when sildenafil is initiated in patients already using a Vitamin K antagonist, particularly in patients
with pulmonary arterial hypertension secondary to connective tissue disease.

Veno-occlusive disease

No data are available with sildenafil in patients with pulmonary hypertension associated with
pulmonary veno-occlusive disease. However, cases of life threatening pulmonary oedema have been
reported with vasodilators (mainly prostacyclin) when used in those patients. Consequently, should
signs of pulmonary oedema occur when sildenafil is administered in patients with pulmonary
hypertension, the possibility of associated veno-occlusive disease should be considered.

Use of sildenafil with bosentan
The efficacy of sildenafil in patients already on bosentan therapy has not been conclusively
demonstrated (see sections 4.5 and 5.1).

Concomitant use with other PDES inhibitors

The safety and efficacy of sildenafil when co-administered with other PDES inhibitor products,
including Viagra, has not been studied in PAH patients and such concomitant use is not recommended
(see section 4.5).

4.5 Interaction with other medicinal products and other forms of interaction
Unless otherwise specified, drug interaction studies have been performed in healthy adult male

subjects using oral sildenafil. These results are relevant to other populations and routes of
administration.
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Effects of other medicinal products on intravenous sildenafil

Predictions based on a pharmacokinetic model suggest that drug-drug interactions with CYP3A4
inhibitors should be less than observed after oral sildenafil administration. The magnitude of the
interaction is expected to be reduced for intravenous sildenafil, as interactions for oral sildenafil are
due, at least in part, to effects on oral first pass metabolism.

Effects of other medicinal products on oral sildenafil

In vitro studies

Sildenafil metabolism is principally mediated by the cytochrome P450 (CYP) isoforms 3A4 (major
route) and 2C9 (minor route). Therefore, inhibitors of these isoenzymes may reduce sildenafil
clearance and inducers of these isoenzymes may increase sildenafil clearance. For dose
recommendations, see sections 4.2 and 4.3.

In vivo studies
Co-administration of oral sildenafil and intravenous epoprostenol has been evaluated (see sections 4.8
and 5.1).

The efficacy and safety of sildenafil co-administered with other treatments for pulmonary arterial
hypertension (eg, ambrisentan, iloprost) has not been studied in controlled clinical trials. Therefore,
caution is recommended in case of co-administration.

The safety and efficacy of sildenafil when co-administered with other PDES inhibitors has not been
studied in pulmonary arterial hypertension patients (see section 4.4).

Population pharmacokinetic analysis of pulmonary arterial hypertension clinical trial data indicated a
reduction in sildenafil clearance and/or an increase of oral bioavailability when co-administered with
CYP3A4 substrates and the combination of CYP3A4 substrates and beta-blockers. These were the
only factors with a statistically significant impact on oral sildenafil pharmacokinetics in patients with
pulmonary arterial hypertension. The exposure to sildenafil in patients on CYP3A4 substrates and
CYP3A4 substrates plus beta-blockers was 43 % and 66 % higher, respectively, compared to patients
not receiving these classes of medicines. Sildenafil exposure was 5-fold higher at an oral dose of

80 mg three times a day compared to the exposure at an oral dose of 20 mg three times a day. This
concentration range covers the increase in sildenafil exposure observed in specifically designed drug
interaction studies with CYP3A4 inhibitors (except with the most potent of the CYP3A4 inhibitors eg,
ketoconazole, itraconazole, ritonavir).

CYP3A4 inducers seemed to have a substantial impact on the oral pharmacokinetics of sildenafil in
pulmonary arterial hypertension patients, which was confirmed in the in-vivo interaction study with
CYP3A4 inducer bosentan.

Co-administration of bosentan (a moderate inducer of CYP3A4, CYP2C9 and possibly of CYP2C19)
125 mg twice daily with oral sildenafil 80 mg three times a day (at steady state) concomitantly
administered during 6 days in healthy volunteers resulted in a 63 % decrease of sildenafil AUC. A
population pharmacokinetic analysis of sildenafil data from adult PAH patients in clinical trials
including a 12 week study to assess the efficacy and safety of oral sildenafil 20 mg three times a day
when added to a stable dose of bosentan (62.5 mg — 125 mg twice a day) indicated a decrease in
sildenafil exposure with bosentan co-administration, similar to that observed in healthy volunteers
(see sections 4.4 and 5.1).

Efficacy of sildenafil should be closely monitored in patients using concomitant potent CYP3A4
inducers, such as carbamazepine, phenytoin, phenobarbital, St John’s wort and rifampicine.

Co-administration of the HIV protease inhibitor ritonavir, which is a highly potent P450 inhibitor, at
steady state (500 mg twice daily) with oral sildenafil (100 mg single dose) resulted in a 300 %
(4-fold) increase in sildenafil C,,,x and a 1,000 % (11-fold) increase in sildenafil plasma AUC. At
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24 hours, the plasma levels of sildenafil were still approximately 200 ng/ml, compared to
approximately 5 ng/ml when sildenafil was administered alone. This is consistent with ritonavir’s
marked effects on a broad range of P450 substrates. Based on these pharmacokinetic results
co-administration of sildenafil with ritonavir is contraindicated in pulmonary arterial hypertension
patients (see section 4.3).

Co-administration of the HIV protease inhibitor saquinavir, a CYP3A4 inhibitor, at steady state
(1200 mg three times a day) with oral sildenafil (100 mg single dose) resulted in a 140 % increase in
sildenafil C,,,x and a 210 % increase in sildenafil AUC. Sildenafil had no effect on saquinavir
pharmacokinetics. For dose recommendations, see section 4.2.

When a single 100 mg dose of oral sildenafil was administered with erythromycin, a moderate
CYP3A4 inhibitor, at steady state (500 mg twice daily for 5 days), there was a 182 % increase in
sildenafil systemic exposure (AUC). For dose recommendations, see section 4.2. In healthy male
volunteers, there was no evidence of an effect of azithromycin (500 mg daily for 3 days) on the AUC,
Cinax> Tmax, €limination rate constant, or subsequent half-life of oral sildenafil or its principal
circulating metabolite. No dose adjustment is required. Cimetidine (800 mg), a cytochrome P450
inhibitor and a non-specific CYP3A4 inhibitor, caused a 56 % increase in plasma sildenafil
concentrations when co-administered with oral sildenafil (50 mg) to healthy volunteers. No dose
adjustment is required.

The most potent of the CYP3A4 inhibitors such as ketoconazole and itraconazole would be expected
to have effects similar to ritonavir (see section 4.3). CYP3A4 inhibitors like clarithromycin,
telithromycin and nefazodone) are expected to have an effect in between that of ritonavir and
CYP3A4 inhibitors like saquinavir or erythromycin), a seven-fold increase in exposure is assumed.
Therefore dose adjustments are recommended when using CYP3A4 inhibitors (see section 4.2).

The population pharmacokinetic analysis in pulmonary arterial hypertension patients receiving oral
sildenafil suggested that co-administration of beta-blockers in combination with CYP3A4 substrates
might result in an additional increase in sildenafil exposure compared with administration of CYP3A4
substrates alone.

Grapeftuit juice is a weak inhibitor of CYP3A4 gut wall metabolism and may give rise to modest
increases in plasma levels of oral sildenafil. No dose adjustment is required but the concomitant use

of sildenafil and grapefruit juice is not recommended.

Single doses of antacid (magnesium hydroxide/aluminium hydroxide) did not affect the oral
bioavailability of sildenafil.

Co-administration of oral contraceptives (ethinyloestradiol 30 pg and levonorgestrel 150 pg) did not
affect the oral pharmacokinetics of sildenafil.

Nicorandil is a hybrid of potassium channel activator and nitrate. Due to the nitrate component it has
the potential to have serious interaction with sildenafil (see section 4.3).

Effects of oral sildenafil on other medicinal products

In vitro studies
Sildenafil is a weak inhibitor of the cytochrome P450 isoforms 1A2, 2C9, 2C19, 2D6, 2E1 and 3A4
(ICs0 > 150 uM).

There are no data on the interaction of sildenafil and non-specific phosphodiesterase inhibitors such
as theophylline or dipyridamole.
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In vivo studies
No significant interactions were shown when oral sildenafil (50 mg) was co-administered with
tolbutamide (250 mg) or warfarin (40 mg), both of which are metabolised by CYP2C9.

Oral sildenafil had no significant effect on atorvastatin exposure (AUC increased 11 %), suggesting
that sildenafil does not have a clinically relevant effect on CYP3A4.

No interactions were observed between sildenafil (100 mg single oral dose) and acenocoumarol.

Oral sildenafil (50 mg) did not potentiate the increase in bleeding time caused by acetyl salicylic acid
(150 mg).

Oral sildenafil (50 mg) did not potentiate the hypotensive effects of alcohol in healthy volunteers with
mean maximum blood alcohol levels of 80 mg/dl.

In a study of healthy volunteers oral sildenafil at steady state (80 mg three times a day) resulted in a
50 % increase in bosentan AUC (125 mg twice daily). A population pharmacokinetic analysis of data
from a study of adult PAH patients on background bosentan therapy (62.5 mg - 125 mg twice a day)
indicated an increase (20% (95% CI: 9.8 - 30.8)) of bosentan AUC with co-administration of steady-
state sildenafil (20 mg three times a day) of a smaller magnitude than seen in healthy volunteers when
co-administered with 80 mg sildenafil three times a day (see sections 4.4 and 5.1).

In a specific interaction study, where oral sildenafil (100 mg) was co-administered with amlodipine in
hypertensive patients, there was an additional reduction on supine systolic blood pressure of 8§ mmHg.
The corresponding additional reduction in supine diastolic blood pressure was 7 mmHg. These
additional blood pressure reductions were of a similar magnitude to those seen when sildenafil was
administered alone to healthy volunteers.

In three specific drug-drug interaction studies, the alpha-blocker doxazosin (4 mg and 8 mg) and oral
sildenafil (25 mg, 50 mg, or 100 mg) were administered simultaneously to patients with benign
prostatic hyperplasia (BPH) stabilized on doxazosin therapy. In these study populations, mean
additional reductions of supine systolic and diastolic blood pressure of 7/7 mmHg, 9/5 mmHg, and
8/4 mmHg, respectively, and mean additional reductions of standing blood pressure of 6/6 mmHg,
11/4 mmHg, and 4/5 mmHg, respectively were observed. When sildenafil and doxazosin were
administered simultaneously to patients stabilized on doxazosin therapy, there were infrequent reports
of patients who experienced symptomatic postural hypotension. These reports included dizziness and
lightheadedness, but not syncope. Concomitant administration of sildenafil to patients taking
alpha-blocker therapy may lead to symptomatic hypotension in susceptible individuals (see section
4.4).

Sildenafil (100 mg single oral dose) did not affect the steady state pharmacokinetics of the HIV
protease inhibitor saquinavir, which is a CYP3A4 substrate/inhibitor.

Consistent with its known effects on the nitric oxide/cGMP pathway (see section 5.1), sildenafil was
shown to potentiate the hypotensive effects of nitrates, and its co-administration with nitric oxide
donors or nitrates in any form is therefore contraindicated (see section 4.3).

Riociguat: Preclinical studies showed additive systemic blood pressure lowering effect when PDES
inhibitors were combined with riociguat. In clinical studies, riociguat has been shown to augment the
hypotensive effects of PDES inhibitors. There was no evidence of favourable clinical effect of the
combination in the population studied. Concomitant use of riociguat with PDES inhibitors, including
sildenafil, is contraindicated (see section 4.3).

Oral sildenafil had no clinically significant impact on the plasma levels of oral contraceptives
(ethinyloestradiol 30 pg and levonorgestrel 150 pg).
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Paediatric population
Interaction studies have only been performed in adults.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential and contraception in males and females
Due to lack of data on effects of Revatio in pregnant women, Revatio is not recommended for women
of childbearing potential unless also using appropriate contraceptive measures.

Pregnancy
There are no data from the use of sildenafil in pregnant women. Animal studies do not indicate direct

or indirect harmful effects with respect to pregnancy and embryonal/foetal development. Studies in
animals have shown toxicity with respect to postnatal development (see section 5.3).

Breast-feeding
Due to lack of data, Revatio should not be used in pregnant women unless strictly necessary.

It is not known whether sildenafil enters the breast milk. Revatio should not be administered to
breast-feeding mothers.

Fertility
Non-clinical data revealed no special hazard for humans based on conventional studies of fertility (see
section 5.3).

4.7 Effects on ability to drive and use machines
Revatio has moderate influence on the ability to drive and use machines.

As dizziness and altered vision were reported in clinical trials with sildenafil, patients should be
aware of how they might be affected by Revatio, before driving or using machines.

4.8 Undesirable effects

Adverse reactions that resulted from intravenous Revatio use are similar to those associated with oral
Revatio use. Since there are limited data for intravenous Revatio use and since pharmacokinetic
models predict that 20 mg oral and 10 mg intravenous formulations will yield similar plasma
exposures, the safety information for intravenous Revatio is supported by that of oral Revatio.

Intravenous administration

A 10 mg dose of Revatio solution for injection is predicted to provide total exposure of free sildenafil
and its N-desmethyl metabolite and their combined pharmacological effects comparable to those of a
20 mg oral dose.

Study A1481262 was a single centre, single dose, open label study to assess the safety, tolerability
and pharmacokinetics of a single intravenous dose of sildenafil (10 mg) administered as a bolus
injection to patients with Pulmonary Arterial Hypertension (PAH) who were already receiving and
stable on oral Revatio 20 mg three times per day.

A total of 10 PAH subjects enrolled and completed the study. The mean postural changes in systolic
and diastolic blood pressure over time were small (< 10 mmHg) and returned towards baseline beyond
2 hours. No symptoms of hypotension were associated with these changes. The mean changes in heart
rate were clinically insignificant. Two subjects experienced a total of 3 adverse reactions (flushing,
flatulence and hot flush). There was one serious adverse reaction in a subject with severe ischaemic
cardiomyopathy who experienced ventricular fibrillation and death 6 days post study. It was judged to
be unrelated to the study medicinal product.
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Oral administration

In the pivotal placebo-controlled study of Revatio in pulmonary arterial hypertension, a total of

207 patients were randomized to and treated with 20 mg, 40 mg or 80 mg TID doses of oral Revatio
and 70 patients were randomized to placebo. The duration of treatment was 12 weeks. The overall
frequency of discontinuation in sildenafil treated patients at doses of 20 mg, 40 mg and 80 mg TID
was 2.9 %, 3.0 % and 8.5 % respectively, compared to 2.9 % with placebo. Of the 277 subjects treated
in the pivotal study, 259 entered a long-term extension study. Doses up to 80 mg three times a day

(4 times the recommended dose of 20 mg three times a day) were administered and after 3 years 87 %
of 183 patients on study treatment were receiving Revatio 80 mg TID.

In a placebo-controlled study of Revatio as an adjunct to intravenous epoprostenol in pulmonary
arterial hypertension, a total of 134 patients were treated with oral Revatio (in a fixed titration starting
from 20 mg, to 40 mg and then 80 mg, three times a day as tolerated) and epoprostenol, and

131 patients were treated with placebo and epoprostenol. The duration of treatment was 16 weeks.
The overall frequency of discontinuations in sildenafil/epoprostenol treated patients due to adverse
events was 5.2 % compared to 10.7 % in the placebo/epoprostenol treated patients. Newly reported
adverse drug reactions, which occurred more frequently in the sildenafil/ epoprostenol group, were
ocular hyperaemia, vision blurred, nasal congestion, night sweats, back pain and dry mouth. The
known adverse events headache, flushing, pain in extremity and oedema were noted in a higher
frequency in sildenafil/epoprostenol treated patients compared to placebo/epoprostenol treated
patients. Of the subjects who completed the initial study, 242 entered a long-term extension study.
Doses up to 80 mg TID were administered and after 3 years 68 % of 133 patients on study treatment
were receiving Revatio 80 mg TID.

In the two-placebo controlled oral Revatio studies adverse events were generally mild to moderate in
severity. The most commonly reported adverse reactions that occurred (greater or equal to 10 %) on
Revatio compared to placebo were headache, flushing, dyspepsia, diarrhoea and pain in extremity.

Tabulated list of adverse reactions

Adverse reactions which occurred in > 1 % of Revatio-treated patients and were more frequent (> 1 %
difference) on Revatio in the pivotal study or in the Revatio combined data set of both the
placebo-controlled studies in pulmonary arterial hypertension, at oral doses of 20, 40 or 80 mg TID
are listed in the table below by class and frequency grouping (very common (= 1/10), common

(= 1/100 to < 1/10), uncommon (= 1/1000 to < 1/100) and not known (cannot be estimated from the
available data). Within each frequency grouping, undesirable effects are presented in order of
decreasing seriousness.

Reports from post-marketing experience are included in italics.

MedDRA system organ class (V.14.0) Adverse reaction
Infections and infestations
Common cellulitis,influenza, bronchitis,

sinusitis, rhinitis, gastroenteritis
Blood and lymphatic system disorders

Common anaemia

Metabolism and nutrition disorders

Common fluid retention

Psychiatric disorders

Common insomnia, anxiety

Nervous system disorders

Very common headache

Common migraine, tremor, paraesthesia, burning

sensation, hypoaesthesia
Eye disorders
Common retinal haemorrhage, visual
impairment, vision blurred,
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Uncommon

Not known

Ear and labyrinth disorders
Common

Not known

Vascular disorders

Very common

Not Known

Respiratory, thoracic and mediastinal disorders
Common

Gastrointestinal disorders
Very common

Common

Skin and subcutaneous tissue disorders
Common

Not known

Musculoskeletal and connective tissue disorders
Very common

Common

Renal and urinary disorders

Uncommon

Reproductive system and breast disorders
Uncommon

Not known

General disorders and administration site
conditions

Common

photophobia, chromatopsia, cyanopsia,
eye irritation, ocular hyperaemia
visual acuity reduced, diplopia,
abnormal sensation in eye
Non-arteritic anterior ischaemic optic
neuropathy (NAION)*, Retinal
vascular occlusion™, Visual field
defect*

vertigo
sudden hearing loss

flushing
hypotension

epistaxis, cough, nasal congestion
diarrhoea, dyspepsia

gastritis, gastrooesophageal reflux
disease, haemorrhoids, abdominal

distension, dry mouth

alopecia, erythema, night sweats
rash

pain in extremity
myalgia, back pain

haematuria
penile haemorrhage, haematospermia,

gynaecomastia
priapism, erection increased

pyrexia

*These adverse events/reactions have been reported in patients taking sildenafil in the treatment of male erectile dysfunction (MED).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

In single dose volunteer studies of oral doses up to 800 mg, adverse reactions were similar to those
seen at lower doses, but the incidence rates and severities were increased. At single oral doses of

200 mg the incidence of adverse reactions (headache, flushing, dizziness, dyspepsia, nasal congestion,
and altered vision) was increased.

In cases of overdose, standard supportive measures should be adopted as required. Renal dialysis is

not expected to accelerate clearance as sildenafil is highly bound to plasma proteins and not
eliminated in the urine.
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5.  PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Urologicals, Drugs used in erectile dysfunction, ATC code: G04BEO3

Mechanism of action

Sildenafil is a potent and selective inhibitor of cyclic guanosine monophosphate (cGMP) specific
phosphodiesterase type 5 (PDES), the enzyme that is responsible for degradation of cGMP. Apart
from the presence of this enzyme in the corpus cavernosum of the penis, PDES is also present in the
pulmonary vasculature. Sildenafil, therefore, increases cGMP within pulmonary vascular smooth
muscle cells resulting in relaxation. In patients with pulmonary arterial hypertension this can lead to
vasodilation of the pulmonary vascular bed and, to a lesser degree, vasodilatation in the systemic
circulation.

Pharmacodynamic effects

Studies in vitro have shown that sildenafil is selective for PDES. Its effect is more potent on PDES
than on other known phosphodiesterases. There is a 10-fold selectivity over PDE6 which is involved
in the phototransduction pathway in the retina. There is an 80-fold selectivity over PDEI, and over
700-fold over PDE 2, 3,4, 7, 8,9, 10 and 11. In particular, sildenafil has greater than 4,000-fold
selectivity for PDES over PDE3, the cAMP-specific phosphodiesterase isoform involved in the
control of cardiac contractility.

Sildenafil causes mild and transient decreases in systemic blood pressure which, in the majority of
cases, do not translate into clinical effects. After chronic oral dosing of 80 mg three times a day to
patients with systemic hypertension the mean change from baseline in systolic and diastolic blood
pressure was a decrease of 9.4 mmHg and 9.1 mm Hg respectively. After chronic oral dosing of 80 mg
three times a day to patients with pulmonary arterial hypertension lesser effects in blood pressure
reduction were observed (a reduction in both systolic and diastolic pressure of 2 mmHg). At the
recommended oral dose of 20 mg three times a day no reductions in systolic or diastolic pressure were
seen.

Single oral doses of sildenafil up to 100 mg in healthy volunteers produced no clinically relevant
effects on ECG. After chronic dosing of 80 mg three times a day to patients with pulmonary arterial
hypertension no clinically relevant effects on the ECG were reported.

In a study of the hemodynamic effects of a single oral 100 mg dose of sildenafil in 14 patients with
severe coronary artery disease (CAD) (> 70 % stenosis of at least one coronary artery), the mean
resting systolic and diastolic blood pressures decreased by 7 % and 6 % respectively compared to
baseline. Mean pulmonary systolic blood pressure decreased by 9 %. Sildenafil showed no effect on
cardiac output, and did not impair blood flow through the stenosed coronary arteries.

Mild and transient differences in colour discrimination (blue/green) were detected in some subjects
using the Farnsworth-Munsell 100 hue test at 1 hour following a 100 mg dose, with no effects evident
after 2 hours post-dose. The postulated mechanism for this change in colour discrimination is related
to inhibition of PDE6, which is involved in the phototransduction cascade of the retina. Sildenafil has
no effect on visual acuity or contrast sensitivity. In a small size placebo-controlled study of patients
with documented early age-related macular degeneration (n = 9), sildenafil (single dose, 100 mg)
demonstrated no significant changes in visual tests conducted (visual acuity, Amsler grid, colour
discrimination simulated traffic light, Humphrey perimeter and photostress).

31



Clinical efficacy and safety

Efficacy of intravenous sildenafil in adult patients with pulmonary arterial hypertension (PAH)

A 10 mg dose of Revatio solution for injection is predicted to provide total exposure of free sildenafil
and its N-desmethyl metabolite and their combined pharmacological effects comparable to those of a
20 mg oral dose. This is based on Pharmacokinetic data only (see section 5.2. Pharmacokinetic
Properties). The consequences of the subsequent lower exposure to the active N-desmethyl metabolite
observed after repeated IV administration of Revatio have not been documented. No clinical studies
have been performed to demonstrate that these formulations have comparable efficacy

Study A1481262 was a single centre, single dose, open label study to assess the safety, tolerability
and pharmacokinetics of a single intravenous dose of sildenafil (10 mg) administered as a bolus
injection to patients with PAH who were already receiving and stable on oral Revatio 20 mg TID.

A total of 10 PAH subjects enrolled and completed the study. Eight subjects were taking bosentan and
one subject was taking treprostinil in addition to bosentan and Revatio. After dosing, sitting and
standing blood pressure and heart rate were recorded at 30, 60, 120, 180 and 360 minute post dose.
The mean changes from baseline in sitting blood pressure were greatest at 1 hour,

-9.1 mmHg (SD + 12.5) and -3.0 (SD + 4.9) mmHg for systolic and diastolic pressure respectively.
The mean postural changes in systolic and diastolic blood pressure over time were small

(< 10 mmHg) and returned towards baseline beyond 2 hours.

Efficacy of oral sildenafil in adult patients with pulmonary arterial hypertension (PAH)

A randomised, double-blind, placebo-controlled study was conducted in 278 patients with primary
pulmonary hypertension, PAH associated with connective tissue disease, and PAH following surgical
repair of congenital heart lesions. Patients were randomised to one of four treatment groups: placebo,
sildenafil 20 mg, sildenafil 40 mg or sildenafil 80 mg, three times a day. Of the 278 patients
randomised, 277 patients received at least 1 dose of study drug. The study population consisted of 68
(25 %) men and 209 (75 %) women with a mean age of 49 years (range: 18-81 years) and baseline
6-minute walk test distance between 100 and 450 metres inclusive (mean: 344 metres). 175 patients
(63 %) included were diagnosed with primary pulmonary hypertension, 84 (30 %) were diagnosed
with PAH associated with connective tissue disease and 18 (7 %) of the patients were diagnosed with
PAH following surgical repair of congenital heart lesions. Most patients were WHO Functional Class
11 (107/277, 39 %) or 111 (160/277, 58 %) with a mean baseline 6 minute walking distance of

378 meters and 326 meters respectively; fewer patients were Class I (1/277, 0.4 %) or IV (9/277, 3 %)
at baseline. Patients with left ventricular ejection fraction <45 % or left ventricular shortening
fraction < 0.2 were not studied.

Sildenafil (or placebo) was added to patients’ background therapy which could have included a
combination of anticoagulation, digoxin, calcium channel blockers, diuretics or oxygen. The use of
prostacyclin, prostacyclin analogues and endothelin receptor antagonists was not permitted as add-on
therapy, and neither was arginine supplementation. Patients who previously failed bosentan therapy
were excluded from the study.

The primary efficacy endpoint was the change from baseline at week 12 in 6-minute walk distance
(6MWD). A statistically significant increase in 6MWD was observed in all 3 sildenafil dose groups
compared to those on placebo. Placebo corrected increases in 6 MWD were 45 metres (p < 0.0001),
46 metres (p < 0.0001) and 50 metres (p < 0.0001) for sildenafil 20 mg, 40 mg and 80 mg TID
respectively. There was no significant difference in effect between sildenafil doses. For patients with
a low baseline 6 MWD < 325 m improved efficacy was observed with higher doses (placebo-
corrected improvements of 58 metres, 65 metres and 87 metres for 20 mg, 40 mg and 80 mg doses
TID, respectively).

When analysed by WHO functional class, a statistically significant increase in 6 MWD was observed
in the 20 mg dose group. For class II and class III, placebo corrected increases of 49 metres
(p = 0.0007) and 45 metres (p = 0.0031) were observed respectively.
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The improvement in 6 MWD was apparent after 4 weeks of treatment and this effect was maintained at
weeks 8 and 12. Results were generally consistent in subgroups according to aetiology (primary and
connective tissue disease-associated PAH), WHO functional class, gender, race, location, mean PAP
and PVRI.

Patients on all sildenafil doses achieved a statistically significant reduction in mean pulmonary
arterial pressure (mPAP) and pulmonary vascular resistance (PVR) compared to those on placebo.
Placebo-corrected treatment effects with mPAP were -2.7 mm Hg (p = 0.04) , -3.0 mm Hg (p = 0.01)
and -5.1 mm Hg (p < 0.0001) for sildenafil 20 mg, 40 mg and 80 mg TID, respectively.
Placebo-corrected treatment effects with PVR were -178 dyne.sec/cm’ (p=0.0051), -195 dyne.sec/cm’
(p=0.0017) and -320 dyne.sec/cm’ (p<0.0001) for sildenafil 20 mg, 40 mg and 80 mg TID,
respectively. The percent reduction at 12 weeks for sildenafil 20 mg, 40 mg and 80 mg TID in PVR
(11.2 %, 12.9 %, 23.3 %) was proportionally greater than the reduction in systemic vascular resistance
(SVR) (7.2 %, 5.9 %, and 14.4 %). The effect of sildenafil on mortality is unknown.

A greater percentage of patients on each of the sildenafil doses (i.e. 28 %, 36 % and 42 % of subjects
who received sildenafil 20 mg, 40 mg and 80 mg TID doses, respectively) showed an improvement by
at least one WHO functional class at week 12 compared to placebo (7 %). The respective odds ratios
were 2.92 (p=0.0087), 4.32 (p=0.0004) and 5.75 (p<0.0001).

Long-term survival data in naive population

Patients enrolled into the pivotal oral route study were eligible to enter a long term open label
extension study. At 3 years 87 % of the patients were receiving a dose of 80 mg TID. A total of

207 patients were treated with Revatio in the pivotal study, and their long term survival status was
assessed for a minimum of 3 years. In this population, Kaplan-Meier estimates of 1, 2 and 3 year
survival were 96 %, 91 % and 82 %, respectively. Survival in patients of WHO functional class II at
baseline at 1, 2 and 3 years was 99 %, 91 %, and 84 % respectively, and for patients of WHO
functional class III at baseline was 94 %, 90 %, and 81 %, respectively.

Efficacy of oral sildenafil in adult patients with PAH (when used in combination with epoprostenol)
A randomised, double-blind, placebo controlled study was conducted in 267 patients with PAH who
were stabilised on intravenous epoprostenol. The PAH patients included those with Primary
Pulmonary Arterial Hypertension (212/267, 79 %) and PAH associated with connective tissue disease
(55/267, 21 %). Most patients were WHO Functional Class II (68/267, 26 %) or III (175/267, 66 %);
fewer patients were Class I (3/267, 1 %) or IV (16/267, 6 %) at baseline; for a few patients (5/267,

2 %), the WHO Functional Class was unknown. Patients were randomised to placebo or sildenafil (in
a fixed titration starting from 20 mg, to 40 mg and then 80 mg, three times a day as tolerated) when
used in combination with intravenous epoprostenol.

The primary efficacy endpoint was the change from baseline at week 16 in 6-minute walk distance.
There was a statistically significant benefit of sildenafil compared to placebo in 6-minute walk
distance. A mean placebo corrected increase in walk distance of 26 metres was observed in favour of
sildenafil (95 % CI: 10.8, 41.2) (p = 0.0009). For patients with a baseline walking distance

> 325 metres, the treatment effect was 38.4 metres in favour of sildenafil; for patients with a baseline
walking distance < 325 metres, the treatment effect was 2.3 metres in favour of placebo. For patients
with primary PAH, the treatment effect was 31.1 metres compared to 7.7 metres for patients with
PAH associated with connective tissue disease. The difference in results between these randomisation
subgroups may have arisen by chance in view of their limited sample size.

Patients on sildenafil achieved a statistically significant reduction in mean Pulmonary Arterial
Pressure (mPAP) compared to those on placebo. A mean placebo-corrected treatment effect of

-3.9 mmHg was observed in favour of sildenafil (95 % CI: -5.7, -2.1) (p = 0.00003). Time to clinical
worsening was a secondary endpoint as defined as the time from randomisation to the first occurrence
of a clinical worsening event (death, lung transplantation, initiation of bosentan therapy, or clinical
deterioration requiring a change in epoprostenol therapy). Treatment with sildenafil significantly
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delayed the time to clinical worsening of PAH compared to placebo (p = 0.0074). 23 subjects
experienced clinical worsening events in the placebo group (17.6 %) compared with 8 subjects in the
sildenafil group (6.0 %).

Long-term Survival Data in the background epoprostenol study

Patients enrolled into the epoprostenol add-on therapy study were eligible to enter a long term open
label extension study. At 3 years 68 % of the patients were receiving a dose of 80 mg TID. A total of
134 patients were treated with Revatio in the initial study, and their long term survival status was
assessed for a minimum of 3 years. In this population, Kaplan-Meier estimates of 1, 2 and 3 year
survival were 92 %, 81 % and 74 %, respectively.

Efficacy and safety in adult patients with PAH (when used in combination with bosentan)

A randomized, double-blind, placebo controlled study was conducted in 103 clinically stable subjects
with PAH (WHO FC II and IIT) who were on bosentan therapy for a minimum of three months. The
PAH patients included those with Primary PAH, and PAH associated with connective tissue disease.
Patients were randomized to placebo or sildenafil (20 mg three times a day) in combination with
bosentan (62.5-125 mg twice a day). The primary efficacy endpoint was the change from baseline at
Week 12 in 6MWD. The results indicate that there is no significant difference in mean change from
baseline on 6MWD observed between sildenafil (20 mg three times a day) and placebo (13.62 m
(95% CI: -3.89 to 31.12) and 14.08 m (95% CI: -1.78 to 29.95), respectively).

Differences in 6MWD were observed between patients with primary PAH and PAH associated with
connective tissue disease. For subjects with primary PAH (67 subjects), mean changes from baseline
were 26.39 m (95% CI: 10.70 to 42.08) and 11.84 m (95% CI: -8.83 to 32.52) for the sildenafil and
placebo groups, respectively. However, for subjects with PAH associated with connective tissue
disease (36 subjects) mean changes from baseline were -18.32 m (95% CI: -65.66 to 29.02) and 17.50
m (95% CI: -9.41 to 44.41) for the sildenafil and placebo groups, respectively.

Overall, the adverse events were generally similar between the two treatment groups (sildenafil plus
bosentan vs. bosentan alone), and consistent with the known safety profile of sildenafil when used as
monotherapy (see sections 4.4 and 4.5).

5.2 Pharmacokinetic properties

Absorption
The mean absolute oral bioavailability for sildenafil is 41 % (range 25-63 %). In study A1481262

Ciax» CL and AUC (0-8) of 248 ng/ml, 30.3 1/h and 330 ng h/ml, were observed respectively. The C,.x
and AUC (0-8) of the N-desmethyl metabolite were 30.8 ng/ml and 147 ng h/ml, respectively.

Distribution

The mean steady state volume of distribution (Vss) for sildenafil is 105 1, indicating distribution into
the tissues. After oral doses of 20 mg three times a day, the mean maximum total plasma
concentration of sildenafil at steady state is approximately 113 ng/ml. Sildenafil and its major
circulating N-desmethyl metabolite are approximately 96 % bound to plasma proteins. Protein binding
is independent of total drug concentrations.

Biotransformation

Sildenafil is cleared predominantly by the CYP3A4 (major route) and CYP2C9 (minor route) hepatic
microsomal isoenzymes. The major circulating metabolite results from N-demethylation of sildenafil.
This metabolite has a phosphodiesterase selectivity profile similar to sildenafil and an in vitro potency
for PDES approximately 50 % that of the parent drug. The N-desmethyl metabolite is further
metabolised, with a terminal half-life of approximately 4 h. In patients with pulmonary arterial
hypertension, plasma concentrations of N-desmethyl metabolite are approximately 72 % those of
sildenafil after 20 mg three times a day oral dosing (translating into a 36 % contribution to sildenafil’s
pharmacological effects). The subsequent effect on efficacy is unknown. In healthy volunteers, the
plasma levels of the N-desmethyl metabolite following intravenous dosing are significantly lower than
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those observed following oral dosing. At steady state plasma concentrations of N-desmethyl
metabolite are approximately 16 % versus 61 % those of sildenafil after [V and oral dosing,
respectively.

Elimination

The total body clearance of sildenafil is 41 I/h with a resultant terminal phase half-life of 3-5 h. After
either oral or intravenous administration, sildenafil is excreted as metabolites predominantly in the
faeces (approximately 80 % of administered oral dose) and to a lesser extent in the urine
(approximately 13 % of administered oral dose).

Pharmacokinetics in special patient groups

Elderly

Healthy elderly volunteers (65 years or over) had a reduced clearance of sildenafil, resulting in
approximately 90 % higher plasma concentrations of sildenafil and the active N-desmethyl metabolite
compared to those seen in healthy younger volunteers (18-45 years). Due to age-differences in plasma
protein binding, the corresponding increase in free sildenafil plasma concentration was approximately
40 %.

Renal insufficiency

In volunteers with mild to moderate renal impairment (creatinine clearance = 30-80 ml/min), the
pharmacokinetics of sildenafil were not altered after receiving a 50 mg single oral dose. In volunteers
with severe renal impairment (creatinine clearance < 30 ml/min), sildenafil clearance was reduced,
resulting in mean increases in AUC and C,,,x of 100 % and 88 % respectively compared to
age-matched volunteers with no renal impairment. In addition, N-desmethyl metabolite AUC and C,x
values were significantly increased by 200 % and 79 % respectively in subjects with severe renal
impairment compared to subjects with normal renal function.

Hepatic insufficiency

In volunteers with mild to moderate hepatic cirrhosis (Child-Pugh class A and B) sildenafil clearance
was reduced, resulting in increases in AUC (85 %) and C,,.x (47 %) compared to age-matched
volunteers with no hepatic impairment. In addition, N-desmethyl metabolite AUC and C,,,, values
were significantly increased by 154 % and 87 %, respectively in cirrhotic subjects compared to
subjects with normal hepatic function. The pharmacokinetics of sildenafil in patients with severely
impaired hepatic function have not been studied.

Population pharmacokinetics

In patients with pulmonary arterial hypertension, the average steady state concentrations were

20-50 % higher over the investigated oral dose range of 20—-80 mg three times a day compared to
healthy volunteers. There was a doubling of the C,;,, compared to healthy volunteers. Both findings
suggest a lower clearance and/or a higher oral bioavailability of sildenafil in patients with pulmonary
arterial hypertension compared to healthy volunteers.

5.3  Preclinical safety data

Non-clinical data revealed no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity and carcinogenic potential, toxicity to
reproduction and development.

In pups of rats which were pre- and postnatally treated with 60 mg/kg sildenafil, a decreased litter
size, a lower pup weight on day 1 and a decreased 4-day survival were seen at exposures which were
approximately fifty times the expected human intravenous exposure at 10 mg three times a day.
Effects in non-clinical studies were observed at exposures considered sufficiently in excess of the
maximum human exposure indicating little relevance to clinical use.
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There were no adverse reactions, with possible relevance to clinical use, seen in animals at clinically
relevant exposure levels which were not also observed in clinical studies.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Glucose
Water for injections

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products or intravenous diluents
except those mentioned in section 6.6.

6.3  Shelf life

3 years.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.
6.5 Nature and contents of container

Each pack contains one 20 ml clear, type I glass vial with a chlorobutyl rubber stopper and an
aluminium overseal.

6.6  Special precautions for disposal and other handling
This medicinal product does not require dilution or reconstitution before use.

One 20 ml vial contains 10 mg of sildenafil (as citrate). The recommended dose of 10 mg requires a
volume of 12.5 ml, to be administered as an intravenous bolus injection.

Chemical and physical compatibility has been demonstrated with the following diluents:

5 % glucose solution

sodium chloride 9 mg/ml (0.9 %) solution

Lactated Ringer’s solution

5 % glucose/0.45 % sodium chloride solution

5 % glucose/lactated Ringer’s solution

5 % glucose/20 mEq potassium chloride solution

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Pfizer Limited, Sandwich, Kent CT13 9NJ, United Kingdom.
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8. MARKETING AUTHORISATION NUMBER(S)

EU/1/05/318/002

9.  DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 28 October 2005

Date of latest renewal: 23 September 2010

10. DATE OF REVISION OF THE TEXT

Detailed information on this product is available on the website of the European Medicines Agency
http://www.ema.europa.eu
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1. NAME OF THE MEDICINAL PRODUCT

Revatio 10 mg/ml powder for oral suspension

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

After reconstitution, each ml of the oral suspension contains 10 mg of sildenafil (as citrate)
One bottle of reconstituted oral suspension (112 ml) contains 1.12 g of sildenafil (as citrate)

Excipient(s) with known effect
Each ml of oral suspension contains 250 mg sorbitol.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Powder for oral suspension.
White to off-white powder.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Adults

Treatment of adult patients with pulmonary arterial hypertension classified as WHO functional class
II and III, to improve exercise capacity. Efficacy has been shown in primary pulmonary hypertension
and pulmonary hypertension associated with connective tissue disease.

Paediatric population

Treatment of paediatric patients aged 1 year to 17 years old with pulmonary arterial hypertension.
Efficacy in terms of improvement of exercise capacity or pulmonary haemodynamics has been shown
in primary pulmonary hypertension and pulmonary hypertension associated with congenital heart
disease (see section 5.1).

4.2  Posology and method of administration

Treatment should only be initiated and monitored by a physician experienced in the treatment of
pulmonary arterial hypertension. In case of clinical deterioration in spite of Revatio treatment,
alternative therapies should be considered.

Posology

Adults

The recommended dose is 20 mg three times a day (TID). Physicians should advise patients who
forget to take Revatio to take a dose as soon as possible and then continue with the normal dose.
Patients should not take a double dose to compensate for the missed dose.

Paediatric population (1 year to 17 years)

For paediatric patients aged 1 year to 17 years old, the recommended dose in patients <20 kg is 10 mg
(1 ml of reconstituted suspension) three times a day and for patients > 20 kg is 20 mg (2 ml of
reconstituted suspension) three times a day. Higher than recommended doses should not be used in
paediatric patients with PAH (see also sections 4.4 and 5.1).
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Patients using other medicinal products

In general, any dose adjustment should be administered only after a careful benefit-risk assessment. A
downward dose adjustment to 20 mg twice daily should be considered when sildenafil is
co-administered to patients already receiving CYP3A4 inhibitors like erythromycin or saquinavir. A
downward dose adjustment to 20 mg once daily is recommended in case of co-administration with
more potent CYP3A4 inhibitors clarithromycin, telithromycin and nefazodone. For the use of
sildenafil with the most potent CYP3 A4 inhibitors, see section 4.3. Dose adjustments for sildenafil
may be required when co-administered with CYP3A4 inducers (see section 4.5).

Special populations

Elderly (= 65 years)
Dose adjustments are not required in elderly patients. Clinical efficacy as measured by 6-minute walk
distance could be less in elderly patients.

Renal impairment

Initial dose adjustments are not required in patients with renal impairment, including severe renal
impairment (creatinine clearance < 30 ml/min). A downward dose adjustment to 20 mg twice daily
should be considered after a careful benefit-risk assessment only if therapy is not well-tolerated.

Hepatic impairment

Initial dose adjustments are not required in patients with hepatic impairment (Child-Pugh class A and
B). A downward dose adjustment to 20 mg twice daily should be considered after a careful
benefit-risk assessment only if therapy is not well-tolerated.

Revatio is contraindicated in patients with severe hepatic impairment (Child-Pugh class C), (see
section 4.3).

Paediatric population
The safety and efficacy of Revatio in children below 1 year of age has not been established. No data
are available.

Discontinuation of treatment

Limited data suggests that the abrupt discontinuation of Revatio is not associated with rebound
worsening of pulmonary arterial hypertension. However to avoid the possible occurrence of sudden
clinical deterioration during withdrawal, a gradual dose reduction should be considered. Intensified
monitoring is recommended during the discontinuation period.

Method of administration

Revatio powder for oral suspension is for oral use only. The constituted oral suspension (a white,
grape flavoured oral suspension) should be taken approximately 6 to 8 hours apart with or without
food.

Before withdrawing the required dose, shake the bottle vigorously for a minimum of 10 seconds.
For instructions on constitution of the medicinal product before administration, see section 6.6.
4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

Co-administration with nitric oxide donors (such as amyl nitrite) or nitrates in any form due to the
hypotensive effects of nitrates (see section 5.1).

39



The co-administration of PDES inhibitors, including sildenafil, with guanylate cyclase stimulators,
such as riociguat, is contraindicated as it may potentially lead to symptomatic hypotension (see
section 4.5).

Combination with the most potent of the CYP3A4 inhibitors (eg, ketoconazole, itraconazole,
ritonavir) (see section 4.5).

Patients who have loss of vision in one eye because of non-arteritic anterior ischaemic optic
neuropathy (NAION), regardless of whether this episode was in connection or not with previous
PDES inhibitor exposure (see section 4.4).

The safety of sildenafil has not been studied in the following sub-groups of patients and its use is
therefore contraindicated:

Severe hepatic impairment,

Recent history of stroke or myocardial infarction,

Severe hypotension (blood pressure < 90/50 mmHg) at initiation.

4.4 Special warnings and precautions for use

The efficacy of Revatio has not been established in patients with severe pulmonary arterial
hypertension (functional class I'V). If the clinical situation deteriorates, therapies that are
recommended at the severe stage of the disease (eg, epoprostenol) should be considered (see section
4.2). The benefit-risk balance of sildenafil has not been established in patients assessed to be at WHO
functional class I pulmonary arterial hypertension.

Studies with sildenafil have been performed in forms of pulmonary arterial hypertension related to
primary (idiopathic), connective tissue disease associated or congenital heart disease associated forms
of PAH (see section 5.1). The use of sildenafil in other forms of PAH is not recommended.

In the long term paediatric extension study, an increase in deaths was observed in patients
administered doses higher than the recommended dose. Therefore, doses higher than the
recommended doses should not be used in paediatric patients with PAH (see also sections 4.2 and
5.D).

Retinitis pigmentosa

The safety of sildenafil has not been studied in patients with known hereditary degenerative retinal
disorders such as retinitis pigmentosa (a minority of these patients have genetic disorders of retinal
phosphodiesterases) and therefore its use is not recommended.

Vasodilatory action

When prescribing sildenafil, physicians should carefully consider whether patients with certain
underlying conditions could be adversely affected by sildenafil’s mild to moderate vasodilatory
effects, for example patients with hypotension, patients with fluid depletion, severe left ventricular
outflow obstruction or autonomic dysfunction (see section 4.4).

Cardiovascular risk factors

In post-marketing experience with sildenafil for male erectile dysfunction, serious cardiovascular
events, including myocardial infarction, unstable angina, sudden cardiac death, ventricular
arrhythmia, cerebrovascular haemorrhage, transient ischaemic attack, hypertension and hypotension
have been reported in temporal association with the use of sildenafil. Most, but not all, of these
patients had pre-existing cardiovascular risk factors. Many events were reported to occur during or
shortly after sexual intercourse and a few were reported to occur shortly after the use of sildenafil
without sexual activity. It is not possible to determine whether these events are related directly to
these factors or to other factors.
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Priapism

Sildenafil should be used with caution in patients with anatomical deformation of the penis (such as
angulation, cavernosal fibrosis or Peyronie’s disease), or in patients who have conditions which may
predispose them to priapism (such as sickle cell anaemia, multiple myeloma or leukaemia).

Prolonged erections and priapism have been reported with sildenafil in post-marketing experience. In
the event of an erection that persists longer than 4 hours, the patient should seek immediate medical
assistance. If priapism is not treated immediately, penile tissue damage and permanent loss of potency
could result (see section 4.8).

Vaso-occlusive crises in patients with sickle cell anaemia

Sildenafil should not be used in patients with pulmonary hypertension secondary to sickle cell
anaemia. In a clinical study events of vaso-occlusive crises requiring hospitalisation were reported
more commonly by patients receiving Revatio than those receiving placebo leading to the premature
termination of this study.

Visual events

Cases of visual defects have been reported spontaneously in connection with the intake of sildenafil
and other PDES inhibitors. Cases of non-arteritic anterior ischaemic optic neuropathy, a rare
condition, have been reported spontaneously and in an observational study in connection with the
intake of sildenafil and other PDES inhibitors (see section 4.8). In the event of any sudden visual
defect, the treatment should be stopped immediately and alternative treatment should be considered
(see section 4.3).

Alpha-blockers
Caution is advised when sildenafil is administered to patients taking an alpha-blocker as the

co-administration may lead to symptomatic hypotension in susceptible individuals (see section 4.5). In
order to minimise the potential for developing postural hypotension, patients should be
haemodynamically stable on alpha-blocker therapy prior to initiating sildenafil treatment. Physicians
should advise patients what to do in the event of postural hypotensive symptoms.

Bleeding disorders

Studies with human platelets indicate that sildenafil potentiates the antiaggregatory effect of sodium
nitroprusside in vitro. There is no safety information on the administration of sildenafil to patients
with bleeding disorders or active peptic ulceration. Therefore sildenafil should be administered to
these patients only after careful benefit-risk assessment.

Vitamin K antagonists

In pulmonary arterial hypertension patients, there may be a potential for increased risk of bleeding
when sildenafil is initiated in patients already using a Vitamin K antagonist, particularly in patients
with pulmonary arterial hypertension secondary to connective tissue disease.

Veno-occlusive disease

No data are available with sildenafil in patients with pulmonary hypertension associated with
pulmonary veno-occlusive disease. However, cases of life threatening pulmonary oedema have been
reported with vasodilators (mainly prostacyclin) when used in those patients. Consequently, should
signs of pulmonary oedema occur when sildenafil is administered in patients with pulmonary
hypertension, the possibility of associated veno-occlusive disease should be considered.

Fructose intolerance
The powder contains sorbitol. Patients with rare hereditary problems of fructose intolerance should
not take this medicine.

Use of sildenafil with bosentan
The efficacy of sildenafil in patients already on bosentan therapy has not been conclusively
demonstrated (see sections 4.5 and 5.1).
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Concomitant use with other PDES inhibitors

The safety and efficacy of sildenafil when co-administered with other PDES inhibitor products,
including Viagra, has not been studied in PAH patients and such concomitant use is not recommended
(see section 4.5).

4.5 Interaction with other medicinal products and other forms of interaction

Effects of other medicinal products on sildenafil

In vitro studies

Sildenafil metabolism is principally mediated by the cytochrome P450 (CYP) isoforms 3A4 (major
route) and 2C9 (minor route). Therefore, inhibitors of these isoenzymes may reduce sildenafil
clearance and inducers of these isoenzymes may increase sildenafil clearance. For dose
recommendations, see sections 4.2 and 4.3.

In vivo studies
Co-administration of oral sildenafil and intravenous epoprostenol has been evaluated (see sections 4.8
and 5.1).

The efficacy and safety of sildenafil co-administered with other treatments for pulmonary arterial
hypertension (eg, ambrisentan, iloprost) has not been studied in controlled clinical trials. Therefore,
caution is recommended in case of co-administration.

The safety and efficacy of sildenafil when co-administered with other PDES inhibitors has not been
studied in pulmonary arterial hypertension patients (see section 4.4).

Population pharmacokinetic analysis of pulmonary arterial hypertension clinical trial data indicated a
reduction in sildenafil clearance and/or an increase of oral bioavailability when co-administered with
CYP3A4 substrates and the combination of CYP3A4 substrates and beta-blockers. These were the
only factors with a statistically significant impact on sildenafil pharmacokinetics in patients with
pulmonary arterial hypertension. The exposure to sildenafil in patients on CYP3A4 substrates and
CYP3A4 substrates plus beta-blockers was 43 % and 66 % higher, respectively, compared to patients
not receiving these classes of medicines. Sildenafil exposure was 5-fold higher at a dose of 80 mg
three times a day compared to the exposure at a dose of 20 mg three times a day. This concentration
range covers the increase in sildenafil exposure observed in specifically designed drug interaction
studies with CYP3 A4 inhibitors (except with the most potent of the CYP3A4 inhibitors eg,
ketoconazole, itraconazole, ritonavir).

CYP3A4 inducers seemed to have a substantial impact on the pharmacokinetics of sildenafil in
pulmonary arterial hypertension patients, which was confirmed in the in-vivo interaction study with
CYP3A4 inducer bosentan.

Co-administration of bosentan (a moderate inducer of CYP3A4, CYP2C9 and possibly of CYP2C19)
125 mg twice daily with sildenafil 80 mg three times a day (at steady state) concomitantly
administered during 6 days in healthy volunteers resulted in a 63 % decrease of sildenafil AUC. A
population pharmacokinetic analysis of sildenafil data from adult PAH patients in clinical trials
including a 12 week study to assess the efficacy and safety of oral sildenafil 20 mg three times a day
when added to a stable dose of bosentan (62.5 mg — 125 mg twice a day) indicated a decrease in
sildenafil exposure with bosentan co-administration, similar to that observed in healthy volunteers
(see sections 4.4 and 5.1).

Efficacy of sildenafil should be closely monitored in patients using concomitant potent CYP3A4
inducers, such as carbamazepine, phenytoin, phenobarbital, St John’s wort and rifampicine.

42



Co-administration of the HIV protease inhibitor ritonavir, which is a highly potent P450 inhibitor, at
steady state (500 mg twice daily) with sildenafil (100 mg single dose) resulted in a 300 % (4-fold)
increase in sildenafil C,,, and a 1,000 % (11-fold) increase in sildenafil plasma AUC. At 24 hours, the
plasma levels of sildenafil were still approximately 200 ng/ml, compared to approximately 5 ng/ml
when sildenafil was administered alone. This is consistent with ritonavir’s marked effects on a broad
range of P450 substrates. Based on these pharmacokinetic results co-administration of sildenafil with
ritonavir is contraindicated in pulmonary arterial hypertension patients (see section 4.3).

Co-administration of the HIV protease inhibitor saquinavir, a CYP3A4 inhibitor, at steady state
(1200 mg three times a day) with sildenafil (100 mg single dose) resulted in a 140 % increase in
sildenafil C,,,x and a 210 % increase in sildenafil AUC. Sildenafil had no effect on saquinavir
pharmacokinetics. For dose recommendations, see section 4.2.

When a single 100 mg dose of sildenafil was administered with erythromycin, a moderate CYP3A4
inhibitor, at steady state (500 mg twice daily for 5 days), there was a 182 % increase in sildenafil
systemic exposure (AUC). For dose recommendations, see section 4.2. In healthy male volunteers,
there was no evidence of an effect of azithromycin (500 mg daily for 3 days) on the AUC, Ciax, Tinaxs
elimination rate constant, or subsequent half-life of sildenafil or its principal circulating metabolite.
No dose adjustment is required. Cimetidine (800 mg), a cytochrome P450 inhibitor and a non-specific
CYP3A4 inhibitor, caused a 56 % increase in plasma sildenafil concentrations when co-administered
with sildenafil (50 mg) to healthy volunteers. No dose adjustment is required.

The most potent of the CYP3A4 inhibitors such as ketoconazole and itraconazole would be expected
to have effects similar to ritonavir (see section 4.3). CYP3A4 inhibitors like clarithromycin,
telithromycin and nefazodone are expected to have an effect in between that of ritonavir and CYP3A4
inhibitors like saquinavir or erythromycin, a seven-fold increase in exposure is assumed. Therefore
dose adjustments are recommended when using CYP3A4 inhibitors (see section 4.2).

The population pharmacokinetic analysis in pulmonary arterial hypertension patients suggested that
co-administration of beta-blockers in combination with CYP3A4 substrates might result in an
additional increase in sildenafil exposure compared with administration of CYP3A4 substrates alone.

Grapefruit juice is a weak inhibitor of CYP3A4 gut wall metabolism and may give rise to modest
increases in plasma levels of sildenafil. No dose adjustment is required but the concomitant use of

sildenafil and grapefruit juice is not recommended.

Single doses of antacid (magnesium hydroxide/aluminium hydroxide) did not affect the
bioavailability of sildenafil.

Co-administration of oral contraceptives (ethinyloestradiol 30 pg and levonorgestrel 150 pg) did not
affect the pharmacokinetics of sildenafil.

Nicorandil is a hybrid of potassium channel activator and nitrate. Due to the nitrate component it has
the potential to have serious interaction with sildenafil (see section 4.3).

Effects of sildenafil on other medicinal products

In vitro studies
Sildenafil is a weak inhibitor of the cytochrome P450 isoforms 1A2, 2C9, 2C19, 2D6, 2E1 and 3A4
(ICs0 > 150 uM).

There are no data on the interaction of sildenafil and non-specific phosphodiesterase inhibitors such
as theophylline or dipyridamole.

43



In vivo studies
No significant interactions were shown when sildenafil (50 mg) was co-administered with
tolbutamide (250 mg) or warfarin (40 mg), both of which are metabolised by CYP2C9.

Sildenafil had no significant effect on atorvastatin exposure (AUC increased 11 %), suggesting that
sildenafil does not have a clinically relevant effect on CYP3A4.

No interactions were observed between sildenafil (100 mg single dose) and acenocoumarol.

Sildenafil (50 mg) did not potentiate the increase in bleeding time caused by acetyl salicylic acid
(150 mg).

Sildenafil (50 mg) did not potentiate the hypotensive effects of alcohol in healthy volunteers with
mean maximum blood alcohol levels of 80 mg/dI.

In a study of healthy volunteers sildenafil at steady state (80 mg three times a day) resulted in a 50 %
increase in bosentan AUC (125 mg twice daily). A population pharmacokinetic analysis of data from
a study of adult PAH patients on background bosentan therapy (62.5 mg - 125 mg twice a day)
indicated an increase (20% (95% CI: 9.8 - 30.8)) of bosentan AUC with co-administration of steady-
state sildenafil (20 mg three times a day) of a smaller magnitude than seen in healthy volunteers when
co-administered with 80 mg sildenafil three times a day (see sections 4.4 and 5.1).

In a specific interaction study, where sildenafil (100 mg) was co-administered with amlodipine in
hypertensive patients, there was an additional reduction on supine systolic blood pressure of 8§ mmHg.
The corresponding additional reduction in supine diastolic blood pressure was 7 mmHg. These
additional blood pressure reductions were of a similar magnitude to those seen when sildenafil was
administered alone to healthy volunteers.

In three specific drug-drug interaction studies, the alpha-blocker doxazosin (4 mg and 8 mg) and
sildenafil (25 mg, 50 mg, or 100 mg) were administered simultaneously to patients with benign
prostatic hyperplasia (BPH) stabilized on doxazosin therapy. In these study populations, mean
additional reductions of supine systolic and diastolic blood pressure of 7/7 mmHg, 9/5 mmHg, and
8/4 mmHg, respectively, and mean additional reductions of standing blood pressure of 6/6 mmHg,
11/4 mmHg, and 4/5 mmHg, respectively were observed. When sildenafil and doxazosin were
administered simultaneously to patients stabilized on doxazosin therapy, there were infrequent reports
of patients who experienced symptomatic postural hypotension. These reports included dizziness and
lightheadedness, but not syncope. Concomitant administration of sildenafil to patients taking
alpha-blocker therapy may lead to symptomatic hypotension in susceptible individuals (see section
4.4).

Sildenafil (100 mg single dose) did not affect the steady state pharmacokinetics of the HIV protease
inhibitor saquinavir, which is a CYP3A4 substrate/inhibitor.

Consistent with its known effects on the nitric oxide/cGMP pathway (see section 5.1), sildenafil was
shown to potentiate the hypotensive effects of nitrates, and its co-administration with nitric oxide
donors or nitrates in any form is therefore contraindicated (see section 4.3).

Riociguat: Preclinical studies showed additive systemic blood pressure lowering effect when PDES5
inhibitors were combined with riociguat. In clinical studies, riociguat has been shown to augment the
hypotensive effects of PDES inhibitors. There was no evidence of favourable clinical effect of the
combination in the population studied. Concomitant use of riociguat with PDES inhibitors, including
sildenafil, is contraindicated (see section 4.3).

Sildenafil had no clinically significant impact on the plasma levels of oral contraceptives
(ethinyloestradiol 30 ug and levonorgestrel 150 pg).
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Paediatric population
Interaction studies have only been performed in adults.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential and contraception in males and females
Due to lack of data on effects of Revatio in pregnant women, Revatio is not recommended for women
of childbearing potential unless also using appropriate contraceptive measures.

Pregnancy
There are no data from the use of sildenafil in pregnant women. Animal studies do not indicate direct

or indirect harmful effects with respect to pregnancy and embryonal/foetal development. Studies in
animals have shown toxicity with respect to postnatal development (see section 5.3).

Due to lack of data, Revatio should not be used in pregnant women unless strictly necessary.

Breast-feeding
It is not known whether sildenafil enters the breast milk. Revatio should not be administered to

breast-feeding mothers.

Fertility
Non-clinical data revealed no special hazard for humans based on conventional studies of fertility (see
section 5.3).

4.7 Effects on ability to drive and use machines
Revatio has moderate influence on the ability to drive and use machines.

As dizziness and altered vision were reported in clinical trials with sildenafil, patients should be
aware of how they might be affected by Revatio, before driving or using machines.

4.8 Undesirable effects

Summary of the safety profile

In the pivotal placebo-controlled study of Revatio in pulmonary arterial hypertension, a total of

207 patients were randomized to and treated with 20 mg, 40 mg, or 80 mg TID doses of Revatio and
70 patients were randomized to placebo. The duration of treatment was 12 weeks. The overall
frequency of discontinuation in sildenafil treated patients at doses of 20 mg, 40 mg and 80 mg TID
was 2.9 %, 3.0 % and 8.5 % respectively, compared to 2.9 % with placebo. Of the 277 subjects treated
in the pivotal study, 259 entered a long-term extension study. Doses up to 80 mg three times a day

(4 times the recommended dose of 20 mg three times a day) were administered and after 3 years 87 %
of 183 patients on study treatment were receiving Revatio 80 mg TID.

In a placebo-controlled study of Revatio as an adjunct to intravenous epoprostenol in pulmonary
arterial hypertension, a total of 134 patients were treated with Revatio (in a fixed titration starting
from 20 mg, to 40 mg and then 80 mg, three times a day as tolerated) and epoprostenol, and

131 patients were treated with placebo and epoprostenol. The duration of treatment was 16 weeks.
The overall frequency of discontinuations in sildenafil/epoprostenol treated patients due to adverse
events was 5.2 % compared to 10.7 % in the placebo/epoprostenol treated patients. Newly reported
adverse reactions, which occurred more frequently in the sildenafil/ epoprostenol group, were ocular
hyperaemia, vision blurred, nasal congestion, night sweats, back pain and dry mouth. The known
adverse reactions headache, flushing, pain in extremity and oedema were noted in a higher frequency
in sildenafil/epoprostenol treated patients compared to placebo/epoprostenol treated patients. Of the
subjects who completed the initial study, 242 entered a long-term extension study. Doses up to 80 mg
TID were administered and after 3 years 68 % of 133 patients on study treatment were receiving
Revatio 80 mg TID.
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In the two-placebo controlled studies adverse events were generally mild to moderate in severity. The
most commonly reported adverse reactions that occurred (greater or equal to 10 %) on Revatio
compared to placebo were headache, flushing, dyspepsia, diarrhoea and pain in extremity.

Tabulated list of adverse reactions

Adverse reactions which occurred in > 1 % of Revatio-treated patients and were more frequent (> 1 %
difference) on Revatio in the pivotal study or in the Revatio combined data set of both the
placebo-controlled studies in pulmonary arterial hypertension,, at doses of 20, 40 or 80 mg TID are
listed in the table below by class and frequency grouping (very common (> 1/10), common (> 1/100 to
< 1/10), uncommon (= 1/1000 to < 1/100) and not known (cannot be estimated from the available

data). Within each frequency grouping, adverse reactions are presented in order of decreasing

seriousness.

Reports from post-marketing experience are included in italics.

MedDRA system organ class (V.14.0)

Adverse reaction

Infections and infestations
Common

Blood and lymphatic system disorders
Common

Metabolism and nutrition disorders
Common

Psychiatric disorders

Common

Nervous system disorders

Very common

Common

Eye disorders
Common

Uncommon

Not known

Ear and labyrinth disorders
Common

Not known

Vascular disorders

Very common

Not known

Respiratory, thoracic and mediastinal disorders
Common

Gastrointestinal disorders
Very common

Common

Skin and subcutaneous tissue disorders
Common

cellulitis, influenza, bronchitis,
sinusitis, rhinitis, gastroenteritis

anaemia
fluid retention
insomnia, anxiety

headache
migraine, tremor, paraesthesia, burning
sensation, hypoaesthesia

retinal haemorrhage, visual
impairment, vision blurred,
photophobia, chromatopsia, cyanopsia,
eye irritation, ocular hyperaemia
visual acuity reduced, diplopia,
abnormal sensation in eye
Non-arteritic anterior ischaemic optic
neuropathy (NAION)*, Retinal
vascular occlusion™, Visual field
defect*

vertigo
sudden hearing loss

flushing
hypotension

epistaxis, cough, nasal congestion
diarrhoea, dyspepsia

gastritis, gastrooesophageal reflux
disease, haemorrhoids, abdominal

distension, dry mouth

alopecia, erythema, night sweats
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Not known rash

Musculoskeletal and connective tissue disorders

Very common pain in extremity

Common myalgia, back pain

Renal and urinary disorders

Uncommon haematuria

Reproductive system and breast disorders

Uncommon penile haemorrhage, haematospermia,
gynaecomastia

Not known priapism, erection increased

General disorders and administration site

conditions

Common pyrexia

*These adverse events/reactions have been reported in patients taking sildenafil for the treatment of male erectile dysfunction (MED).

Paediatric population

In the placebo-controlled study of Revatio in patients 1 to 17 years of age with pulmonary arterial
hypertension, a total of 174 patients were treated three times a day with either low (10 mg in patients
> 20 kg; no patients < 20 kg received the low dose), medium (10 mg in patients > 8-20 kg; 20 mg in
patients > 20-45 kg; 40 mg in patients > 45 kg) or high dose (20 mg in patients > 8-20 kg; 40 mg in
patients > 20-45 kg; 80 mg in patients > 45 kg) regimens of Revatio and 60 were treated with placebo.

The adverse reactions profile seen in this paediatric study was generally consistent with that in adults
(see table above). The most common adverse reactions that occurred (with a frequency > 1 %) in
Revatio patients (combined doses) and with a frequency > 1 % over placebo patients were pyrexia,
upper respiratory tract infection (each 11.5%), vomiting (10.9%), erection increased (including
spontaneous penile erections in male subjects) (9.0%), nausea, bronchitis (each 4.6%), pharyngitis
(4.0%), rhinorrhoea (3.4%), and pneumonia, rhinitis (each 2.9%).

Of the 234 paediatric subjects treated in the short-term, placebo-controlled study, 220 subjects entered
the long-term extension study. Subjects on active sildenafil therapy continued on the same treatment
regimen, while those in the placebo group in the short-term study were randomly reassigned to
sildenafil treatment.

The most common adverse reactions reported across the duration of the short-term and long-term
studies were generally similar to those observed in the short-term study. Adverse reactions reported in
>10% of 229 subjects treated with sildenafil (combined dose group, including 9 patients that did not
continue into the long-term study) were upper respiratory infection (31%), headache (26%), vomiting
(22%), bronchitis (20%), pharyngitis (18%), pyrexia (17%), diarrhoea (15%), and influenza, epistaxis
(12% each). Most of these adverse reactions were considered mild to moderate in severity.

Serious adverse events were reported in 94 (41%) of the 229 subjects receiving sildenafil. Of the 94
subjects reporting a serious adverse event, 14/55 (25.5%) subjects were in the low dose group, 35/74
(47.3%) in the medium dose group, and 45/100 (45%) in the high dose group. The most common
serious adverse events that occurred with a frequency > 1 % in sildenafil patients (combined doses)
were pneumonia (7.4%), cardiac failure, pulmonary hypertension (each 5.2%), upper respiratory tract
infection (3.1%), right ventricular failure, gastroenteritis (each 2.6%), syncope, bronchitis,
bronchopneumonia, pulmonary arterial hypertension (each 2.2%), chest pain, dental caries (each
1.7%), and cardiogenic shock, gastroenteritis viral, urinary tract infection (each 1.3%).

The following serious adverse events were considered to be treatment related, enterocolitis,
convulsion, hypersensitivity, stridor, hypoxia, neurosensory deafness and ventricular arrhythmia.
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Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

In single dose volunteer studies of doses up to 800 mg, adverse reactions were similar to those seen at
lower doses, but the incidence rates and severities were increased. At single doses of 200 mg the
incidence of adverse reactions (headache, flushing, dizziness, dyspepsia, nasal congestion, and altered
vision) was increased.

In cases of overdose, standard supportive measures should be adopted as required. Renal dialysis is
not expected to accelerate clearance as sildenafil is highly bound to plasma proteins and not
eliminated in the urine.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Urologicals, Drugs used in erectile dysfunction, ATC code: G04BEO3

Mechanism of action

Sildenafil is a potent and selective inhibitor of cyclic guanosine monophosphate (cGMP) specific
phosphodiesterase type 5 (PDES), the enzyme that is responsible for degradation of cGMP. Apart
from the presence of this enzyme in the corpus cavernosum of the penis, PDES is also present in the
pulmonary vasculature. Sildenafil, therefore, increases cGMP within pulmonary vascular smooth
muscle cells resulting in relaxation. In patients with pulmonary arterial hypertension this can lead to
vasodilation of the pulmonary vascular bed and, to a lesser degree, vasodilatation in the systemic
circulation.

Pharmacodynamic effects

Studies in vitro have shown that sildenafil is selective for PDES. Its effect is more potent on PDES
than on other known phosphodiesterases. There is al0-fold selectivity over PDE6 which is involved in
the phototransduction pathway in the retina. There is an 80-fold selectivity over PDEI, and over
700-fold over PDE 2, 3, 4,7, 8,9, 10 and 11. In particular, sildenafil has greater than 4,000-fold
selectivity for PDES over PDE3, the cAMP-specific phosphodiesterase isoform involved in the
control of cardiac contractility.

Sildenafil causes mild and transient decreases in systemic blood pressure which, in the majority of
cases, do not translate into clinical effects. After chronic dosing of 80 mg three times a day to patients
with systemic hypertension the mean change from baseline in systolic and diastolic blood pressure
was a decrease of 9.4 mm Hg and 9.1 mm Hg respectively. After chronic dosing of 80 mg three times
a day to patients with pulmonary arterial hypertension lesser effects in blood pressure reduction were
observed (a reduction in both systolic and diastolic pressure of 2 mm Hg). At the recommended dose
of 20 mg three times a day no reductions in systolic or diastolic pressure were seen.

Single oral doses of sildenafil up to 100 mg in healthy volunteers produced no clinically relevant
effects on ECG. After chronic dosing of 80 mg three times a day to patients with pulmonary arterial
hypertension no clinically relevant effects on the ECG were reported.

In a study of the hemodynamic effects of a single oral 100 mg dose of sildenafil in 14 patients with
severe coronary artery disease (CAD) (> 70 % stenosis of at least one coronary artery), the mean
resting systolic and diastolic blood pressures decreased by 7 % and 6 % respectively compared to
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baseline. Mean pulmonary systolic blood pressure decreased by 9 %. Sildenafil showed no effect on
cardiac output, and did not impair blood flow through the stenosed coronary arteries.

Mild and transient differences in colour discrimination (blue/green) were detected in some subjects
using the Farnsworth-Munsell 100 hue test at 1 hour following a 100 mg dose, with no effects evident
after 2 hours post-dose. The postulated mechanism for this change in colour discrimination is related
to inhibition of PDE6, which is involved in the phototransduction cascade of the retina. Sildenafil has
no effect on visual acuity or contrast sensitivity. In a small size placebo-controlled study of patients
with documented early age-related macular degeneration (n = 9), sildenafil (single dose, 100 mg)
demonstrated no significant changes in visual tests conducted (visual acuity, Amsler grid, colour
discrimination simulated traffic light, Humphrey perimeter and photostress).

Clinical efficacy and safety

Efficacy in adult patients with pulmonary arterial hypertension (PAH)

A randomised, double-blind, placebo-controlled study was conducted in 278 patients with primary
pulmonary hypertension, PAH associated with connective tissue disease, and PAH following surgical
repair of congenital heart lesions. Patients were randomised to one of four treatment groups: placebo,
sildenafil 20 mg, sildenafil 40 mg or sildenafil 80 mg, three times a day. Of the 278 patients
randomised, 277 patients received at least 1 dose of study drug. The study population consisted of 68
(25 %) men and 209 (75 %) women with a mean age of 49 years (range: 18-81 years) and baseline
6-minute walk test distance between 100 and 450 metres inclusive (mean: 344 metres). 175 patients
(63 %) included were diagnosed with primary pulmonary hypertension, 84 (30 %) were diagnosed
with PAH associated with connective tissue disease and 18 (7 %) of the patients were diagnosed with
PAH following surgical repair of congenital heart lesions. Most patients were WHO Functional Class
11 (107/277, 39 %) or 111 (160/277, 58 %) with a mean baseline 6 minute walking distance of

378 meters and 326 meters respectively; fewer patients were Class I (1/277, 0.4 %) or IV (9/277, 3 %)
at baseline. Patients with left ventricular ejection fraction <45 % or left ventricular shortening
fraction < 0.2 were not studied.

Sildenafil (or placebo) was added to patients’ background therapy which could have included a
combination of anticoagulation, digoxin, calcium channel blockers, diuretics or oxygen. The use of
prostacyclin, prostacyclin analogues and endothelin receptor antagonists was not permitted as add-on
therapy, and neither was arginine supplementation. Patients who previously failed bosentan therapy
were excluded from the study.

The primary efficacy endpoint was the change from baseline at week 12 in 6-minute walk distance
(6MWD). A statistically significant increase in 6MWD was observed in all 3 sildenafil dose groups
compared to those on placebo. Placebo corrected increases in 6 MWD were 45 metres (p < 0.0001),
46 metres (p < 0.0001) and 50 metres (p < 0.0001) for sildenafil 20 mg, 40 mg and 80 mg TID,
respectively. There was no significant difference in effect between sildenafil doses. For patients with
a baseline 6 MWD < 325 m improved efficacy was observed with higher doses (placebo-corrected
improvements of 58 metres, 65 metres and 87 metres for 20 mg, 40 mg and 80 mg doses TID,
respectively).

When analysed by WHO functional class, a statistically significant increase in 6 MWD was observed
in the 20 mg dose group. For class II and class 111, placebo corrected increases of 49 metres
(p =0.0007) and 45 metres (p = 0.0031) were observed respectively.

The improvement in 6 MWD was apparent after 4 weeks of treatment and this effect was maintained at
weeks 8 and 12. Results were generally consistent in subgroups according to aetiology (primary and
connective tissue disease-associated PAH), WHO functional class, gender, race, location, mean PAP
and PVRI.

Patients on all sildenafil doses achieved a statistically significant reduction in mean pulmonary
arterial pressure (mPAP) and pulmonary vascular resistance (PVR) compared to those on placebo.
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Placebo-corrected treatment effects with mPAP were -2.7 mmHg (p = 0.04), -3.0 mm Hg (p = 0.01)
and -5.1 mm Hg (p < 0.0001) for sildenafil 20 mg, 40 mg and 80 mg TID respectively.
Placebo-corrected treatment effects with PVR were -178 dyne.sec/cm’ (p=0.0051), -195 dyne.sec/cm’
(p=0.0017) and -320 dyne.sec/cm’ (p<0.0001) for sildenafil 20 mg, 40 mg and 80 mg TID,
respectively. The percent reduction at 12 weeks for sildenafil 20 mg, 40 mg and 80 mg TID in PVR
(11.2 %, 12.9 %, 23.3 %) was proportionally greater than the reduction in systemic vascular resistance
(SVR) (7.2 %, 5.9 %, 14.4 %). The effect of sildenafil on mortality is unknown.

A greater percentage of patients on each of the sildenafil doses (i.e. 28 %, 36 % and 42 % of subjects
who received sildenafil 20 mg, 40 mg and 80 mg TID doses, respectively) showed an improvement by
at least one WHO functional class at week 12 compared to placebo (7 %). The respective odds ratios
were 2.92 (p=0.0087), 4.32 (p=0.0004) and 5.75 (p<0.0001).

Long-term survival data in naive population

Patients enrolled into the pivotal study were eligible to enter a long term open label extension study.
At 3 years 87 % of the patients were receiving a dose of 80 mg TID. A total of 207 patients were
treated with Revatio in the pivotal study, and their long term survival status was assessed for a
minimum of 3 years. In this population, Kaplan-Meier estimates of 1, 2 and 3 year survival were

96 %, 91 % and 82 %, respectively. Survival in patients of WHO functional class II at baseline at 1, 2
and 3 years was 99 %, 91 %, and 84 % respectively, and for patients of WHO functional class III at
baseline was 94 %, 90 %, and 81 %, respectively.

Efficacy in adult patients with PAH (when used in combination with epoprostenol)

A randomised, double-blind, placebo controlled study was conducted in 267 patients with PAH who
were stabilised on intravenous epoprostenol. The PAH patients included those with Primary
Pulmonary Arterial Hypertension (212/267, 79 %) and PAH associated with connective tissue disease
(55/267, 21 %). Most patients were WHO Functional Class II (68/267, 26 %) or 111 (175/267, 66 %);
fewer patients were Class I (3/267, 1 %) or IV (16/267, 6 %) at baseline; for a few patients (5/267,

2 %), the WHO Functional Class was unknown. Patients were randomised to placebo or sildenafil (in
a fixed titration starting from 20 mg, to 40 mg and then 80 mg, three times a day as tolerated) when
used in combination with intravenous epoprostenol.

The primary efficacy endpoint was the change from baseline at week 16 in 6-minute walk distance.
There was a statistically significant benefit of sildenafil compared to placebo in 6-minute walk
distance. A mean placebo corrected increase in walk distance of 26 metres was observed in favour of
sildenafil (95 % CI: 10.8, 41.2) (p = 0.0009). For patients with a baseline walking distance

> 325 metres, the treatment effect was 38.4 metres in favour of sildenafil; for patients with a baseline
walking distance < 325 metres, the treatment effect was 2.3 metres in favour of placebo. For patients
with primary PAH, the treatment effect was 31.1 metres compared to 7.7 metres for patients with
PAH associated with connective tissue disease. The difference in results between these randomisation
subgroups may have arisen by chance in view of their limited sample size.

Patients on sildenafil achieved a statistically significant reduction in mean Pulmonary Arterial
Pressure (mPAP) compared to those on placebo. A mean placebo-corrected treatment effect of

-3.9 mmHg was observed in favour of sildenafil (95 % CI: -5.7, -2.1) (p = 0.00003). Time to clinical
worsening was a secondary endpoint as defined as the time from randomisation to the first occurrence
of a clinical worsening event (death, lung transplantation, initiation of bosentan therapy, or clinical
deterioration requiring a change in epoprostenol therapy). Treatment with sildenafil significantly
delayed the time to clinical worsening of PAH compared to placebo (p = 0.0074). 23 subjects
experienced clinical worsening events in the placebo group (17.6 %) compared with 8 subjects in the
sildenafil group (6.0 %).

Long-term Survival Data in the background epoprostenol study

Patients enrolled into the epoprostenol add-on therapy study were eligible to enter a long term open
label extension study. At 3 years 68 % of the patients were receiving a dose of 80 mg TID. A total of
134 patients were treated with Revatio in the initial study, and their long term survival status was
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assessed for a minimum of 3 years. In this population, Kaplan-Meier estimates of 1, 2 and 3 year
survival were 92 %, 81 % and 74 %, respectively.

Efficacy and safety in adult patients with PAH (when used in combination with bosentan)

A randomized, double-blind, placebo controlled study was conducted in 103 clinically stable subjects
with PAH (WHO FC II and IITI) who were on bosentan therapy for a minimum of three months. The
PAH patients included those with Primary PAH, and PAH associated with connective tissue disease.
Patients were randomized to placebo or sildenafil (20 mg three times a day) in combination with
bosentan (62.5-125 mg twice a day). The primary efficacy endpoint was the change from baseline at
Week 12 in 6MWD. The results indicate that there is no significant difference in mean change from
baseline on 6MWD observed between sildenafil (20 mg three times a day) and placebo (13.62 m
(95% CI: -3.89 to 31.12) and 14.08 m (95% CI: -1.78 to 29.95), respectively).

Differences in 6MWD were observed between patients with primary PAH and PAH associated with
connective tissue disease. For subjects with primary PAH (67 subjects), mean changes from baseline
were 26.39 m (95% CI: 10.70 to 42.08) and 11.84 m (95% CI: -8.83 to 32.52) for the sildenafil and
placebo groups, respectively. However, for subjects with PAH associated with connective tissue
disease (36 subjects) mean changes from baseline were -18.32 m (95% CI: -65.66 to 29.02) and 17.50
m (95% CI: -9.41 to 44.41) for the sildenafil and placebo groups, respectively.

Overall, the adverse events were generally similar between the two treatment groups (sildenafil plus
bosentan vs. bosentan alone), and consistent with the known safety profile of sildenafil when used as
monotherapy (see sections 4.4 and 4.5).

Paediatric population

A total of 234 subjects aged 1 to 17 years were treated in a randomized, double-blind, multi-centre,
placebo controlled parallel group, dose ranging study. Subjects (38 % male and 62 % female) had a
body weight > 8 kg, and had primary pulmonary hypertension (PPH) [33 %], or PAH secondary to
congenital heart disease [systemic-to-pulmonary shunt 37 %, surgical repair 30 %]. In this trial, 63 of
234 (27 %) patients were < 7 years old (sildenafil low dose = 2; medium dose = 17; high dose = 28;
placebo = 16) and 171 of 234 (73 %) patients were 7 years or older (sildenafil low dose = 40; medium
dose = 38; and high dose = 49; placebo = 44). Most subjects were WHO Functional Class I (75/234,
32 %) or 11 (120/234, 51 %) at baseline; fewer patients were Class 111 (35/234, 15 %) or IV (1/234,
0.4 %); for a few patients (3/234, 1.3 %), the WHO Functional Class was unknown.

Patients were naive for specific PAH therapy and the use of prostacyclin, prostacyclin analogues and
endothelin receptor antagonists was not permitted in the study, and neither was arginine
supplementation, nitrates, alpha-blockers and potent CYP450 3A4 inhibitors.

The primary objective of the study was to assess the efficacy of 16 weeks of chronic treatment with
oral sildenafil in paediatric subjects to improve exercise capacity as measured by the
Cardiopulmonary Exercise Test (CPET) in subjects who were developmentally able to perform the
test, n = 115). Secondary endpoints included haemodynamic monitoring, symptom assessment, WHO
functional class, change in background treatment, and quality of life measurements.

Subjects were allocated to one of three sildenafil treatment groups, low (10 mg), medium (10-40 mg)
or high dose (20-80 mg) regimens of Revatio given three times a day, or placebo. Actual doses
administered within a group were dependent on body weight (see Section 4.8). The proportion of
subjects receiving supportive medicinal products at baseline (anticoagulants, digoxin, calcium channel
blockers, diuretics and/or oxygen) was similar in the combined sildenafil treatment group (47.7 %)
and the placebo treatment group (41.7 %).

The primary endpoint was the placebo-corrected percentage change in peak VO, from baseline to
week 16 assessed by CPET in the combined dose groups (Table 2). A total of 106 out of 234 (45 %)
subjects were evaluable for CPET, which comprised those children > 7 years old and developmentally
able to perform the test. Children < 7 years (sildenafil combined dose = 47; placebo = 16) were
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evaluable only for the secondary endpoints. Mean baseline peak volume of oxygen consumed (VO,)
values were comparable across the sildenafil treatment groups (17.37 to 18.03 ml/kg/min), and
slightly higher for the placebo treatment group (20.02 ml/kg/min). The results of the main analysis
(combined dose groups versus placebo) were not statistically significant (p = 0.056) (see Table 2).
The estimated difference between the medium sildenafil dose and placebo was 11.33 % (95 % CI:
1.72 to 20.94) (see Table 2).

Table 2: Placebo corrected % change from baseline in peak VO, by active treatment group

Treatment group Estimated difference 95 % Confidence interval
Low dose 3.81 -6.11,13.73
(n=24)

Medium dose 11.33 1.72,20.94

(n=26)

High dose 7.98 -1.64, 17.60
(n=27)

Combined dose groups 7.71 -0.19, 15.60

(n=77) (p =0.056)

n=29 for placebo group
Estimates based on ANCOVA with adjustments for the covariates baseline peak VO,, etiology and
weight group

Dose related improvements were observed with pulmonary vascular resistance index (PVRI) and
mean pulmonary arterial pressure (mPAP). The sildenafil medium and high dose groups both showed
PVRI reductions compared to placebo, of 18 % (95 %CI: 2 % to 32 %) and 27 % (95 %CI: 14 %

to 39 %), respectively; whilst the low dose group showed no significant difference from placebo
(difference of 2 %). The sildenafil medium and high dose groups displayed mPAP changes from
baseline compared to placebo, of -3.5 mmHg (95 %CI: -8.9, 1.9) and -7.3 mmHg (95 %CI: -12.4,
-2.1), respectively; whilst the low dose group showed little difference from placebo (difference of
1.6 mmHg). Improvements were observed with cardiac index with all three sildenafil groups over
placebo, 10 %, 4 % and 15 % for the low, medium and high dose groups respectively.

Significant improvements in functional class were demonstrated only in subjects on sildenafil high
dose compared to placebo. Odds ratios for the sildenafil low, medium and high dose groups compared
to placebo were 0.6 (95 % CI: 0.18, 2.01), 2.25 (95 % CI: 0.75, 6.69) and 4.52 (95 % CI: 1.56, 13.10),
respectively.

Long term extension data

Of the 234 paediatric subjects treated in the short-term, placebo-controlled study, 220 subjects entered
the long-term extension study. Subjects who had been in the placebo group in the short-term study
were randomly reassigned to sildenafil treatment; subjects weighing < 20 kg entered the medium or
high dose groups (1:1), while subjects weighing > 20 kg entered the low, medium or high dose groups
(1:1:1). Of the total 229 subjects who received sildenafil, there were 55, 74, and 100 subjects in the
low, medium and high dose groups, respectively. Across the short-term and long-term studies, the
overall duration of treatment from start of double-blind for individual subjects ranged from 3 to 3129
days. By sildenafil treatment group, median duration of sildenafil treatment was 1696 days (excluding
the 5 subjects who received placebo in double-blind and were not treated in the long-term extension
study).

Kaplan-Meier estimates of survival at 3 years in patients > 20 kg in weight at baseline were 94 %,

93 % and 85 % in the low, medium and high dose groups, respectively; for patients < 20 kg in weight
at baseline, the survival estimates were 94 % and 93 % for subjects in the medium and high dose
groups respectively (see sections 4.4 and 4.8).

During the conduct of the study, there were a total of 42 deaths reported, whether on treatment or
reported as part of the survival follow-up. 37 deaths occurred prior to a decision taken by the Data

52



Monitoring Committee to down titrate subjects to a lower dosage, based on an observed mortality
imbalance with increasing sildenafil doses. Among these 37 deaths, the number (%) of deaths was
5/55 (9.1%), 10/74 (13.5%), and 22/100 (22%) in the sildenafil low, medium, and high dose groups,
respectively. An additional 5 deaths were reported subsequently.The causes of deaths were related to
PAH. Higher than recommended doses should not be used in paediatric patients with PAH (see
sections 4.2 and 4.4).

Peak VO, was assessed 1 year after the start of the placebo-controlled study. Of those sildenafil
treated subjects developmentally able to perform the CPET 59/114 subjects (52 %) had not shown any
deterioration in Peak VO, from start of sildenafil. Similarly 191 of 229 subjects (83 %) who had
received sildenafil had either maintained or improved their WHO Functional Class at 1 year
assessment.

The European Medicines Agency has deferred the obligation to submit the results of studies with
Revatio in newborns with pulmonary arterial hypertension (see section 4.2 for information on
paediatric use).

5.2 Pharmacokinetic properties

Absorption
Sildenafil is rapidly absorbed. Maximum observed plasma concentrations are reached within 30 to

120 minutes (median 60 minutes) of oral dosing in the fasted state. The mean absolute oral
bioavailability is 41 % (range 25-63 %). After oral three times a day dosing of sildenafil, AUC and
Coax Increase in proportion with dose over the dose range of 20-40 mg. After oral doses of 80 mg
three times a day a more than dose proportional increase in sildenafil plasma levels has been
observed. In pulmonary arterial hypertension patients, the oral bioavailability of sildenafil after 80 mg
three times a day was on average 43 % (90 % CI: 27 % -60 %) higher compared to the lower doses.

When sildenafil is taken with food, the rate of absorption is reduced with a mean delay in T, of
60 minutes and a mean reduction in C,,,, of 29 % however, the extent of absorption was not
significantly affected (AUC decreased by 11 %).

Distribution

The mean steady state volume of distribution (Vss) for sildenafil is 105 1, indicating distribution into
the tissues. After oral doses of 20 mg three times a day, the mean maximum total plasma
concentration of sildenafil at steady state is approximately 113 ng/ml. Sildenafil and its major
circulating N-desmethyl metabolite are approximately 96 % bound to plasma proteins. Protein binding
is independent of total drug concentrations.

Biotransformation

Sildenafil is cleared predominantly by the CYP3A4 (major route) and CYP2C9 (minor route) hepatic
microsomal isoenzymes. The major circulating metabolite results from N-demethylation of sildenafil.
This metabolite has a phosphodiesterase selectivity profile similar to sildenafil and an in vitro potency
for PDES approximately 50 % that of the parent drug. The N-desmethyl metabolite is further
metabolised, with a terminal half-life of approximately 4 h. In patients with pulmonary arterial
hypertension, plasma concentrations of N-desmethyl metabolite are approximately 72 % those of
sildenafil after 20 mg three times a day dosing (translating into a 36 % contribution to sildenafil’s
pharmacological effects). The subsequent effect on efficacy is unknown.

Elimination

The total body clearance of sildenafil is 41 I/h with a resultant terminal phase half-life of 3-5 h. After
either oral or intravenous administration, sildenafil is excreted as metabolites predominantly in the
faeces (approximately 80 % of administered oral dose) and to a lesser extent in the urine
(approximately 13 % of administered oral dose).
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Pharmacokinetics in special patient groups

Elderly
Healthy elderly volunteers (65 years or over) had a reduced clearance of sildenafil, resulting in

approximately 90 % higher plasma concentrations of sildenafil and the active N-desmethyl metabolite
compared to those seen in healthy younger volunteers (18-45 years). Due to age-differences in plasma
protein binding, the corresponding increase in free sildenafil plasma concentration was approximately
40 %.

Renal insufficiency

In volunteers with mild to moderate renal impairment (creatinine clearance = 30-80 ml/min), the
pharmacokinetics of sildenafil were not altered after receiving a 50 mg single oral dose. In volunteers
with severe renal impairment (creatinine clearance < 30 ml/min), sildenafil clearance was reduced,
resulting in mean increases in AUC and C,,,x of 100 % and 88 % respectively compared to
age-matched volunteers with no renal impairment. In addition, N-desmethyl metabolite AUC and C,x
values were significantly increased by 200 % and 79 % respectively in subjects with severe renal
impairment compared to subjects with normal renal function.

Hepatic insufficiency

In volunteers with mild to moderate hepatic cirrhosis (Child-Pugh class A and B) sildenafil clearance
was reduced, resulting in increases in AUC (85 %) and C,,.x (47 %) compared to age-matched
volunteers with no hepatic impairment. In addition, N-desmethyl metabolite AUC and C,,,, values
were significantly increased by 154 % and 87 %, respectively in cirrhotic subjects compared to
subjects with normal hepatic function. The pharmacokinetics of sildenafil in patients with severely
impaired hepatic function have not been studied.

Population pharmacokinetics

In patients with pulmonary arterial hypertension, the average steady state concentrations were

20-50 % higher over the investigated dose range of 20—-80 mg three times a day compared to healthy
volunteers. There was a doubling of the C,;,, compared to healthy volunteers. Both findings suggest a
lower clearance and/or a higher oral bioavailability of sildenafil in patients with pulmonary arterial
hypertension compared to healthy volunteers.

Paediatric population

From the analysis of the pharmacokinetic profile of sildenafil in patients involved in the paediatric
clinical trials, body weight was shown to be a good predictor of drug exposure in children. Sildenafil
plasma concentration half-life values were estimated to range from 4.2 to 4.4 hours for a range of

10 to 70 kg of body weight and did not show any differences that would appear as clinically relevant.
Chax after a single 20 mg sildenafil dose administered PO was estimated at 49, 104 and 165 ng/ml for
70, 20 and 10 kg patients, respectively. C,. after a single 10 mg sildenafil dose administered PO was
estimated at 24, 53 and 85 ng/ml for 70, 20 and 10 kg patients, respectively. Ty« was estimated at
approximately 1 hour and was almost independent from body weight.

5.3  Preclinical safety data

Non-clinical data revealed no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity and carcinogenic potential, toxicity to
reproduction and development.

In pups of rats which were pre- and postnatally treated with 60 mg/kg sildenafil, a decreased litter
size, a lower pup weight on day 1 and a decreased 4-day survival were seen at exposures which were
approximately fifty times the expected human exposure at 20 mg three times a day. Effects in
non-clinical studies were observed at exposures considered sufficiently in excess of the maximum
human exposure indicating little relevance to clinical use.
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There were no adverse reactions, with possible relevance to clinical use, seen in animals at clinically
relevant exposure levels which were not also observed in clinical studies.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Powder for oral suspension:
Sorbitol

Citric acid anhydrous
Sucralose

Sodium citrate

Xanthan gum

Titanium dioxide (E171)
Sodium benzoate (E211)
Silica, colloidal anhydrous

Grape flavour:
Maltodextrin

Grape juice concentrate

Gum acacia

Pineapple juice concentrate

Citric acid anhydrous

Natural flavouring

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 years.

After reconstitution, the oral suspension is stable for 30 days.
6.4 Special precautions for storage
Powder

Do not store above 30°C.
Store in the original package in order to protect from moisture.

Oral suspension
Store below 30°C or in refrigerator (2°C to 8°C). Do not freeze.

For storage conditions after reconstitution of the medicinal product, see section 6.3.
6.5 Nature and contents of container

One 125 ml amber glass bottle (with a polypropylene screw cap) contains 32.27 g of powder for oral
suspension.

Once reconstituted the bottle contains 112 ml of oral suspension, of which 90 ml is intended for
dosing and administration.

Pack size: 1 bottle
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Each pack also contains a polypropylene measuring cup (graduated to indicate 30 ml), polypropylene
oral dosing syringe (3 ml) with HDPE plunger and a LDPE press-in bottle adaptor.

6.6  Special precautions for disposal and other handling

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

It is recommended that a pharmacist constitutes Revatio oral suspension prior to its dispensing to the
patient.

Reconstitution instructions
Note: A total volume of 90 ml (3 x 30 ml) of water irrespective of the dose to be taken should be used
to reconstitute the contents of the bottle

1. Tap the bottle to release the powder.
. Remove the cap.
3. Measure 30 ml of water by filling the measuring cup (included in the carton) to the marked
line then pour the water into the bottle. Using the cup measure another 30 ml of water and add
this to the bottle (figure 1).

30 ml 30 ml .
>

figure 1

4. Replace the cap and shake the bottle vigorously for a minimum of 30 seconds (figure 2).

figure 2

5. Remove the cap.
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6. Using the cup measure another 30 ml of water and add this to the bottle. You should always
add a total of 90 ml (3 x 30 ml) of water irrespective of the dose you are taking (figure 3).

@Em
-

figure 3

7. Replace the cap and shake the bottle vigorously for a minimum of 30 seconds (figure 4).

figure 4

*®

Remove the cap.

9. Press the bottle adaptor into the neck of the bottle (as shown on figure 5 below). The adaptor
is provided so that you can fill the oral dosing syringe with medicine from the bottle. Replace
the cap on the bottle.

o

=
——

B

10. When constituted the powder provides a white grape flavoured oral suspension. Write the
date of expiry of the constituted oral suspension on the bottle label (the date of expiry of the

(8

figure 5
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constituted oral suspension is 30 days from the date of constitution). Any unused oral
suspension should be discarded or returned to your pharmacist after this date.

Instructions for use
1. Shake the closed bottle of constituted oral suspension vigorously for a minimum of

10 seconds before use. Remove the cap (figure 6).

figure 6

2. While the bottle is upright, on a flat surface, insert the tip of the oral dosing syringe into the

adaptor (figure 7).

figure 7

3. Turn the bottle upside down while holding the oral dosing syringe in place. Slowly pull back
the plunger of the oral dosing syringe to the graduation mark that marks the dose for you
(withdrawing 1 ml provides a 10 mg dose, withdrawing 2 ml provides a 20 mg dose). To

measure the dose accurately, the top edge of the plunger should be lined up with the
appropriate graduated mark on the oral dosing syringe (figure 8).
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figure 8

4. Iflarge bubbles can be seen, slowly push the plunger back into the syringe. This will force the
medicine back into the bottle. Repeat step 3 again.

5. Turn the bottle back upright with the oral dosing syringe still in place. Remove the oral
dosing syringe from the bottle.

6. Put the tip of the oral dosing syringe into the mouth. Point the tip of the oral dosing syringe
towards the inside of the cheek. SLOWLY push down the plunger of the oral dosing syringe.
Do not squirt the medicine out quickly. If the medicine is to be given to a child, make sure the
child is sitting, or is held, upright before giving the medicine (figure 9).

figure 9

7. Replace the cap on the bottle, leaving the bottle adaptor in place. Wash the oral dosing
syringe as instructed below.
Cleaning and storing the syringe:
1. The syringe should be washed after each dose. Pull the plunger out of the syringe and wash
both parts in water.
2. Dry the two parts. Push the plunger back in to the syringe. Keep it in a clean safe place with the
medicine.

Once reconstituted, the oral suspension should only be administered using the oral dosing syringe
supplied with each pack. Refer to the patient leaflet for more detailed instructions for use.
7.  MARKETING AUTHORISATION HOLDER

Pfizer Limited, Sandwich, Kent CT13 9NJ, United Kingdom.
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8. MARKETING AUTHORISATION NUMBER(S)

EU/1/05/318/003

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 28 October 2005

Date of latest renewal: 23 September 2010

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu
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RO B LR B 0D 1~3 18, 4.1 TH~4.9 O R 2 LA IR,

1. BR5E4
LARF A 20mg 7 4 v a— b EE

2. R E X USHERR
1 74 ha—hEIC (Z U BiEE LC) YT 7 4 20mg 2 E5HT 5,

VB 23 B D ¥ 7]

1$EFICT 7 b—20Tmg baAaT 5,
WINFNOFEMZe —EIZ oW T, 6.1 HEZZROZ &,

3. Fl
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kiEiz TPFIZER]) , THEIZ TRVT20) EHIFEN-AM, HE, Bih~7 ¢ /v a— Mg

4. BRERICBE9 230

4.1. %8B - FE

BN

WHO HERE/D 7 7 A NN XL OIEIR 2 H 9 5 il NEF BT A2 EIMAEOLEEL B E L

7 BB RVE S & MEAE (PAH) OIRHE, ARMEE, FRIEMEM S LEER L ORGSRk A (CTD)
ZE 0T D im I EEIC ORER TV D,

1 &5 17 ik E TO/NE PAH BB ORI, TS M & i e 36 L OVE R DR BT X 4 fifi s i
JEIEES B W TC, EEMAECIITEIENSGE L, AMERRBO LTS, (B.1IHEZR) |

4.2. g - A&

FG-DBRkG & BIZRIT PAH OIRIEIREBRD & 5 ERIO BT 5 Z Lo AFNIOEGTH b bIER
DEERABNTIGEY, REREEZET L2 L,

HEERH EIE, 20mg & 1 H 3 [EIRG-TH D, EANE, REZ SN2 EFITIE A EAECNT 1 [[]
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1.6 AAENCE T BRI ZE RS9 5 &k

RS (1~17 &%)

16 17 £ TO/NE PAH BB ITK L, RHE 20kg BL FOBFE OHELEHEIZ 10mg 2 1 H 3
mfe s, RE 20 kg BOBEOHERA R 20mg 2 1 A 3 [EHFRS5THDH, /N PAH EBE XL,
HRAEZBZ2EZHEHL IR 6R2 G4THBIOS1HLEMH) , 20mg 81X, 10mg &
1 B 3EEGTREBFICHLUTHEHA LTI SR, KE20kg AT, 713584l mE T C&
RUVMEAE R O B IR L T o B A iR ST 5,

th DI & £ 5 DB

LT, HEFASRISL IR 7 4y bE VR EZEEBEICGHMEL T OFEETHZ &, =) A~
AR R TFENL ED CYP3AS FLERZZGFOBFICH L TCIAT 7 4 VEFRHES
T 5%, 20mgl H 2 RIEGE~OEEZEZETHZ L, LV CYP3A4HFERTHL 7 T
2ua~vwA vy, TV ARYA B L Wnefazodone & FH# 57554, 20mg1 B 1 [l H~
DOWWEPHETE SN D, bRV CYP3A4 HEHRL L VLT F 7 4 VEGFHE G T 556, 43 HE
SO L, CYPIA4 FHER L FHKGT 256, T 7 0 VOHERE N LERIGE N &
% (45HSH)

R 7o 4E M
ElE (65 LA E)

B TR D HEREIIAETH S, 6 3 MOATHEE TR L 7 BRRAYAE DI sl
TIHET T2 REMED S 5,

kel

HEOBREEE (VLT F =27 )7 T A<30mL/min) &5 T BEERERE = B E 12T 29I
OHEFAGIIARECH D, BHEOERMENRETHSTHAICIRY, "X 7 v hE U AT &IH
EICFHE L7222 20mg 1 H 2 B ~DEEBETHZ &,

S HERESE

JFRERERE E 3 (Child-Pugh 508 A B X O'B) 1B 240 &SI AETH D, BE5DR
FENRRRETHSTZGAIZRY, X327 ¢ FEU AT ZHEEICHHE L72%I2 20 mg 1 B 2 [BI#
HBAO&EEBETHZ &,

HE O HREREE BT (Child-Pugh 7338 C) IZAKIZBE LTI by (43 HBH) |
NEEE

1A O/NRIZ B AT Ol KOEIETHL SN THRY, 7—=Z 35 Tna
Uy,
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B5ohik

[BHNT T —Z NSRRI OG22 L F ik LTS PAH OEALITHA SR &N
IRIBEILTUVND, LL, HIRIC X D Z2REERIRIENS AL 2 AlREME 2380 T 2 72D, BRPEAY 7276
BArmads o, HIEHERIE=2 Y L AT A D L AR S,

Jiikes
AFNERE OB GRS, SR AT & TR 6~8 RERIFIMR CHRM %,

4.3. &2
6.1 TEIZZEHDOE LIRS F - IXEINF O WT I3t B BBUE &2 45 5 B,

RIS EER 2835 2 D, bRt (HMEET I 7 E) FI3mmEK s o
%G (5.1 HESHK) |

JEEMRIMNEAZ R T2 ENHD D, VAT T Nl T T =gy 77— llEHK &
UNNTFF T 4 NEETRARSZ AT 5 —F (PDE) 5 HEHKOHHEEE (4.5 HBR) |

B HIRV CYP3A4 PHESE ( ha )Y —u, A hTaF Y —u, U hFEnry) Loftfks
(4.5 THSM) |

B0 PDES [HESENREE ©» ORI OF IS ) )b 51, FEENIRAS PERTES I AR e
(NAION) (2L FIRICHIME T 2RO b D EE 44 HSH) |

PLF OB ERTIEI AT 7 4 VORZEVEEZ KRG L TR, AFlZRE L i b2
AN

HEOTHRER E2H 3 584

bz & 7 I FE Dl DEE IR & A3 5 B
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RRT 4w FEURTDINT AT ST TR,
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AN €t
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AHN G- Lz &,
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fit> PDES [HEK & O HE 5
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VFF T 40 JNE PAH
1.6 AAENCE T BRI ZE RS9 5 &k

4.5. KMHEEIER
DK NS VT F 7 ¢ W R F

In vitro #5R

VLTS 7 4 VI EICY b7 v A P450 (CYP) 3A4 (EERK) BLU209 (BIRREEK) 12X-
TR ND, Lo T, IN6DT7A VA LORERII AT F 7 4NDI VT T A%
BFEE, 2607 A4 VA LAOFERKII VT F I 4NVD I VT T A% EHEESH]
HEMERH D, HERHAEIZOW T, 42HEBI V43 HEZSZHOZ L,

In vivo 7R

UIVTF T 4 RO E R T e AT ) — VRN S OB OW TRl L 72 (4.8 THIEB X
W51 HEBH)

el et BEGRER T, oo PAHIRESER (T 7 Vv 2y, fu7uoRx py) L HES L
SIVTFF T 4 VOFIMER L O OWTIIRET L TR, LRS- T, 20k 9 23K
COFRHR T ABRIZEENLETH 5,

PAH & IZRBWT, fiiod PDES fHESK L EHE S L= VT 7 4 VOFRER L O e >
WTIIRFT L TV 2RV (4.4 TESMR)

PAH DEGIKERT — & % - RAE S B RE AR AT OFER, CYP3A4 JE & OOFH & Gk LY
CYP3A4 JLE L B DO O G NT 7 4 D7 VT 7 U AMET L, ROBEEREO
VIVT T T ANDNRAFTT XA ZEY T 4 BEINT 52 RSN, CYP3A4 HEB IO
CYP3A4 FEHE & B3O f ¢ 5-1%, PAH B CBIT DT F 7 4 L OEYERBIZHETHIIC
HEREEL RIFITME—DRFThH-o72, CYP3A4 FHE R LN CYP3A4 SLE & BIEWTHR o> ff F 4%
HBEZTIBEICBITHILVT T 7 4 VOBEGEREIL, ZWoDEKO®RE 2% T 7ol BF L
Lol U CENEN 43%3 LN 66%mifia s L7z, 80mg 1 H 3 BIEG KD VT F 7 1 )L DUz
HiX, 20mg1 A 3[EHEEREL D & 5 EmEAE R L, FEMi L7z CYP3A4 [H5ESE & O3 HAEMH
B CROONTZ VT T 7 4 VOBEEEOEINIZ O S ELUANOEMTH-7- (72721, &b
AV CYP3A4 [HEHRCTHDL 7 hat Y —, £ vTatV—, U rFELZKRL) ,

CYP3A4 F B THLHRE X & D invivo FHANEFRERAE RS, CYP3A4 #5E 3K X PAH &
FIZBITDVINT T 7 4 VOEYBIREIC K& 2B A2 MTTEEZ NS,

TEREYBRE & x50, T+ 7 4/ 80mgl B 3[EEE LR % 125mg 1 B 2[5
(CYP3A4 B LN CYP2C9 OHRREDFFEE, CYP2C19 OFEHROA[fEME L H V) % 6 H G
A5 L-L 2 A, EFERERFOALTF 7 4 LD AUC S 3%IET L7-, REr &2 (625~
125 mg 1 H 2 [FI#E5) ke de 5 DR PAH B 2 KU VT F 7 44 20 mg 1 H 3 [BIJFH#RE
O E Uiz & & ORI X OV A25HE L7z 12 MoK RER 2 & DiEERR ) 55 57
VIVTFT 4 VDT — X e T R EhRE AT OFE R, R U OB L& D
SOVT T 4V OURER B IREFERER A COMER & FRE O 2R Lz (44 HB X511 HS
)
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RN CYP3A4 FHEIE (I N"~wPBEy, ZJo=hfY, 7= /) VEX—)L, Bk Ta—
RXeU—h, V7700728 Z2HKEFTOEETIE, AT T 70 VOEZEEEREIZ
=RV THIL,

HIV 707 7 —EHEEKT, W TR P450 FHERTHL Y FFEn (500mg 1 B 2 B#5)
EEFIRIETI AT 7 00 (100 mg el 5) EOFHEG LT 25, VAT T 7 40D Coux
1%300% (4% EHL, 27 F 74 voMmiEd AUC 1E 1000% (11 £%) #EML7z, #5 24 I
MBONT 7 0 VOMFERREL, BME5RIE0 Sng/mL Tho7zDIlzxt L, FHBGRE
13K 200 ng/mL T o 72, ZAUL, JAFPHO P450 FEICKTH ) M ELVOBREFE R L 3
LTW5, ZNODOEYBREDFERIZIESE, PAH BEICB TV AT 74 0E ) R FEALD
FH&E I3RS L 95 43 HBH) |

HIV 717 7 —PERKT CYP3A4 BAERTH LV F /L (1200mg 1 H 3 [BEE) ZEFIR
RBRTY AT T 7 40 (100 mg AR E) LOREG LI2L ZA, YT T T 4 10D Copy 13 140%
(2415 EHL, Y7 F7 40 AUCIE210% B.14%) ML, T F7 4 id¥F7 v
VORI B E KT S oo T, HERHEIZOW T, 42HZZROZ L,

HEEE D CYP3A4 [HERCTHDL =Y 2u~A > (500mgl H 28], 5 A&YE) & EHEIRET
VT T 4L (100 mg BRI E) EOFREG Lz 2 A, VAT T 7 40 VO HgEGEE (AUC)
13 182% (K9 2.8 %) ¥hn L7=, HEREHEICHOWTIE, 42 HABRO Z L, BIRRERE T,
TVARYA Ty (500mgl H 1R, 3 HE&EE) BT T 7 4 v EIEE O 2 GHY
?D AUC, Cuaxy  Tiax, THREEEEE 72 ITHIERENC LT T BITIR O oo Te, Bk
Forvrun~vA v L OFHRFICHBEREIIRECTH D, REHRE 2V T CYP HEK T
FERF Y72 CYP3A4 [HEIKCTHH U AF VY (800mg) & T+ 7 4v (50mg) ZOFHES
Lick 2 A, VLT F7 4 VOmMBEFREN 56% (K 1.64%) EFH Lz, DEXh o xFv L
OHFRRHC HERHEIIAE TH 5,

FhaFy—neA b T af Y =7 EOR bRV CYP3A4 FLESRIL, U eV S LT1E
HaErTeiE2OND QW3HEBM) o 75V 2ua~vA>y, 7Y RAa~wA Y, nefazodone 7
ED CYP3A4 BHESRIL, UV M e ezl 2a~vA o7 Ed CYP3A4 fREIEDH
MOEHZRTEEZ LN, BEETTHCHENTSEPHEIND, LN~ T, CYP3A4 [HE
HENFHE G T 25 I ITHEREINHERE SN D d2HEHR) |

PAH BH DT — X & H\W - REE R ENREARAT OFE R, BlEWr#kis KOV CYP3A4 FVE L FH#& 5
45 &, CYP3A4 FWEHUMGEAREGR L LT, VLT 7 )V OBRBEEN S ST 5 ]
REMEDS R S iz,

T —TT7 )= Y 2 — A IE TOMRBHCIIT D CYP3A4 BLEERIZFHL, ZL—7F7 11—
Ca— AL T T 4 VOMREFEEN AT A AT T ThE EEZ NS, A
EHEIIARETHL0, VLT F T 4N ET L —T T N— Y a—ADOMHITHER X7,

HIBRSR OKBR L~ 7 %2 I« KER(LT VI =W L) OBER SIS VT F 7 4 O A F TR
ATEVT AT BE RIEE o T,
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VFF T 40 JNE PAH
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P HBETRE (T F =V A R T VA= 30 pig BLOLAR /L7 A R Lo 150 pg) DI 5GC
£V, YNTFT 4 NOEDBE~ORBITRD Do,

=a T UPMEA Y U AT v RUTENR L EERE A SR L RAITH D, MEBEA RS E LTE
HLTWAHT, VAT F 7 4 VEEERMAERZGISEZTRREERH D 43 HEH) |

VNVTF T A VDM O TN R F R

In vitro #5R

VT T 40D CYPLA2, 2C9, 2C19, 2D6, 2E1 38 X O 3A4 2% 5 BHEER XTIV (ICs,
>150 umol)

VIVTFF T4 NETHT 4 Uy, VU XT— L E ORI PDE LE O IS
YAt A AR

In vivo 7Bk

CYP2CO IZ k- T sd L7 X I K (250mg) F721E9 077U (40mg) LT+
74 v (50mg) ZOFHEG LB, ERRMAEERITRD bRnoT,

UIVTF T 4T E DT IR AZ T DIEFE I T D ERREEIIRO b NeholoZ &
G (AUC 28 11%E00) , ST 57 4 LiE CYP3A4 125 U CERIRAIC EHE R i B A RIF & 7
WZ ENTRIBREND,

VIVTFFT 4 (100 mg Al E) 7%/ 7~v— VI CTHAEEMIIRD bhehoTz,

VT F T 40 (50mg) (X7 BTV U FEE (150 mg) 12X - THI & Z &2 Him kel o
FER AR L 72 o Tz,

SOVT T 4 L (50 mg) (R R 77 L 3 — VPR FE O SEEIfE DY 80 mg/dL DO REFEREERE 123 T,
T — VL LD EEERZ R L7227z,

fRERERERE 2t R & LToilBRICIR N T, ERIRERFO I LT F 7 00 (80mg 1 A 3 [ElxE) X
Rt H 2 AUC (125mg 1 H 2 [E%5) % 50%HEN &7z, Rt & g (62.5~125 mg
1 B 2[E#%5) FORRANPAH BEE G & L-lBRT — % % W 7 RHERTER Y BhRE AT O 3,
TEFIRIERF D VT F 7 40 (20mg 1 H 3 [EIfEE) EHFH LIz ZDREL X D AUC O
DR [20% (95% CIL:9.8,30.8) ] 1%, SEFEHEERHAIZI VT T 7 00 80mgl A 3 [FI#E & HfH]
LRV b/hEShole G4HBIUS1HESHR) |

B RS LT 7 0 (100mg) &7 hm Py & GEAEG L7 S0 B E 8T,
BAREDULAIAMIES & 512 8 mmHg 1€ F L7, BMEOILEMIMNEIL S 512 7mmHg & F L7z, =
D& D72 E ST B MEART ORI, ERERE ~D VT T 7 4 VMG & RIRETH -
7

R vr & OEPAEIENRR GRB) T, P9y Lo 5 TERPZEL TSR
PERTSZ IR AR BT % L CalEliE T B RX PV 0 (Amg £7-13 8mg) BLUL AT
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VFF T 40 JNE PAH
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7 4V (25, 50 £721X 100 mg) ZRIFFIOFHE G Lc, Z ORBRAGEER TIX, BMZOIUHE
M35 X ORI =252 E ) 7/7, 9/5 B X N84 mmHg X F L7z, YLD IMEIXZENE
AV 6/6, 11/4 35 XV 4/5 mmHg AR T L7c, SEGEMEO MRS REL L2 B OHREITE
NTholz, ZNHOHEITITRENED £ VRHEES DS LENE TN, Ko @EIEz
olz, EWERGHROBEIZNT T 7 AV EHEET 5L, BELZZTOTWEETIX
JEGEMRMEN IR T2 2 L0355 A4TESBR) |

PIVFF T 40 (100 mg HE#%5) 1%, HIV 707 7 —PHERK T CYP3A4 DFEE TH v [HE
HTHH LY F T ENLOEFIREBRROEYENBICEL KT S R0 o7,

VIVFEF T 4 LV THER SN TN D —fh %S - cGMP BRIE~DEHE (5.1 HBM) L —HL T,
VT F T 4 IR OREEER AR ST Z E AL ENTWD Z e, KAlE —
R b B G F IR 2 IR G L CldZe b2y W3 HBH) |

VAT 7 b FEERRRBRICIB W T, PDES BEIRAZ VA 77 FEPFREG LIz 24, 8
M7 28 M EAS FER RO biviz, BEREEBRClE, VA4 77 bL PDES BLEKORIEIER %
T 5 Z LA LNIINTND, Mt LIZEHIZENT, ZOFHBEGIZ L D40 F LWERIR
MR ZRTATRITERD BN ot=, LIz ->T, YT F 7 4 /VvEE&Te PDES [ESRKE U A4
7 P MRS LTI LR 43 EBR)

AT T T 4 MK DR OB (2 F =V A N T U= 30 ug BL LR/ LT A R LL
150 pg) D IMHEFIREE ~DERRIICHERZEITRD b h o7z,

R BAEFRBR IR D I % b BT FE i L TV 5D,

4.6. ZREEE, IR, BIBME~OKE
PEHR T REZR XS KON AT 6 1T 2 kLT

TEIRIZ 31T D AR DB 27 — Z D nicd, @EIBEEEZ FEE L2V R Y, SRR ATRE
IRV AR OFGIFHELE S 7n

b

IR 2 NT T T A NVEEDOT =236 TV RV, FERRRRERCIE, iR L OWE -
R RFEAEIZB U CEEE £ 72 XM A FEEMITRD T2y, FERRIRRER TIX, AR
FICE L THEERRD LN TN D (53 HSR) |

T PRFONTNRNIZD, REMENHERRIGE 2RE, ARZEmIcikE LTk b,
iy

YNT T T ANV ABITT 200 8 ) A TH D, AR ARSI G L TR bR,
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1.6 AAENCE T BRI ZE RS9 5 &k

A HE

FERRIR T — % TlX, ZRREEICET 218k DABRICE S X, b Mo+ AR GRS b
TV (53 ISR |

4.7. HRYEOEE, WROBIE

AFKNT B & E O EHEOHE I O ERE I P RREE D BB A T,

SIVTF T 4 OV OEREREBRIZB WD CTEHEIM D T VPHBEEENRE SN WA DT, HEIFHEOE
O DBMEZ AT HO GBI EETH Z &,

4.8. BIfER
AT 2 7 7 A N DEH

PAH BBE Z R & Lo ARAO 77 AR5 EEBRIZI VT, 207 B2 AH] 20, 40 F 7213 80 mg
1 B 3[EEGHE, 70 612 77 B REHCEESEID 40 Le, MM 2B Th 72, 2L
TFT7 4120,40 BLO80mg & 1 H 3 [EIFEE LI BFIZEIT 52RO IERITZEI2.9%,
3.0%B L UN85%TH Y, 7T HREETIL29% ThHh o7, TERBR TR 2Z 7277605 b,
259 B3 F Bk 5 5 BRICBIT L=, A 80mg (HERRAETH S 20mg 1 H 3 [H#EED 4 %)
Z 1 H 3G L, 3FER%ICIRERIEOR G 2 ik L7 183 Bl 87%3AAI 80 mg 1 H 3 Al 5%
2T,

PAH & 255 & L TAAZ =R 7 0 27 ) — VERIRNE G- & OFH L7277 2 RSk B ER
IZBWT, 134 BNZAHK 20mg1 H 3 F#EG5- TG L, AEMENRO 6T, 40mgl H
3EEEE, SHI280mgl H 3 EIEGIZHE) 2R v X7/ — /L EFHEE L, 131 FliC
TR RTa AT ) — )V ERHEE L, IR 16 B CTH -T2, AT 7 4
e AR T a AT )= VOB GBI A EFRICLDEEROFIEFEIL52% Th o720
WZktL, 78R - =R T 2T ) — VHERHBEGRETIE 107% TH -7, FilliclE S
BIWERHT, YT F 740« 2RI v AT ) — VOB CTRIBEE NS> T2 5 DI,
IRFEIn, FEME, SB, B, TR BLOONERTH -7, BEMoBIWER (B85, HIAL,
WA L OE) 1%, 778K - =R 7 o027 ) — 1V HBEGREL VAT FT7 40 e =
RTua AT ) —VHEFRHEBEERETELBO bR, BITRBREZ% T LE-gBED > b, 242 4
NEWIEG R 5 BRICBIT L=, m80mg & 1 H 3 [mRE L, 3 FEZICIRBIRDIE G & fik
foe L7 133 il 68%735AH] 80 mg 1 H 3 M 5- %232 17 T iz,

77 B AR 2 BRIV TR DA EFEFRIIM L TRENSHEHEETH -7, 7%
AREE L AFIRECTHIVEE DS @ - 72 ERRIER GEBUHEE 10%LL 1) 1%, 50, Wk, R
B, THBIOMEIRETH T,

BIEH O —H#

FEHBRE 721X PAH B 268 L L= 7 T v AR sHBERR 2 BRI BT 2 KK OHE T —2 v
RC, 20, 40 £721%80mg 1 H 3 [HIFE5 LI AFIFED 1% THRELL, HBUBHE D AFIRE TR o
72 %) RIEH O—E 2 2R EBIR AR L OB [very common (10%L4 1) , common
(1%LL L 10%A54) , uncommon (0.1%L4 L 1%A00) 35 X OSAE AR (BATT —Z D HHEE T
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VFF T 40 JNE PAH
1.6 AAENCE T BRI ZE RS9 5 &k

&7 1 BNCHUTTORIIRT, FRIBHEL OSSN TIE, BEEEORmWVIEIZEITER 278 LT
50

TR (S S VZBIERNEA # U » 7R TREE L TV 5,

MedDRA #REBIRHE (v14.0) AIEH]
JRYE 3 L OV BUE
common WeBAR, A4 TN U, [ESCR, BlEER, BR,
EL DN
MR LY N RREE
common 25 1M,
Rt L OREREE
common KT
gl
common FURE, R
PR R P
very common GAYH
common RER, #RER, SEEKR, JOBVE, SR SRR
AR B
common M m, SOEE, T, &, AUE, HFHUE,
AR, HR S i
uncommon BT, A, IR R
A5 A B FEBNRIEE BT S A B PHARIE  (NAION) *, g HEi
EHIZE, HEFR >
B L Ok EE
common [FiA D F
A5 A B SRS EETE
18 [
very common T
B BE AN igiines
MRk AR, MaEBds L ONEhR IR E
common S, kSR
B Wb E
very common THI, JHIERE
common B, HEEVEIEER, B, MR, DN
FERE 3 KOV T AR
common JiBJE, FLBE, BT
B BE AN FEZ
B R d K OV Gk p 55
very common DU A
common i, 1R
BB KL OUR K BESE
uncommon IR
R L O ERE
uncommon PR3, MmAERE, M b3z
A5 A B Frcah e, Zhtttisg
— - EHEER X OB G OREE
common A

FINOLOREFEFES - BERAL, SEARIBEOTZD AT F 7 4 VERA LIZSHEETHREIN TN D,
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VFF T 40 JNE PAH
1.6 AAENCE T BRI ZE RS9 5 &k

1~17 D PAH BE Z x5 & LIZAKI O 7 Z & R GBI BT, 174 B ARK| O/ £ (20 kg
HOBFEIT 10mg, 20kg LB T OH]) , THE (8~20kg DHEFETL 10 mg, 20~45kg D
BT 20 mg, 45kg BOEHIT 40 mg) 7o iTmME (8~20 kg DL 20 mg, 20~45 kg DE
FiX40mg, 45kg HOBFIL80mg) % 1 H3EFEE L, 607 T 8REHRE LT,

NEBREZNRE LERBRCTROONTZEER e 7 7 A V%, #IL TURALERIBRETH- T2
(£ . AFIEE (TRXTOHAR) TELROLN (1%L ETHRE) , BEBHEENT TR
HLoEmhotz (1%8) BWERIE, BB L EXERY: (% 11.5%) , TEH: (10.9%) , ZhiE
e (BIRICB T2 HEEEDELZET)  (9.0%) , BELBIORELE (% 4.6%) , WHIEEK
(4.0%) , BdE (3.4%) 72O RITHIRB LOERK (£29%) Thol,

BHIM D77 & R GRER TR G- 25T T/ NSRS 234 Bl 9 5, 220 B3 K Wifkie: B 55l
BT LTz, BHIRBR T NT T 7 4 NG 22 T 2R G 1R &R 5 1E Tk L, 77 'R
HEOWRFIIHE L VT F 7 4 VR GITEIELED (1) Lz,

HHHBREB L ORISR TG IN-ERRIER IR, L CTEMRBRTRD bN-EER &
HRIL T\, YT T 7 g &5 250772 229 ] (RERBRICBIT L2772 9 Bl a&ied
TORERE) O 10%B THRE SNZEWERIL, FXOERYE 31%) , BFH 26%) , WEH: (22%)
KB (20%) , MREESR (18%) , FEE (17%) , FHI (15%) 725 NIA 7Lz FEB LW
BHif (% 12%) Tholz, ZHNEDOEWEHDIEE A ST S haEm L fHE ST,

VVTF T 4 VARG EZ T T2 229 Bl 94 1] (41%) CEELRAEFERNRESINT-, BEELAEE
FRAEWE LTz 94 iR, 14/55 151 (25.5%) MR ERE, 35/74 51 (47.3%) 23 HERE, 45/100
il (45%) NEHEETH-oT-. AT F 7 4L (TRTOHE) TROLNE (1%L T
) EREELAEEERIE, MK (74%) , OAEB XOMELEE (% 52%) , EXoEgs
(3.1%) , HEARIB L OEER (55 2.6%) , KA, K&K, [E SRS L OVPAH (5% 2.2%) ,
g 5 L OMEH (%5 1.7%) 72 B NSRS 3 v 7, oA )V APEEIERE L OURBEIEGE (45 1.3%)
ThoT-,

T OEERAFFRRITRGICHEET 2 LHEI N IBR, K8, REUE, EXOEMEmRE, (K
FRSAIE, RS TEEERETS & OV = MEATEIR,

BUEA 2 BN D HR O

EIESOEGBZICEWERNSEDON D FRERETHZEITEETH D, LU L - TEIHEL DN
X7 4 RV RTDONRT U ZADORGIIIRE =) TN ARE L 72 D, ERIEFEE ITIIATER VIS
AREH SN TVWLEEORE AT LEB LT, BIERANRDON D EREMETHZ ERROLN
50

4.9. BEER 5

HEREREBR A1 800 mg % CHUEIEL G L3RI T, b B LT M R B b & 550
LCW e, FEBUIES X ORI LR LT, 200 mg ORI GRG, BIEA (G, WAL, 7%
BV, WLRR, BEE L ORISR ORBIET LR L,
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VFF T 40 JNE PAH
1.6 AMENCER T D ARE T T 2 &k

WERGNE LTSS, VBN U CEENAHERES T 52 &, AT 7 4 /W3
a2 LRI FEERNE L, RPPEHERNMENTZOBEITIC L D27 VT 7 v ADREITHEFF T& 7

vy,
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VFF T 40 JNE PAH
1.6 AAENCE T BRI ZE RS9 5 &k

1. fk5E4
LARF A 10mgmL K7 A > u v 74l

2. R E X USHERR
R4 vey 7RITHRER ImL H720 (VU BIEE L) VAT T 7 40 10mg 28501 T 5,

AR LT A vy 7RO 1R RV (112mL) (& (Z2Uige LT YT T 7 40 1.2g
EEHT D,

B 23 BEFN oD ¥R Nl

vay 7K ImL 7= YL E h—1 250 mg NEFEND,
WINFNOFEMZe —EIZ oW T, 6.1 HASROZ L,

3. i

RIA4my 7H
Ha~F 7R T A FOHER
4. BRIRIZEE A 36M

4.1. BheE - R

DN

WHO BERE/7 37 7 A NNEB XN OIER 2 H 9 Dl NEE BT 2 EIMAEOWEEL B & L
7= FENIRME it i )ESE (PAH) DOIEHE, AL, JFREMME ERER X O SE S (CTD)
AP D MR MEAEIC ORI TN D,

13206 17 & £ TO/NE PAH B ORI, JRASPEM & i I 38 X OVERME O BT &L 2 ifis i
JEREBF BT, EENFAGECMATEIRE N E L, AMENRO LTS, (5.1 HEH)
4.2. A% - A&

BHOBME L BIEIT PAH OIRERER O H B EAIOIRNITH Z &, ARENOEGIZHb b ER
DEALRN A SNT-GAE, NBREEZEET LI L,

EE

HESER &1L, 20mg 2 1 H 3 [R5 TH D, EMIE, REZSEEITIIRAESCHHIT 1 [F
DERALZEO®%RBE OREZMKGET DL 28T 52 L, REEENTHE, 2RO
RA L7z &,
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VFF T 40 JNE PAH
1.6 AAENCE T BRI ZE RS9 5 &k

RS (1~17 &%)

10D 17 3% E TO/NE PAH BEIZxE L, KE 20 kg L FOBE OHLSEHEIT 10mg (KT 1 >
7y TR OFEE ORER 1 mL) % 1 H 3 [E#EE, (KE 20 kg BOBFOHEEHEIZ20mg (K
T4y THIORMMSGEOMER 2mL) % 1 B 30EETHD, /N PAH BFITK L, HELEH
BB BEZHHLTEIALARY, @G4EBIOSI1ELBR) |

1t D IR & £ 511 DB

BELC, HEFASIINTR_RE T v bE Y RT BZEBICGHEL COBETHZ L, = A~
AR F T BN ED CYP3A4 IHER A ZE G OBEICRH L TOAT 7 4 VEDFRES
T 5854, 20mgl H 2 REG~OBELZZBETHZ L, LVRW CYPIA4HEIRTHL 7 T Y
an~vA vy, TV ARYA B LW nefazodone & B 53554, 20mg1 A 1 [\ 5~
OWEDHETEI N D, bRV CYP3A4 HERE VLT 7 0 VENRBEGT 5856, 43 HE
SO L, CYPIA4 FHEK LK G T 256, VAT T 7 0 VORERGENLERGEND
% (45 HSH) |

w A i
Eilp (65 ikl L)

F R RE IS 5 I EMRENIIAE TH D, 6 I OBATHEE TR L 72 BRRAA 2P S i 8
TIHE T DR B 5

B REIE

FEOBAEREE (7 L7 F =227 U7 T Z2<30mL/min) % & B ERERE = B E 2B 1T % 91
OHEREIFAETH L, HEOAEMEN AR THSTZHEIZRY, XX 7 v hEURT ZE
FEIZFHE L7212 20mg 1 H 2 B G~DOEZBETH &,

JHHEBEIE &

FFHAERG 5 8% (Child-Pugh 24 A 35 L ONB) 123513 2910 I RS IZ R E T %, BEDE
FHRRETHSEBAITRY, <37 ¢ v k&Y 27 T L7212 20mg 1 B 2 1
BaOWEEEET DL,

HEORTHEREREE B (Child-Pugh 73K C) ICAFI 25 L Tl b2y 43 HSM) |
Nl s

1A O/ NRIZ I DAAN OB LOHEIMETHSL S Th7Rn, T—=Z3H 5T
VY,

5 omik
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VFF T 40 JNE PAH
1.6 AAENCE T BRI ZE RS9 5 &k

RONTZT —Z O ARFN OB Z Mg 5 Z £ 72 < HFIE L TH PAH OB LIZA LN &R
AEINTWDS, LavL, FURIZ KD ZEREERIRAEA BT 2 v RetE 2 BT D720, BRPERY 7206
Balada b, PIEHBRe=2 ) > 72+ 5 2 L 2R 5,

HiE

VAFHRTAvmy TR AREICRS, R Ly ey 7R (REO7 L—7]Rovn y
THR) TR L ITIEBIRICK 6~8 REfH IR CARAT %,
FTEDHEZFIEHSANS, A MLEZ 10 EL-oVIRS,

B HRTOARFOFARICBE T HHRIZOVWTIE, 6.6 HEZHDOZ &,

4.3. B2
6.1 TEIZZEH DO E LIRS F X EINF O WT I xtT B BBUE &2 43 5 B,

MR 2 AT 5 2 LD, —BHMLERIGE (ERET AR E) Ei- XML o
BEREE (5.1 THBR)

JEEMRIMNEAZ R T2 EnNHD D, VAT T Nl T T =gy 77— llEE &
UNVTFF T 4 NEETRARSZ AT 5 —F (PDE) 5 HEHKOHHEEE (4.5 HBW) |

K HIRV CYP3A4 PHESK (r ha) Y —u, A hTaF Y —, U iy Loftfks
45 HZM) |

W0 PDES [HESENREE ©» ORI OF IS ) )b 51, FEENIRAS PERTES I f AR A e
(NAION) (2L FIRICHIME T 2RO b DEE 44 HSH) |

UTFOHDERTIEINNT T 7 4 VOREREBRTT L TR, AFIZ#EE L Ui
AR

HEOIFHRERRE A H 3 5 BH

Bl AR 7 XD ZE D B OREEIE 2 5 5 B

BRAGIRZ B OKINE (90/50 mmHg Kiifi) % H 125 HE

44.8EBIUFERA LOBER

BHE D PAH (WHO H#RERFE Y 7 A 1IV) HBEIZE T DARBNOFMEIIMENT STV, FRERR
ENE(T 256, BEOEEOEM CHIEINDIEHR (ZRTaRT ) —l) 2hids
Z & (2B . WHO BERESSEHZ 9 A 1M PAH LEMliSn-HBETIE, AT F 741D
NRRT 4y hEURTDONRT 2 AL STV,

JEREME (B5361E) PAH, CTD #&0F4 % PAH £ 7213 RIMEODVIEEZ A0 % PAH BE x5 &
LT, YT 74 VORBREZFERKL WD (5.1 HESR) . 2OMOHED PAH (25T 5L
TF T 4 VORGS0,
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VFF T 40 JNE PAH
1.6 AAENCE T BRI ZE RS9 5 &k

INRExGE LT Rk 538 <13, HERHEA2 B2 285 2% - BE THT OB
Doz, LA -T, PAHO/WNREBEF IR EZEXOHEZHG LRI & 2HE
FO51HLEH) |

AR S

A EMREER (DO BREIIHEIE PDE OBIEHIEEBREZHT5) 7 & OBEMO BRI MR
BAEBTLIRETIIVANT T 7 4 VOB EZRGFT L TN, BEITHERE S0,

1fi R

VNT T T 4 VR T DRENS, ERNIREOEMREEZFOBE (IRILE, ks, HEL
EITHEEPAZE, BTS2 E) N T T 7 4 VOB S T OMAEILRIERIC X
v, BB T LWEMEND L0 E D IMERICHRT 52 L G4ESHR)

/L 1. 87 R A -

PEARIBEIR L LTSN LT T 7 4 L OHIRED BIREICBWNT, LjiHZE, R
TEMOME, DZEIRIE, DEVEAREEAR, MM i, — @R MR IE, i, (KiER o R
BERDME RERN VT T 7 4 VR E L EMAICEE L THRE S TS, ZhbDEL N0
MEZRDERETA2HLTWHLEE ThHoTe, < OFEGD, HATAT E T ITMEIT BRI

i, DEBITIEIH DN, HITARLICVAT 7 4 W ERGEZICRD OO L H o7, &
NoHDOERIZHONT, ZHEDRTFOMAE LY E IO R FICEBEREE T 5008 5 02 & HE
THZLIXTERY,

b Tz} ph

e oM ARG Edh, REOMHMEL, Peyronie iz &) Db 2 BE E - IXFHEEhEIE DR R
ER VLA (BRRRMERE L, ZHRMEWE ARk l) OboBEIIHLUIIAT T
T ANVEHEEICRET S L,

YIVTF T 4 VOHRET — 2 TIE, BEOERS L ORHREIEES S ST\ 5, ZifEl 4
WA LA ERFe T DIER DA DTG E, BETEOIEMORBW 25217 5 2 &, FrtEh e 2k
T DMLE A HRNNTAT D220 L R OB E 72T EEERE 2 KRR D 2L 3D D (4.8
HEZM)

R AR i BRE 1 B E (1T 2 i B PAZE

SRR M ER A M 6% U s M E R X VT T 7 o A BB L2 b BERRER T,
ANt BT HIMEAEN T 7R L0 b AR 2 #% 5 LT-BETEZ @S Sh, fae B hik
L7,

BAEpRE

VVT T 4 V0fth D PDES [LEROFZGIZBIE L T, fAREENHERICHE SN TS, &
VT F T 4 oD PDES BEIR O£ GBI L C, BIEWME F o I3BEBMEICRB N T, Fnk
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VFF T 40 JNE PAH
1.6 AAENCE T BRI ZE RS9 5 &k

W TH D NAION BHE I TWD WS THSM) , ERENREEN I T 255, HONITH
HamibL, RBRREZHRET22 8 43mEsH) |

ouE T

W B DO BE IOV T 7 o VEFHBEG TS L, BEEZITTOT VRS TIEMEMER
ml}—ﬁi‘%éfﬁ*fé’kb%ét&w}%ﬁﬁmgfhé (4.5 ms M) | ESCERIITE OB A iR
WA D120, VAT 7 4 vEEGT 5 RNl W Bk R o BEE O MATENENZE L T\ 5
L EMERT D2 b, EANTE SNSRI E OSER NS FBL L - 5E, AT _XENBFITREET S
Z &,

HH afn PR AR

b /M ERWZRERTlIE, VT 7 4 M invitto T= b 7Ly K b U o7 AD /MR
BEEMBIER Z T2 Z LRSIV TV D, R E E 72 IS EME R O & 5 BF I
KT LHINTFT 4 VOERGIZET 2 LZEMEFRITH/ LN TR, LER-T, 20X 5724
B L TCONTFT 74 Ve ET L5830 TFINCANRT v M &Y 27 Z BB
HT &,

AN €t

X2 v K PRS- OB, KFIZ CTD (2Hi%E L7- PAH & IZ VT F 7 4 VO 5 % Btk
L7256, HILOMGREREE DL EBH 5,

<

FIRPAZENEIR R

e ARPHZEMEZ R (PVOD) 2 ££ 9 i M HEEE IZXH T2 T T 7 4 VOT — X136 T
Wy, UL, ZoX ) RAEICmEIRE (Rl aexzyA4 70 0) 2R LERIC, 4
ARG TIKERHRE SN TWS, LEB- T, S EEREICRTH AT F 7 0 LG
RRIZ K BE DO FRD LD GA, BE 325 PVOD OR[FEMEEZBET H 2 &,

TV — ARMHE

MRIIZYVE b—ADBEEND, ENREEHERBTH D 77 b —ARMHED BE I IIAH]
%&5LT1@%&VO

A X LT 7 o VORHES

R 2 o BEBOBREICBITDINT T 7 4 VOFHMEIIHEL SN TR (45 HB L OVS.1
HZH)

ftho> PDES FHEERE & O OfHE -

PAHREEIZBIT DI NTF 7 4 VXA T 7572 E O PDES BLERK & O &K GBI 5%
BB LOFEIEC OV TR ST ianizd, JFRBEGIEHER S22 @S THSMR) |
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VFF T 40 JNE PAH
1.6 AAENCE T BRI ZE RS9 5 &k

4.5. KMHEEIER
DK NS LT F 7 ¢ N R F

In vitro #5R

VNTFT 4 VEEIZCYP T A V74— A5 3A4 (EERE) B8L00209 (FIREE) 128> TR
BEND, LEDRST, TNoDT A VA LADOHERKIZIIATF 740D VT I A%FIKTF
S, FEIRLDOTA VA AOFEEHKIII LT F I AND I VT T A% PR A ARENE
NdHD, HEAEIZOWTL, 42HEBI V43 HEZSHOZ L,

In vivo 7R

UIVTF T 4 RO E R T e AT ) — VRN S OB OW TRl L 72 (4.8 THIEB X
W51 HEBH)

el et BEGRER T, oo PAHIRESER (T 7 Vv 2y, fu7uoRx py) L HES L
SIVTFF T 4 VOFIMER L O OWTIIRET L TR, LRS- T, 20k 9 23K
COFRHR T ABRIZEENLETH 5,

PAH & IZRBWT, fiiod PDES fHESK L EHE S L= VT 7 4 VOFRER L O e >
WTIERS LTy (44 THSH)

PAH DEGIKERT — & % T RAE S B RE AR AT DOFE R, CYP3A4 FE & OOFH & Gk LY
CYP3A4 JLE L BEWEEDO O G NT 7 4 D7 VT 7 o AMET L, ROBGREO
SIVTF T ANDNAFTT XA Z YT 0 B3HEINT 5 Z RS, CYP3A4 FEB LD
CYP3A4 FEHE & B3O f ¢ 5-1%, PAH B TR DT F 7 4 L OEYERBIZHETHHIIC
HEREEZ RIETHE— DR Th o7, CYP3A4 FEEF LN CYP3A4 JE L BIEWTHE D O 4%
HaZFTBEIZBITDINVT T 7 4 VOREREIL, b0 DOHAORE 252 T2 BH &
Ll U CENEN 43%3 LN 66%mifia =~ L7z, 80mg 1 H 3 B GReD I LT F 7 4 )L Dlgkiz
HiX, 20mg1 A 3[EHEEREL D & 5EmEAE R L, FEMi L7z CYP3A4 [H5ESE & O3 H A EH
AERTRO LNV T T 7 4 VOB EOHINIZ O 5 FUNOEINTH-7= (727210, &b
U CYP3A4 [HER CH D7y haF Y —u, 4 bTaFy—, URFELEZRL) |

CYP3A4 F B TH LR X & D in vivo FHANEFRERAE RS, CYP3A4 #5E 3K % PAH &
FICBITDVINT T 7 4 VOERYBIREIC KX 2B A2 RTT EE2 BN,

TEREYBRE & x50, T+ 7 4/ 80mgl B 3[EEE LR % 125mg 1 B 2[5
(CYP3A4 B LN CYP2C9 OHRREDFFEE, CYP2C19 OFEHROA[fEME L H V) % 6 H G
G L 2 A, EFRERFOLTF 7 0 LD AUC S 3%IET L=, REr &2 (625~
125 mg 1 H 2 [FI#5) ke i 5 DR PAH B 2 KA VT F 7 4020 mg 1 H 3 [BIJFH#RE
A5G Uiz & & ORI X OV 425HE U7z 12 MO FRER 2 & 0iEERBR» 55 57
VIVTFT 4 VDT — X e T R BRI OFE R, R U OB L& D
SOVT T 4V OURER B IREFERER A COMER & FRE O 2R Lz (44 HB X511 HS
)
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VFF T 40 JNE PAH
1.6 AAENCE T BRI ZE RS9 5 &k

RN CYP3A4 FHEIE (I N"~wBEy, ZJo=hY, 7= /) VEXZ—)L, B k- Ta—
RXeT—h, V7700728 Z2HKEFOEETIE, AT T 70 VOEZEEEREIZ
=RV THIL,

HIV 707 7 —EHEEKT, W TRV P450 FHERTH LY FFEn (500mg 1 B 2 B#5)
EEFIRIETI AT 7 00 (100 mg HiEl#&5) EOFHEG LT Zh, VAT T 7 40D Coux
1%300% (4% EHL, 27 F 74 voMmiEd AUC 1E 1000% (11 £%) #EML7z, #5 24 I
MBONT 7 0 VOMFERREL, BME5RIE0 Sng/mL Tho7zDIlzxt L, FHBGRE
1349 200 ng/mL TH -7z, ZAUE, JRFPHO P450 FHE kT DY M ELVOBEE L
LTW5, ZNODOEYBREDFERIZIESE, PAH BEICB TV AT 74 0E ) R FEALD
FH&E I3RS L 95 43 HBH) |

HIV 717 7 —PERKT CYP3A4 BAERTH LV F /L (1200mg 1 H 3 [BEE) ZEFIR
RBRTY AT T 7 40 (100 mg AR E) LOREG LI2L ZA, YT T T 4 10D Copy 13 140%
(2415 EHL, Y7 F7 40 AUCIE210% B.11%) ML, T F7 4 vid¥%5 v
VORI B E KT S oo T, HERHEIZOW T, 42HZZROZ L,

HEEE D CYP3A4 [HERTHDL =Y 2Au~A > (500mgl H 28], 5 A&YE) #EHEIRET
VT T 4L (100 mg BRI E) EOFREG Lz 2 A, VAT T 7 40 VO HgEGEE (AUC)
13 182% (K9 2.8 %) ¥hn L7=, HEBEHEICHOWTIL, 42 HABRO = L, BIRRERE T,
TVARTA Ty (500mgl H 1[E, 3 HE#EE) BT 7 4 v EIEE O 2 GHY
?D AUC, Cuax,  Tiax, THREEEEE 72 ITHIERENC MZTBIIR O oo Te, B bk
FoTrvrun~vA v L OFHRFICH BRI RECTH D, REHRE 2V T CYP HEK T
FERFRAY72 CYP3A4 [LEIKCTHH UV AF VY (800mg) & T+ 7 44 (50mg) ZOFHES
Lick 2 A, VLT F7 4 VOMBEFREN 56% (K 1.64%) EF Lz, UEXh i xFv Ll
OHFRRHC HERFEIIAE TH 5,

FhaFy— e b T af Y — L7 EOR LRV CYP3A4 FLESRIL, U e v EEBLLT1E
HErTeE2zoND Q3HEBM) 75V 2ua~vA>y, 7Y RAa~A Y, nefazodone 7
ED CYP3A4 PHESRIL, UV M e ezl 2a~v A U7 Ed CYP3A4 fREIEDH
MOEHZRTEEZ BN, BEETTHCHENTSEPHEIND, LN~ T, CYP3A4 [HE
HENFHE G T 25 I ITHEREINHERE SN D d2HEHR) |

PAH BH DT — X & H\W - REE R ENREARAT OFE R, BlEWr#kis KOV CYP3A4 FVE L FH#& 5
45 &, CYP3A4 FWEHUMGEAR G L LT, VLT T 7 )V OBRBEEN S SNt 5 ]
REMEDS R S iz,

T —TT7 )= Y 2 — A IE TOMRBHCIIT D CYP3A4 BLEERIZFHL, ZL—7F7 11—
Va—AZL 0TI T 4 LD MEFEEN ERTAAREEITD T THE L EE L OGNS, H
EHEIIARETHL0, VLT F T 4N ET L —T T N— Y a—ADOMHITHER X7,

HIBRSR OKBR L~ 7 %2 I« KER(LT VI =W L) OBER SIS VT F 7 4 O A F TR
ATEVT AT BE RIEE o T,
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VFF T 40 JNE PAH
1.6 AAENCE T BRI ZE RS9 5 &k

8BRS (2 F =L A T VA= 30ug BELO VAR VT A R L 150 pg) OOFHHEC
£V, YNTFT 4 NOEDBEA~ORBITRD Doz,

=aA T UMIA N T LT v FOUTEMEA L iR 2 SR LT AT h S, IR A Ay & LTE
ALTWDT2D, AT 74V EEERMEEMEZSSEZTrRERH D A3 HBH) |

VNVTF T A VDM O TN R F SR

In vitro #5R

VT T 40D CYPLA2, 2C9, 2C19, 2D6, 2E1 38 X O 3A4 2% 5 BHEER XTIV (ICs,
>150 umol)

SATFFIT4NET AT 4 Y FEIETE Y XE— L7 EOIER RN PDE FLEIEOFE A AERIC
B2 —Zid720,

In vivo 7Bk

CYP2CO IZ Lo TR sd L7 X I K (250mg) F721E9 077U (40mg) LTt
74 v (50mg) ZOFHEG LB, ERRMAEERITRD bRnoT,

UIVTF T 4T E DT IR AZ T DIEFE I T D ERREEIIRO b NeholoZ &
G (AUC 28 11%E00) , ST 57 4 LiE CYP3A4 125 U CERIRAIC EHE R i B A RIF & 7
WZ ENTRIBREND,

VIVTF T 4 (100 mg Al E) 7%/ 7~v— VI THAEEMIRD bhehoiz,

VT T 40 (50mg) 1ET7EFAY U FAEE (150 mg) K- THI&EEZ I D HikEH o
SER AR L 72 hr o Tz,

SOVT T 4 L (50 mg) (R R 77 L 3 — VPR FE O SEEIfE DY 80 mg/dL DO REFEREERE 123 T,
T — VL LD EEERZ R L7227z,

fRERERERE 2t R & LToilBRICIR N T, ERIRERFO I LT F 7 00 (80mg 1 A 3 [ElxE) X
Rt H 2 AUC (125mg 1 H 2 [E%5) % 50%HEN &7z, Rt & g (62.5~125 mg
1 B 2[E#%5) FORRANPAH BEE G & L-lBRT — % % W 7 RHERTER Y BhRE AT O 3,
EFIRIERF D VT F7 40 (20mg 1 H 3 [EIfEE) EHFH L ZDRELZ D AUC O
DR [20% (95% CIL:9.8,30.8) ] 1%, SEFEHEERHAIZI VT T 7 00 80mgl A 3 [FI#E & HfH]
LRV b/hEShole G4HBIUS1HESHR) |

EIMEREICIILVT 7 40 (100mg) %27 Lu Ve & OFA&EE Lz A ERRER T,
FAMVE O IGHE I MY & 512 8 mmHg K T L7z, BAMZOPRRMIMFIX S 512 7mmHg K F L7z, =
DX DRI B HMERT ORREE, @BEHERE ~D I VT 7 ¢ VBB G & RREE ThH -
776

R4 o L ORYAHEERRS GHRB) T, FE¥Y o 5 TRERAEE L TVD R
ERTSERIE RHE BT 5 L Tl T B R4 20 (dmg £7213 8mg) BLULAFF
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VFF T 40 JNE PAH
1.6 AAENCE T BRI ZE RS9 5 &k

7 4V (25, 50 £721X 100 mg) ZRIFFIOFHE G Lc, Z ORBRAIGEER TIX, BMZOIUHE
T35 X ORI =252 W E ) 7/7, 9/5 BE N84 mmHg X F L7z, YLD IMEIXENE
AV 6/6, 11/4 35 XV 4/5 mmHg AR T L7c, SEGEMEDOMRAAAER M E SR EL L 72 B OHREITE
NThotz, ZNHOHEITITRENED £ VRHEES DS LENE TN, Ko @EIEsR
olz, EWERGHROBEIZNNT T 7 AV EHEET 5L, BELZZTOTWEETIX
JEGEMRMEN R T2 L0355 G4TESBR) |

PIVFF T 40 (100 mg HE#%E) 1%, HIV 707 7 —PHERK T CYP3A4 DFEE TH v [HE
HTHH LY F T ENLOEFIREBRROEYENBICEL KT S R0 o7,

VIVFEF T 4 IV THER SN TN D —fh %3 - cGMP BRE~DEHE (5.1 HBM) L —HL T,
VT F T 4 IR OREEER AR ST Z E AL ENTWD Z e, KAlE —
R b B G F IR 2 IR G L CldZe b2y W3 HBH) |

VAT 7 b FEERRRBRICIB W T, PDES BEIRAZ VA 77 FEPFREG LIz 24, 8
B2 25 M FEAS FER SR bz, BRRER T, V43227 hd PDES MLEKORBEEH %
T 5 Z EDBHA LN INTWND, Mt LIZEHIZENT, ZOFHBEGIC L 240 F LWERIR
MR ZRTATRITERD BN ot=, LIz ->T, YT F 7 4 /VvEE&Te PDES [ESRKE U A4
7 P MRS LTI LR 43 EBR)

AT F T A ML AR (ZF LT A NGV F— A 30 pug BLOLAR I LF A R LL
150 pg) O IMAE R EE A~ DR AYIC BB B I3 D LR o 72,

WA BAEHFRBRIT RN D B % i BT HE M L T D,

4.6. ZHEEE, IR, BIBE~OKE
PEHR T REZR XIS KON AT 1T 2 kLT

TEIRIZ 31T D AR DB 27 — Z D nicd, @EIBEEEZ FEE L2V R Y, SRR ATRE
IRV AR OFGIFHELE S 7n

b

IR 2 NT T T A NVEEDOT =236 TV RV, FERRRRERCIE, iR L OWE -
R RFEAEIZB U CEEE £ 72 XM A FEEMITRD T2y, FERRIRRER TIX, AR
FICE L THEERRD LN TN D (53 HSR) |

T PRFHNTNRNIZD, REMENHERRIGE 2RE, ARZEmIcikE LT b,
iy
YNT T T ANV ABITT 200 8 ) A TH D, AR ARSI G L TR bR,

AGHE
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VFF T 40 JNE PAH
1.6 AAENCE T BRI ZE RS9 5 &k

FEEIR T — # Tl, ZHREICETAHERDORERICIES X, v MO+ 2852 GERIEITRS bh
TV (53IESHR) |

4.7. HRYEOEE, WROBIE

AFN T B B E D IE AR D EREIC PR DB A T,

VIVTF T 4 VORERRBRICEB WD TIREMED £ OCHRREENRE SN TWAHDO T, HEIEOE
OB DFBREZ 1T D BRI EE T 2 &,

4.8. BIYER
LV T 7 7 A LV OEL

PAH B#F & x5 & LIeARKID 7 7 & At EEEERICIN T, 207 B2 4K 20, 40 F721%
80 mg 1 H3 E&’%“ﬁ, 70 {@J%70'7“Eﬂ<ﬁﬂlﬁﬁ£{/ﬁﬁjﬁlj 9] ﬁ‘ﬁj’ Ly":o ?ﬁlé‘,ﬁ;q&ﬁﬂj: 12 i@ﬁﬁﬁ‘f“&)/)
foo YATFT 420, 0B ECR0mg % | A 3 EHT LB ITHT 5 2ko B L
ENEN2.9%, 3.0%BLU85%THY, 7T REETIZ29% Thote, FEMBRTRE %
T2 21T B0 5 B, 259 BUAS RNk GRRBRICBAT LTz, fem 80mg (ERRAHETH S

20mg 1 A 3[EEEED44%) 21 H3EERS L, 3FERICTRBREROE 52 fikke L7- 183 #il

87%MNAAI 80 mg 1 H 3 Bl H- %252 1F T,

PAH & x5 & L CARIZ =R 7 0 27 ) — VERIRNE G- L OFH L7277 B R x5 RRBRIC B
W, 134 BIEAH Q0mg 1 B 3 [R5 TR L, ZEMENRD HLUE, 40mg 1 B 3 B 5,
X5(280mgl H3FEELIZHE) 2R uxT /) — LV EGHHES L, BIAIICT7EREx
RFT AT ) — PG L, &G 168 ThHo7-, VLT T 7 4L TRT 1R
T )= NAPERBEGRICBIT 5 A EFRICLD2LEBOPFIERIT 52% THho72DizxiL, 77 &R -
TR AT ) — VPR EGHETIE 10.7% Th o7, FHHICRESNE-EWERT, v AFF 7 »
e TART AT ) PR SEECRBEBENE oo b olk, IRFEMm, TR, S, 8T,
HEERS LN Ch o7, BEAORIER (B8, WAL, DR X ONVEE) 1%, 77 &4 -
TRT AT ) —NVHHBEGREI D AT T o0 s 2RI e R T ) — B ERE T Y
b, FATHBRZ5E T LIZBRE D 5 B, 242 B E Wk % 53 BRI 1T L7, & 80 mg
Z 1 H3ERE L, 3FERICIEERIEO®R G 2 ik L7z 133 B 68%03 A A 80 mg 1 H 3 [Hlix 54
ZUF T,

77 B AR 2 BRIV TR DA EFEFRIIM L TRENSHHEETH -7, 7%
ARRE L AFIRECTHIVEE DS @ - 72 ERRIER GEBUHEE 10%LL 1) 1%, 50, Wk, Her
B, THBIOMEIRETH T,

BIEH O —EE

FEHBRAE 721X PAH B 268 L L= 7 T v AR sHBRR 2 BRI B 2 KK OHE T —2 & v
RC, 20, 40 £721%80mg 1 H 3 B LI AFIHED 1% THRELL, HBUBHE D AFIRE CTRinr-o
7= %) RWEH O—E 2 2R EBIR AR L OSEBEE [very common (10%L4 1) , common
(1%L4 E 10%A5) , uncommon (0.1%LL | 1%A) 35 X OVRE] (BATT — 2 0 bHEETE /2
W) ] BNCEL ORISR T, BRBBEEOSFNTIE, EEEOREWIREICENEHZ R L TW5,
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VT F T 4 v /NE PAH
1.6 AAENCE T BRI ZE RS9 5 &k

TR (s S AVZBIERNEA # U v 7R TREE L TV 5,

MedDRA B BIKHE (v14.0) &IVEH
JRYER L OVEAE BE
common MR, S 7N, KJEXR, RlSPER

ak, Bk
Migds LY v SR EE

common 2
AT L OveEEE
common EN{3isRe
T
common RIRE, R
PR R P
very common [FIEpr
common FERT, IRER, SEECE, BV, TSR
AR B
common MR, GAOREE, T, A, AtUE, FH
JiE, BRI, ARFe
uncommon BINMET, EH, RO R
AN FEBIRAEAEFTES I 1l ERLEFESE (NAION) *, #d
JEEIfn B A, H PR 4R
Hi LUK REE
common [FIHA P oD F U
AN ZERSVE T
I B
very common THAL
HE A (i =
Rz, MOERIs K OWERR R E
common S, Sk, P
H RS
very common T, HIERR
common B, HREEVRIERE, %, BESER, oW
LA
F2JEF KOV ARk
common EE, FLBE, BT
BEE R 95
BRI L OV ARk e
very common ]
common PR, R
Bk L ORI EE
uncommon JHINZS
ERER R L O EREE
uncommon PaZim, MmRE, ZM bz
A5 A B Frt EhiciE, FhchEig
— % - EHEER L OBGIALOREE
common FEEL

*FINOOREEES - AWEA, BEARIBREOTZD AT F 7 4 VERA LIz BHERETHREIN TN D,
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VFF T 40 JNE PAH
1.6 AAENCE T BRI ZE RS9 5 &k

1~17 D PAH BE Z x5 & LIZAKI O 7 Z & R GBI BT, 174 B ARK| O/ £ (20 kg
HOBFEIT 10mg, 20kg LB T OH]) , THE (8~20kg DHEFETL 10 mg, 20~45kg D
BT 20 mg, 45kg BOEE 1T 40 mg) E7oiTmME (8~20 kg DL 20 mg, 20~45 kg DE
FiX40mg, 45kg HOBFIL80mg) % 1 H3EFEE L, 607 T 8REHRE LT,

NEBREZNRE LERBRCTROONTZEER e 7 7 A V%, #IL TURALERIBRETH- T2
(£ . AFIEE (TRXTOHAR) TELROLN (1%L ETHRE) , BEBHEENT TR
HLoEmhotz (1%8) BWERIE, BB L EXERY: (% 11.5%) , TEH: (10.9%) , ZhiE
R (BIRICB T2 HEEEDEZET)  (9.0%) , BELBIORELL (% 4.6%) , WHIEK
(4.0%) , BdE (3.4%) 72O RITHIRB LOERK (£29%) Thol,

BHIM D77 & R GRER TR G- 25T T/ NSRS 234 Bl 9 5, 220 B3 K Wifkie: B 55l
BT LT, BHIRBR T NT T 7 4 NG 22 T TR G 1R UG 15Tk L, 77 'R
HEOWRFIIHE L VT F 7 4 VR GITEIELED (1) Lz,

HHHBREB L ORISR TG IN-ERRIER IR, L CTEMRBRTRD bN-EER &
HRIL T\, YT T 7 g 5250772 229 ] (RERBRICBAT Lo 72 9 Bl Eied
TORERE) O 10%B THRE SNZEWERIL, FXOERYE 31%) , BFH 26%) , WEH: (22%)
KB (20%) , MREESR (18%) , FEE (17%) , FHI (15%) 725 NIA 7Lz FEB LW
BHif (% 12%) Tholz, ZHNEDOEWEHDIEE A ST S haEm L fHE ST,

VVTF T 4 VARG EZ T T2 229 Bl 94 1] (41%) CEELRAEFERNRESINT-, BEELAEE
FRAEWE LTz 94 iR, 14/55 151 (25.5%) MR ERE, 35/74 51 (47.3%) 23 HERE, 45/100
Bl (45%) DEHABEETH-T-, VLT T 74 A (TRTOHE) TRODLNT (1%LLE TR
) EREELAEEERIE, MK (74%) , OAEB XOMELEE (% 52%) , EXoEgs
(3.1%) , HEARIB L OEER (55 2.6%) , KA, K&K, [E SRS L OVPAH (5% 2.2%) ,
g 5 L OMEH (%5 1.7%) 72 B NSRS 3 v 7, oA )V APEEIERE L OURBEIEGE (45 1.3%)
ThoT-,

T OEERAFFRRITRGICHEET 2 LHEI N IBR, K8, REUE, EXOEMEmRE, (K
FRSAIE, RS TEEERETS & OV = MEARTEIR,

BUEA 2 BN 2 HR O

EIESOEGBZICEWERNSEDON D FRERETHZEITEETH D, LU L - TEIHEL DN
X7 4 RV RTDONRT U ZADORGIIIRE =) TN ARE L 72 D, ERIEFEE ITIIATER VIS
AREH SN TVWLEEORE AT LEB LT, BERANRDON D EREZRETHZ EnRROLN
50

4.9. BEER 5

HEREREBR A1 800 mg % CHUEIEL G L3RI T, b B LT M R B b & 550
LCW e, FEBURIES X ORI LR LT, 200 mg OWEIRRG, BIEA (G, WAL, 7%
B, WLFR, BES L ORERER) ORBIET LR L,
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VFF T 40 JNE PAH
1.6 AAENCE T BRI ZE RS9 5 &k

WERGNAE LTSS, VBN U CEENAHERELS T 52 &, VAT 7 4 /Widi
REAREASENE L, RPHERMENTZDBBEITIC L D7 VT 7 o ZAOREITGE TE 220,
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Sildenafil citrate (Revatio)
CDS Version

PREPARED BY PFIZER INC

cps EFFECTIVE DATE: ||| G

Date of Superseded CDS:

SILDENAFIL CITRATE (REVATIO)

CORE DATA SHEET

VERSION [}
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Sildenafil citrate (Revatio) _

CDS Version

CDS 3~38
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UnoK
Typewritten Text

UnoK
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UnoK
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UnoK
Text Box
＊以下，非開示のためCDS 3～38ページを削除


VFF T 40 JNE PAH
1.7 [AFE[E 2D — B SR

ARHFEIL, AT F 7 4T = R /N O BB RN i E (2 k3 2 &GRS S L OV
BIIOHGETH D [V AT A8 20 mg : BUEIRGERGR S ARG, LAATAHIREBER K
T4y 7 900mg BLRL/NFF OD 7 4 /LA 20 mg : BUEIRFEAZRHEE Fiem) 1. L
T2 o T, AFIB I OARFORIFEFZISS & U, /N Bish e i i 5 1264 2 i & A9
Ly Re Y URREETEROR e 2 ok F (727 U 7/NRRGEEE) , B X ORHA LR
CHEREF CHHRARY AT 7 —E SHEFEKTH Y, BRI G LEAE 2 2h6E « 2hR &3
HHEFLTT 4 (T RV EE) OfF#H% Table 1 12737,
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VT 7 4 v JNE PAH

1.7 R [R5 hn—Fa 3k

Tablel. FRERPHE—EER (L F28E, 727V T7HAEAZBEBITT FUVLE)
— iz i % W NTFT7 4 VT = R Ry K BT T 4 )
i 7 % | LoNF A BE 20m, ~Z 27U TN A EEE 32m 7 R LB EE 20m
g g g
L/XF 4 0D 7 1 /b A 20mg
LARFAREM R4 vm v
900mg
= # A e e TIOTFUA LTy~ a—T4Hh |BEASL—T A ) U —HRSHE
LR R URA
7 B 4 H H 2008 41 A 25 A 201549 H 28 H 2009 4 10 A 16 H
BFoOoF & 4 A H|— — _
B Mm & A Al — — _
B il X 2API%E =2 35 SRR, A5 SR SR, LAE e
e = # & 2V i Ve o com N7 i
(\N%\s//iQ\lN\)Nj/\/{N_\ . HOQC\X/ZCOZH S\NH o o
H3C/N\) 0" cH, CHs I:IE N/ 0
T CHs \,ﬁ/ﬂ\ - H:0
@ N 0
N OH
. L .
S
palll Vi = B LT A SEF WR5E 4 N2 U T NR R [ona 7 R YL EE20mg
BRI SAVTF T 4T U 32mg By - BR | 44T 7 40 E LT20mg
AN 28.090mg Ay - a1 i?t}:lﬂn“{‘!z:/§7 > 32mg (1)
(&) | (AFF7 40 s LT20mg) (Rt kfe LT g | LRI, ML e —
T | fEme o — =2, HEK U SRk 33.045mg) R, JBAANAB—AF
FANT T L, IR R | REiE LR — 2, B Y R FUTA, ERRFUT
n—2F VLN, ATT Y KFANT T L, T AT Elrkia—2z, UL
i~ 7 %Ly L, T AT — Ar—AF B Y7L, B BT Y v L, ATFT
A, KT, BT S, KT AR, AR, T A9V UINT S S DN
N TEF T—h, TEALT 7 LAY mAT—R, BEFS L,
PEiR A7 A Vb a— e Vb, ATT VA TR Befa = kg, MU TR
S Ere] vh, B Tarle s Fu, ZoRLE 2
I T T i 2N, A=d Y, haTe
= —/)
PRIk | REICFORB, WIS\ - AE | RBROT 4L AT— |k
OHNEHT B A0S G
PFIZER CONFIDENTIAL
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VFF T 40 JNE PAH
1.7 [AFE[E 2D — B SR

Tablel. FRERPHE—EER (L F28E, 727V T7HAEAZBEBITT FUVLE)
— i ) % PR VT 7 4 V7 = R Ry &Ky 2R T T 4
VR S AN B IS ®m | ®m | W@
V7 @ Pfizer PRCI7AY — N =
z@j RVT20 N J : _ O
~ 7 — o — | S EE Fff12.3mm
e = = = .0
[EKES FEX HE Kx X (5) B 10mm, EX 3.4mm, R L K97.6mm
6.5mm 3.3mm 0.12g e 2 X £95.0mm
B : 290mg
HE : K0.36g
LXFFOD 7 4/ 17 4 ILA AR = — R 4467
Hroe
UNTFT T = R
BRG] 28.09 mg
(&) NTF740ELT20
mg)
JHARE R, A7 Tn—XA,
ERFe¥xs o rtlo—
2, e7rAa—A, R Ry,
" RYyrv=A7Lra—iL .- K=
e Frorya—p - 737 ha
R ~—, v7nua=—/L 400,
el % v, = Eefbk, 1—
A M=), FBt
£ 2T VR E
550 16 mm
” £/l 24mm
P 5% $02mm
*x-E

VAT AHEBM KT A vy 7 L

Hroe

ARk

S

(

)

o

VNVTF T 4 v = R 1264mg
(I VFF 7 4L LTI00mg)

winy

D—Y)LE h—J, ks T
fig, A7 Ju—RX, Jx )
MU D AKF, XY 0T
L, BibT# v, #RERT b
UL, BREROKT A B, TR
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VFF T 40 JNE PAH
1.7 [AFE[E 2D — B SR

Tablel. FRERZHE—EER (U AAF3E, b2V T7THARASEEBIVOT FUAVDE)
— % Yy 4 W NTF T 4o = it Rt & KW HETT 4
PEIR | RGOKLT & &t @~k
Bo¥R B L THVWD Y
7 v 7Hl)
2 [ 2 | R R it v 1 S Fiti B R i v i i S A i B 1L

BEE « BRI BEE T DA L oER

1. PSR i s il B9 %
WHO H§RED S 7 A TIZBI 5
HWE - VI STV
AN

2. KANIDOFEHICH - TIE, FED
BETA RS54 BB IcHRE
DERERFT5Z &,

3. NIRRT, BTSRRI B
R Bl i) 9 Ky OVAE R CR
SBA A D Al Eh IR it o i 5 LA
A 0D T R P i v L L S U
LA eI STV
720,

4. /NVETUE, AN oD BTl IR it v ifn.
JEAE OVEFRNZ A-53 72 Fnil o OV
BRAEATHEMOL & T, AXEO
BeH- MY &Il S B BE I
*LUCHMHAEZEET L L,

1. R VE ST A BB A A it e i,
JESE e OV R DR AT A 5 i
N IR A v 1 E LASR O it B R
P B I B0 A A MER
OZ ML L TV,

2. /INVR oD B AR A 1) I E 0D TR
[ R A I YN AON i g SR IS
ERIO L & T, AKEFOEE 23]
ECpT XD TR LG
BEETH L,

3. AFIoERICHT-> TIE, o
BIRHA RTA L 2BE IS
DERZRFTHZ &,

i i AE 12 BH 9% WHO #ERE /7 $R
7T ATICEBT 2EME - ZeltlX
FESE S TUVR Y,

el

[LARFAEE - LXF A OD 7 4L
2]
IBUN

W, YT 7L TLE
20mg & 1 H 3 [EIRRO#ET 5,
1Ll Eo/hR

R 20kg HEDG G - W, AT
74L& LT 1[E20mg A 1 H3H
RARE5T 5,

W, AR, ShlESGNRIE, R
v ELT1E 2mgkg Z# 1 H 2
ms4, MK, DEOKIZHESE
BARLET 5, 2EL, RRKEG=
1L 1[F 120mg, 1 H 240mg &9 %,

WE, ORACIZ IR 1EEZAT T ¢
e LT 40mg RO EHT 5,
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YIVT T 4 v /N PAH
1.7 [RIFE[Rhdh R

Table 1.

RERZG—ER (UAFFE, 527 ) T7T/HARRASBEBLCT FUALE)

— fise i) % i

IVFFT 4 VT R

R o Z K

BT T 4

[LAFAHBREH T A v my ]
DUN

WE, YT 7 arELTLE
20mg # 1 H 3 EENEET 5,
1kl Eo/hR

R 8kg LA | 20kg L N D& 6 il H,
VT T 40 E LT 1EN10mg % 1
H 3 ERA&EGT 5,

R 20kg HEDG G - W, AT
74L& LT 1[E20mg A 1 H3H
‘AR5 5,

ik - BB S0 EOER

[LARFF 0D 7 4 V4]
AENTOHEN TRAEES 525, HfE
RS D Z L idleuniz
B, MEEXIIKTRAZ T &
[ NEH EOEE] omESR]

1.

(W% STAGYINGIN S e BSE K5Il Y4
O ITHESL LTV R0,

AFN¥EE-F1Z, AST (GOT) Xix
ALT (GPT) fE2NEEYEME RO 3
a5 a, HEME & T
BEMAE 2 LA N O HAELE B E (LT

1 BE IPEEOBEEDH B R
FTIE, AAFIO e E S EA
THRREMENH D Eonb, 1 B 1
7 20mg = #5935, [ [#EyH)
BE | DIASM]

2. BESUITFEEOHEEDH 5 A

9z &, FTIE, AREIOEGRBRIEE S0
AST B Gk & THRER A 0O i TWAIEMD, URT « R
(oD | we T4y hEBEL, AEEEST
(GPT) fii HBERZIE 1 A 1 [E 20mg & % 53
>3RS | BRI G ETIET 5, £ %,
XULN D% IR & B2 EIC
AST, ALTEZHIEL, Eh
D EFERTE [ L7235
A, T B G2 e U
B9 %,
>SSRO=8 | &GEHIET D, ZDH%DAR
X ULN < & H2iEMAIZAST, ALT
2 HIE L, Z1 62 E%RT
A Ui, 50
HE 25T 5,
>§XULN | &5 &1L LHHEE LT
AT
PFIZER CONFIDENTIAL
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VFF T 40 JNE PAH
1.7 [AFE[E 2D — B SR

Table 1.

RERZG—ER (UAFFE, 527 ) T7T/HARRASBEBLCT FUALE)

— i

2]

%

"

VT FT 4T R

R o Z K

BT T 4

ULN : JL¥EfE R

* : G-I 5550, BBHEND
o b Z L, AST, ALT fEiX 3 H
CINICHEZR L, 2 BRI A
Pk, LR GIE & I RE A
DOEfERI 2 2B I L TR
Do

3. AST, ALT D &2 TkEE D
RAESR, #Z21E, RS, Wk, %
N, M8, PE, REIRSUIIEST,
A 7T o PRER (BIETRE,
R, ) REEEIEA, X
T UL e AENFEHEE EERO 2
B EOBE TR 2P IEd 5
&,

4, KHIERE L Z kT EEET
AEWERNCRAZE TlriZe <, ARANZ
RN & KR EEE & LhiEg
LT FTXATZET T 48
R, AR Z1Thn 2
& (KA 64mg DR E > & 2 /KFN
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/l)‘:/:/, IUXD'J M;ﬁﬁ&:ctn’ I/TE\/I/ t%j][]'é—}:)iﬁ
VAT | AV RO AROMA N g7y | znss
Vv, 7| vraFUr IREZ 15 A %,
ZHEFE | Lo SEDLAE | 2y 2nw
b, FIL Ly, A#o MERH 5, {3
TAFE | Ecp HMG-CoA | AANIL Dff | AAID 2 a
V2T | ERL, BICRERIL | lck D, | CYP3AAXUE ||| s,
U S=isd Cran KX FH (| vonas CYP2C9#%E RS589
Avv, | AUC BER SAZT N Frohh |\ ERICEY, | s
FUAT | 2R 15~26 ) IRIEDMET | e ma sl
VAT | ERONL6~ L, v Sz | Fr RS Sy
) 3.1 RIS 2T 0B | NODRER \|\Foypiaaz | AAIEODF | CYPIAST
L= 589, YN EE N 1o &0 ARE ST AE | HIC LY, Wz LAY
N % Shpxz )| Al AHIDAUC | 1752
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Tablel. FRERZHE—ER (U AAFIE, 72V T7THARASEEBIVOT FUAVDE)
— i £ 4 PR\ VT F 7 4 VT = R Rt & KW BT T 4
HE) DES 7, F RO K OCoax?™ | DHENN,
iz CYP3A4 X IR A KTFT58
CYP3A4 AKF o1 4 b3 1% CYP2C9 KFsH®5, ENNH
HEK o EE AV HNz kv 1z k0 1R 5,

(F*Y | Foapzr | wasnrit ShpA4 Ry | KEUZY | CYPIA4H
A A s, HERIC L F A K (125mg/1 HIZX DY
v, D, AHOM O DIFME H2[E# 5) VT TR
Zxz=h BOMIEE & VN 312710) LDI0AR | o X
A,V naxsEh I R A PERIC & Y AAI o i
= Nd b, K&, %) D, KA HERRIE D
P Rz S (40mg) ® | KT 5,
VI 4 % AHEME 100 BiZk
v, N D, 7 3 AUCK
T )N FD=, = OCoax 34T
NS — B DHEH B &HRT
JVEE) ORI 5 TnEh
A (1) &Hl& (1) Al BATIE, m 41.5%K %

&y (b OPFRIZ & SEE AR 7 HaL AT 26.6%f% T
Z7 v, MERT | FEIER S a— /LR T % L DOH
7) ER IR | BEZLR ZWEL, & R 5,
THBEN %, mIE UM AN LB
N 5d, AT rerzy
(2) Rt Aok, DAUCK !
Q) Ay | FitXy V77 | AElomh | vy Conanl T
Zreoff | BEsh v BEMET | >ro 32 e
kv, K| REESEc L, AFDO%) | CYP2COKR Y e o
AofEs | X0, KHlO EAETET | CYP3A4EEY fz. [ T3E
WEEDMET | A aEENN | EAICLY, WiEhe) o
L, Cox XY | ENDEZE b5, KO 1. TEHM]
AUC BZEN | b D, W KT e 1 R4 ASF i
Zh 045 15 85, e v (8mg) | HEIETERIC
KR 0.37 fif CaftHis ) AFE | mElo ||| v & AF K BBRESE
(i L7z OUFFICE | I F5vvy | Qomg o | HEHETS
SOE Y, MEET | ARAIYER S L3 BEANC & 7=, A
B OHS EBETS | BExbR v, SRCIL | Ick VBT
H] BEARH | D, MM R | VR &R
WEIEZE ThaY AFN M B, (2) AHID CHEIEMIN | T2B%R
EUEORE | JRIRIEAIC (2) AL | CYP3A4 #H B ARZE | BB,
[EH&] & DBF X BREME O L | EIEHIC nEn
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Tablel. RERZDZ—EEX (L FAE, 72V T/NRASBEBLUT FUVHEE)
- e iy 4 W\ VTS 7 4 V7 R Rt v & LK B HTT 4
JHCReEE HEHT5 D, Cafifit | ¥, Caflifi 9.81mmHg
JHZ 58 L =%, BRI SR R i 30}
EOWE | kDB HEMETT | ERIETS 5.33mmHg
D5 >0, JH % H585 5 ATREMEDS % ATREME Tﬁ%ﬂ“é L
olElEE | RE LZERB b5, N5, @%%W%
UEDE | B ROBEITIE | AAIE OfF | AHlO 5% EI,
il & D Pf Ik, & | CYP3A4 3 ocﬁ:!*ﬁﬁ” L
ATHEN MR | SEERIC & mﬁﬁﬁ%
S0 HEAE HAPREE A | 0, % 0T HREOIER
N NI RF L, B | Sy e i
JEAR T % 5k RS | EEEFS RFaRL
L7=& D niniz w3, 7= & DAL
HERDHD A WD,
ST TL—77 | AFlomE | Zo—T7 e
JEDSRHA S BHEREH | - &) OES
DT EEE Pa—x L, AFIOF | ¥a—RiC H]
/NI 2 VERRNRE | 4Ehom Wk [E A Yo PSTEK =S
5728, KAl LR | Ho =0 TrUUIN | ERIERIC
RT3 ABFNN CYP3A4 R, (= SZREFETL | K HRBIEE
i oaE T 38 bAOC A | EEEcr ||| A TR | A WA | BEETS
JRILEAFR O 4 BT Y, AR O o —L EZAD & | 2%, OFH
%D MATH) ST | s ||| =FF7Y | KA Qomg) | 12k Y BE
REMZE L JL— 547 mhE s ORI L | EH AR
TWpHZE Ca—2R% | BB, ATHN |V, BRIT | T58EN
EHERT S FEEL 7200 5ok BT | b5,
L X3icts ML e OV
TN~y | BERC LY P 9&%@@@%
F K B FE /R S P EVERES T e BRENT
WY 5 35 FEY VY | BENMET | REY VY N18mmHg%
TR D, (kv b | TaBEn | c&ERD U4mmilg
a3 | BEHICEY | AEIR Ta—r 2 | BbBOT, | KHO f‘LFZZz 2
KAEHEE | i (I | i a8 v—b) & | ARG | CYP3A4F RELEDD
(v ) OfERRME | RERAO A& S =Ry EERIZ X o
77 NEEDZ I3 5 A Y T h¥Y Y D, Ao 77‘/»/\“9-7; BEHIC & VJ
UY) Enb D, mEg s AR rh s g R R E 1R A 23
O, BRHIC & ZER L7 T4 5 Ak tﬁ&%ﬁféiﬁ
v & o WAt | Rk, ENnnd
FEBL A R Bz, %
JTHEEN Tuzx K s | KAEEOFE | WA EZIVK | KA Q0K | EZIUK
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Tablel. FRERZH—EER (L AAFIE, 7270 T7/HARASEBERSITT FUAV D)
— NV TFF T 4 VT R Ry & KR T T 4
BbHD, F FrYUR | Bick, f | FHZe R FEHIE V' 20mg/H) | Houdkn L
7o, MG ] JEA T % Bh TERSENS UNLTF L ORI | OBIBERER
BRI RZ77m | ETh8% ZHN5, DIVS BWT, U | EEEfTL
I/ MR RE ANF Y | AH B, N7 7 Uy | TWBHEE
BEnsn 7 A, TR (25mg) ® | TixHImO
nNasHRER Ta AT SEEhRE K | fERRMEAE
(0N 3=T7E J—=F b OWiEEEE | Eo8F0
L (SRR U L) RIS+ 5 | b5,
A S Stn PDES [H3E (1) KH#l& (1) mAlo AT
%) Pkt W (sxy | oA L SRPEZEA 7 BRI
Wik E O B V7 | b, WEERT | MInfEm S 7o D0,
LTCWAE T4, | EBETS NEZOBN Hc LY
HTCITEH VT | BEALRD % Hi o> fE i
7 EoH 7 4 V) 2 (2) ARHlD MWREED
MASFEEL L (2) A& | CYP3A4 FH BENNH
LT, ORI X EEMIC K %,
Y, PDESFH | v, Z i
LEH D TRHEE N
REDMKT % PDE5 B
TAHAREME | o
N5, EEKT X
(3) ARAIE | HDAHEM:
OPFRIC & N5,
D, AT F | 3) AFIO
7 4 VDI CYP3A4 &
PIREANME | BEAIC K
TL, &AD | v, PAFF
M R EE 3 7 4 LD
RS, R R A
T&®5, £
7=, BRI
BICTH DM,
D2, %
7 4 VIR
I oo 1
Ex EH X
w5,
HIV BEYE | ARF O i nnoE
R () | BEMEE | Ao
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Table 1. FERZGE—ER (L AFIE, +727 ) 7T/NERDBEER X UT FUA L)
— % £ 4 PR\ VT F 7 4 VT = R Rt & KW HETT 4
=% L, AAIORE] | CYP3A4 A
) TERZASE | EERICE
L3 < | 0, ARlom
BEEAN | hEL E
b5, HEE5H
BEVEM B 5,
HROK, EHAIZERNETEL
EIEH EIYEH EIEH
A [ PN O /N2 BBl e i i o8 i i SR E | AKGRRIRE S T, lEh R il v a1 R

AMECHEM SN -F UL RRER (77
AR E S MR
FERER D & O B Wik £ 55U &k O
TR T AT ) —) e O EER
BRI WNT, AREIZ& G S iz i)
JURAAE it v 1 AR 408 Bl oD 5 5

303 BNCEIMER 2338 B L, BERIX
743% ThH -1z, FE7emIVERIZEESR
(40.7%) , HIEARE (13.5%) , i
A(13.2%) , EL (10.5%) , R
(10.3%) &Thot-, (KRE)

ENEERRBRICBNT, AFlxEE
S A7 Bl Eh A AT i ofn i £R A 44

Bl S H 25 BUZEHWERARBLL, 5
HRT 56.8% Th->7-, EREIEH
ITEETE (22.7%) , WL (18.2%)
B (6.8%) , HEWV (45%) ,
TH (4.5%) HThHhoT-, (HLER

(1~13 5%) Zxf5 L Uiz BR I

BWT, LRMEMHT G5 6 FIH 1
Bl (16.7%) \CRITEHDZED b7,
B BNT-RITERE, 1Y s
(16.7%) To-7= (FHFEHRE)

i ANGUNN TR = IR st n s <y
(0~11 %) ZXf5 L Uiz ER I
BT, ZRMEFEG G5 100 #]H
23 i (23.0%) ICEITEH 3 F8 0 bz,
FERREWERE, &SP 4 61 (4.0%) ,

M9 4 511 (4.0%) , HadE 3 %1 (3.0%)

WAL 3 61 (3.0%) , A% 3 B (3.0%)
Thotz (HFERE)

(1) ERZREIWEM
1) EEARTREREFEE (1.3%™Y) -
AST (GOT) , ALT (GPT)

FERNBLE LTI ARRR _ES
T EEEGRBR IC R\ T, AHA 2.5~40mg
BEZEN Y £ S 7= HIER 323 B (B
ARNEE 23 flzETe) H 185 i

(57.3%) IZRHWEARRO N, F
7o, i< Bk aBRIZ B W
T, A 20~40mg FEZE 0 T S
ToASIER 357 151 (A AR NS 22 #il %
Gie) 176 B (49.3%) (ZREIVEH A
RO LN, EARIERIXER

(27.6%) , L (6.2%) , TZEIED
FU (53%) , B (5.0%) HTho
7,

(1) BERZRENEH
WECE (32, =HWZ, B
JiE, SR R R 2%,
Stevens-Johnson JEERE)  (BHEE
AR AR oOFEIZLY (B
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Tablel. RERZG—EEX (LAAF3E, 527 T/NERAXBERLUOT FUVLEE)
- fix i 4 B\ NTF T4V = VR R &K BHTT 4L
GE% R BB AE T IRE) O LR 2D HERTHE PEED A BVERRAI & L TOK
MR HEENHLDLNDZENHD HxaEte) , BB, #HE, |
[ B e [ 3Bk C 38 e S AL 72 55 1 AH DT, EWRRRA K 5 TV TR, S R R
Al L ORIk R I T, TeBIER ATV, ITRSREM AN Stevens-Johnson JEERESE Dl
A % P2 - S LT Bt R A v i+ DEF DB b IGHILE BOED, Z< EFRUCHEINT
FEBE 229 1D 5 B 110 BN EIEH] DFRSE K OBRARIER (I © W5, 2D XD RIERDFED 5
DRI, BHHKT 48.0%TH 7=, T, BEAOELGH I & NGB, Ao G4 %
FRREMITERE (14.0%) , NErt g s L2 b, [ [ 1L, WYRAELITI Z &,
(6.1%) , 89 (5.2%) HTh-oT-, 1, THE - HEICEET | (2) ZoftoRIEH
EINERRRBRIZIB T, KA Z2 &5 DEEM LR, TEER || @fF | S%El | 1%~ | 1%R | B
ST BNV % 1 E 0 EL 6 1 50 RO TREZRHARMTER || 17 5| ek i R
D55 3FICAIFMARERL, 72 DHB ] - o T TEn Tom
RIE B R 2 6 s i 2 5] T o o 2) PLMERWA, BmEkpEd, 4 || s n,® | T, g | e
7zo  (HFERF) HERID, R, 7 k|2,
: : \ B RBI™D) - LRI, A
POLE | L | ki FERBD, SFERIED, S
R | 5, | S| T, MBS, Al (~E e B, | i
R i R B ) BRbhbbhd b A, | JE
S — Eﬁﬁz*ﬂq BBHDOT, EHH A& g
EHE | WL RO, | L 4y Ao AR A AT B
Bk | LR | ek, W | R o = AT i, 11 ARK
R B | % Ee | g @ OG- 1k 7 iy 2 pL & R | MEA
W, B | EEE | W BEHz b, [ THEERER &, [l
o e || P DR ol O | s
AL i, 1 A |
s s DARENEESDLZ En3H D WL, | R
s, 3R DT, BHEPEBSEE ST it AR
6 L e N HiIfL, 3, 11
— —— TV, RIRETH, SR RE wh | mx
PR, FAITIOL, | WA it e et o
Wi Wk, B | R, B O, DAEIEIR - i (R T, | #
U B, PR | WHSFZE, g, B, O, EEZ_;
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Tablel. RERDH—EERX (L AAFIE, FF27 )V T7/HNRASBEB LT FULVLEE)

— % Yy 4 W NTFF T 4T R Rt & KW HETT 4
PRE ESpa S, R IKEE) NEEED AUV IRBLL TR
R, FIEATIE, BhEetik4 5 || Bt TR, | R 120
EEGE ’ Pl B ML, | R,
SR fﬁklﬁ@]iﬁ&&%%fT? - &o Wk %,
IRFEE GRIE | Rk, B B FE, | Ow
(HFH | R (2) =oMmoOEIER (EWN KOS B | E
JE, HH | Pk, 4 =) Wi | s,
e | b WD &5 REERSRD bk ol o
Tl e A, BICEL, HMEK vl BN
WO | 95 s, I, b L, Bl g, | R,
Fei, BB | ARSE, B O 51k 7 i 7 L& % B R
Fein, | #, B LA L, W |
VR, | B, L 0% | 10%k0 | e rm ||| AST
HNEE, | dwiE, & D) 1) 2) (Go
AV, | B | T KD | IS ) H
B, O | @R & WE | o | e |
AR H, R = = T Wi, | %%,
s, ||| e e, |
JEIE K, e e | A
o, ||| o i, 0o |
AR &R AE B E%R’T i | AR
IR, IR || = = . &
b, ||| e PERERE | e o, R |
ks i cwh | s Rt | i)
RV &jﬁ BE | D 55 | KA
KT P Fu W, T | W
HEO O B || | i ik
KRR T T TR IR
& e ks, Heie
B TR | R || e . TH R,
VR T SE, % iz | Ak J&H
Lk b 95, $LBE @2 B,
== = S
ST W | T, T i’ﬁ ?i; 3
By o, | ||| e || % oy
J O %, | B || B2 % #f
B U | A i, 3
DIRHE &, U S g FLHE
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Tablel. RERDH—EERX (L AAFIE, FF27 )V T7/HNRASBEB LT FULVLEE)

— i £ 4 PR\ T F 7 4 v = R Ry & KR T T 4
U T, B ||| e | B L 5
& R, O ||| FR R 2H, | &
®, 77 ||| ro e Bl | e
J— o i, B | 5o
i FIRAE 15 wE |
& B it
AR T g | BAK | FhE | 2B, % ||| e %5 | 25 | &
U3 1% S W, g | seiE |
B RO i Zm | INR
Ui A B I
136) JHAT Z0 K| B
Y e ft Ve |
A Eagk | AST Al-P | 1 IR SR JiE, | P,
HTER AR W | (GOD) | B, Fm | wd, © |,
T O, X, A, ElREt Ve m, | MERR,
il iy ALT v e | bR % frik
3, Hg (GPT) | sy Tt
b L5y o, = VR,
iR S GT P o
7 />, ALT ((;TP) N i
(GPT) L3, H P
o Bk A @Bk
AST P, ~E i
(GOT) Anlild ED) BRBESEEUHRCD DD, BE
g, ~ || || ___ R,
£/0 Rt PRTRE || v 2) DHRTE, LOHRIE, RSSO EAE
crm ||| 2O HEERSARIOR 5 ST
by ||| R W, LoL, ZRBOIEE AL DK
ok || LbEE \ _ BT GHI B0 LS R E S O
b TE 1) B K OIS UE it A A v 1 968 R % W 754 LT 2 & s ST
PN K OV PAH B E % RTG & U 7= bkak KRB & LT [EIP R OHESMIEATRIR AT & BY, TROOEGENAH, HITEL
BEAE LT o YRHLE, M - BE LU B LTV 7= 0l b
A ENERARER 1 B O E R s | TE2) BRBESOBIEOTIH T A ElfEA E DR TR LCREL LT b 0
PV BRI 3 SRR R 2 AR L7, SHE (COWTIHBEAR L LT, ROD, UL, ThbOBEEROMAEC
AR 3 BABRIC IS 1T DA D 5-RIT, 20mgl FORBLIELDORONER/RETDHZ
H 3[E, 40mgl H 3[A], 80mgl H 3 [EDWF LT TERN,
N Thot (AARUSMNEIC BT 5 AR 3) [ZOMoE) OESE
(3 20mgl A 3FEITHD)
AN B 1 SR OIS 8 2
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Tablel. FRERZHE—ER (U AAFIE, 72V T7THARASEEBIVOT FUAVDE)

— % Yy 4 PR\ VT F 7 4 VT = R Rt & KW HETT 4

RBROBREGH Uic, EEIERZER 2 30
2B A ARK OB 5 ®IE, 10mgl H 3],
20mgl H 3 [A, 40mgl A 3 [E], 80mgl H 3
DOWTNNThHoT (HARKOAEICEIT S
HRGEH B LIRE 20kg B O/NRIZIE, 20mg &
1 A 3[El, {KH 20kg LLFO/REIZIE, 10mg
Z1A3ETHD) .

wliE ~OEG

B IR I AEFRRRE MR T L
TWARD, [EEICEGTHZ L,
[ [EWENEE | DOIHBH]

wliE A~ O

Bl TIIARBI D7 VT T oADMK
T A, EEICEGTHI L,
[ [EWENEE | DOIHBH]

e i~ D HE -

it PELE, RHIRE~OEE

(1) 4lhm
TFbR SOFHERE L C U5 ATREM:
D& D hH NIXIER EOA A
MEDfERRME 2 0] 2 &k &
NA3GEICOLFEET D Z L,
TR 0¥ 512 BT 5% 4
PEIZAEST STV, ]

it e, RHIREA~ORE

(1) R SOFEENR LT 5 ATREED
& D NTITEE Lz &,
(B FEBR CIEFT T S
EhTnb]

(2) BAF O NIZITHEE LnZ
ERLEFE LY, [BILFTORE
(B9 B A VEITREST LT

I, PElw, RHSE~OEG

(1) AR XIEHR LTV 5 ATREE O
& D NZIZIaH EOFIEMED
falg iz EA 2 &l S b5
BCOBREGTHZ L, IR
O GITEET 5 a3
ShTunayy, ]

(2) BHIm~OBEGITHES D Z &2

(2) 3 2] YE LA, LA TR
R~ O ILE B = & BHATEILEMT S5 =
MEE LS, b a GRS Yo DAMORILP~OBTI
TBE AR A S5 R ThHS, ]

Z & [RFORILI~OBIT
HARTHS, ]

NREE~DF INR S~ DB NS A~DB

ICHVEREL, B/, PRSI |EHVZEREI, BARICHT 5%2 | /INREICHT B %A THe . SR T

i Skg AMOD RO NRICHT B | Mefesr LTy, EIERE |V, [HAEBR 2,

BAAVEIIMEST LT u,

VR OB A VTSR 2 SRR 3 72
V]

1 5
(1) AEK

i B -
R GE, HEOMEE T4

-
(1) e - JEdK
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Tablel. FRERZHE—ER (U AAFIE, 72V T7THARASEEBIVOT FUAVDE)

— i £ 4 712y R AP G Ve s L5 Ry & KR BHEZT 4
SMNENCI W T, fERRE IS | TRREEDR D D, AAENZ I T, RERER S AH
800mg ¥ THEIE G L7 HE, Z 500mg * CTHEIF LG L7724
HEFEZIIEHETRD LN A B OV AR A R LT ARH
LD LERETH ST, D 100mg % K E& G L Ha o
AR & AR L EA Lz, BER I, KAETRD LN
200mg ¥ 5-CIIAEFR (88 HOLFEERTH T,
i, WIRL, D EV, HERE, (2) g
S, GAREE) OFBLREITHY WG DRSO B 72 3
mLiz, PRI, WY 7 e e Rk

(2) B E EITHZ &, 7o, BEHTICK

it B FE G- D RR O RE S 72 3K 50 UT T v ADIEEIT I
FEIEIL DS, 1 U 7 e R TERW,

BITH Z L, 7eB, ARAILimE
EAMSAENE L, RPHEE
RN DBEITICL D7 Y
T T U ADREIT IR TE A

A
W EoEE WA EoRE wWHEoTE
[LNF 6] (1) FEAIA A FEHIASATHE © PTP Al DO FEHIE PTP
AN A4« PTP ALAE DO FAI 1L PTP 1) PTP 2D 3EAIIL PTP > — | /~bﬂ%mDML1wmféio
/~hﬂ%ﬁbmbfﬁmféio NHEERYHLTRATS LS %ﬁ#é:&o[mP/~ REEK
?Eﬁé@f§>:_&o [PTP > — b DREAK g5 L, [PTPY— b |I2kD, ﬁ%u\ﬁ%fﬁJﬁﬁxfzﬁi$ﬁm%f\$U
kv, @wﬂﬁ%#ﬁﬁﬁﬁ«% DOFEFICE Y, WOSLA T AL FNIT L2 2 U CHERETRE
AL FIIT L2 B 2 L CHERETRE REREA~RIA L, EIZIXE | REOEERAGIHELZ IR THZ &
REOQOEEREIHEEZ IR THZ & EEZ L TR SR | NRE SN TWD, ]
DWESNTWD, ] BhAHEEIRT &N
WEShTW5D]
[L/RFA 0D 7 4 LA 2) AANINERES P &L
AN - 7T aEEDLY, D RN L S IcaEIc TR
R (74 nb) #EOHL, BAE N S TWA7=H, PTP
BN T 2 X o fET 5 2 — RS EY TSI
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Tablel. FRERZHE—ER (U AAFIE, 72V T7THARASEEBIVOT FUAVDE)

— i £ 4 PR\ T F 7 4 v = R Ry & KR T T 4
Es HE O HEVEFT ) HIRE T «
ARHEE © ARFNTTE O LI OWMER & L FEFIN LT, o< D
RESE 2 ERET D280, RO CHROETEAIZMF LT X
H (k72 L) CTHRHWRETHD, F N L THY T & o g
7=, KCTIRHT2ZEHTXD, 72 5HZ &,

B, AANIEL-EZETORETIIRA | 2) HHEI%

SRR L, AN % oy EIRIT, BEARIRICT
BIRTHRED L, 3 5 ALUANIC

[(LRFABEH NI A va v 7] EHTHZ L,

WHIZAHE : R4 vmy TOIRRE | (3) A

THEL TR LnT &, Bigd RS — T BOK BER %

FTICRTA vy T7OEERMA LA BOREOR) # A, iz

WEORES L &, RFZMZTHEL TR

REITIE + AR DOHEITIK 60mL & ez L, &big, HHALE

IMZ TRV IRE =%, 512K 30mL A S — I HE D BEOKE

ZMz TRV IRE T 1 v 7H| 2 MW+ 5 = &, WTRERBE

42,1 HRIZ-2V T 90mL DK A Wi, RARIC 2 Y SRR

ZCHREBTHELT T 40 L DOKRERTZ &, REIO3HEUZ

T 10mg/mL DAL 112mL & 725, i, KESAEFEH LW &,

7B, #HgOT Ty THIEKS L

I DETE BITHR LW D

L,

BeHE %O e v THIEK 10

R E 91%, EMEIC 1 FEE2EY

N R

RAER; A% D 2 m  THNE, 30°C

DITCHEDE L TRAFL, ST

0, KBS DOKEIE LEZTZD

LianzZ &, o a Y 7AlE

FRELA 225 30 HEAWICHEH L, #Rik

BIORGRIFEETHIZ L,
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(G (NFF740& LT 20 mg)
fEfhE LR — A MK VERKEAIL T N I RAR AR —
wom AF RV YA ATT VUV~ F VUL BT An—A 3,
MoK, Bk F & NUTRFY
[N Hfa 7 4L Aa— hiE
e )
Fii i s F
Pfizer
s - RVT20
3.3 mm 0.12 g

LAAFA 0D 74V 17 4)LLH

o iz L ASFHODT 4 b 1n20mg
2% —_—
BB S LILFF T 4V Rt 28.09 mg
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＊添付文書（案）は審査段階
のものであり、最新の添付文
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BEIRAERT S22 L, [RRIORA T ~OBITIIAH TH
5.1
%%«w&%
ﬁﬁi%i AV, FLUE SR 8 kg AT DBh VLK OV NI R
ERAY s s iﬁibf“ﬁ“o
8. BERE
(1REIR
SENCIB T, FEEEWEREZ 800 mg k CTHEIR G- L-BE. A%
FLIIEHARTRDOONTZ LD LFAETH - 7228, %@ﬁﬁkﬁ
JEREIT ER U7z, 200 mg #5- CTIEAFFS R, WAL, DFE V.
HIEARR, &, HERE) ORBIRTGML I,
QEBEAHE
B G OFRORFR I 2 R FRIE T A3 S8 2R R ER IR AT
STk, e, ARNIMIEE SRS E < RPERIEERMEN
TOBBIICL D7 VT 7 AOREITH/FTX 220,

9. BRALDZE

CLNFAEE]

EEFIZATHE : PTP WAEDHANL PTP > — bS] H L TIRAT 5
LoEF 5z &, [PTP v — FOBEMKIC i@ ﬁw%%%ﬁﬁﬁﬁ
EA~HIA L, EITIEZEALE B 2 L CHERRIA 2 % 0 T 72 & OHE 2 Of
T DI ERHEINTND, ]



(L/ANFAODT 4 JLL]

SANASA - TSI @D HKE (T vn) FROBL,
BHEI LTI S L D58+ 5 2 &,

BRAEE : AT HED EICOHERZIRE S5 LT 5780,
WBOH kL) TIRHAMETHD, £/, KTRATDHZEHT
x5, i, ARIFELZEFORECIIRASERN &,

(LAFABEBRRSA2 0y )

WA - FIAva vy TORETHELTEMAH LAV &, B
WEFTIC R I vy FTOFERA LWL SFESHZ L
PR - AR OZZRTAK 60 mL ZHNZ TRV IBE %, S HizK
30mL 2 TRV EE TV r v 7H 295, ROV T90mL
DKEMZ TGRS DL INVTF 7 40 LT 10 mg/nl DR 112
L L7225, ek, FHMBEOL Y TEIEZKS L IO TS 5T
FRL W &,

Be bl RS O m y THIEF 10 PEIEE 5 %, BRI 1 B8
BhEAHZ L,

PRAER : G O v v FHIIE, 30°CLAT CHEYE U CIRAE L. B
SHY, KRS OEIRIB LAY LignwZ &, it o v
oy FHNFFELE 225 30 H LIS L. 78 & O S i3 B+
52 &,

10. Z DD EE

(AR ERRIE L LTHER SN VT T 7 4 VO E O B %
WMEICIBNT, DFHEEZE, LIERIE, LEMEARMENR, M, —
WM A AE 7R & OB AL REEEN VT T 7 4 VS
BIZHBE L TWD, ZTNHDEL NLMERDY AT 77 7 X —
EHLCWBBETH oIz, £ OFGN, WATAP XIIHETS
BRIZRD I, DEFITEH LN, HITAR LIV AT T 4 v
BE#ZIROONEZLOLH -T2, TOMIT, VATTF T 4V E
BE LT ABZOBEMIOHEARICHRESNR TS, ZhbD
JEBNZDONT, YT F 7 g0, MATA, RREENPFE LTV
DIMEREE, 25 OER OGO BRI B
W LE0E ) NEMET DI EILTE RN,

(2)38A) & ORRBRITH S TRV, AEICB W TEERIER
BIERELE L THER SN AR EZELRAR AT 7 —E 5

(PDE5) BHEFIZBEF 2 il A T, IR TR
BERDFIR & 220 9 B IEBNRIMERTES R AL AR RAE (NATON) 0
FHEPPHE SN TWD, ZHHDBREDLELIE, NAION OfEkiRiK
+ [F#m (50 melL 1) o BERYE, e, sEEhRIE S, SR e,
WSS A4 LT,
SAENZISUNT, NATON 2 38E L7z 45 mk Ll _boo B (F@hiRe: it
MESE VA SAUTERNIIRRS) Zxtg & UCEM Sz A okt
HRBFZECld, PDES PHFEIRDELH O 1 (tie) O 55D WK
AN (T FT7 4 VOEGER T HUAICFEY) 1%, NAION R Y
AT BRI 272D T EDRME SN TND Y,

(3)FEAN & DR FBIRIT 52 TlEAR VA, IR IR T 3 2e%
MRS 23 A & & e PDES PR il th M OB RERIC 3 C L
FhzHE SN TWA,

(4)3BA) & DR RBRITA S 2 CTid e < M TH D3, SEICE
VR WSO AR IR R VA~ 5 I i ASFEER L 72 &
HENTVD,

(BYNRExSR L Ui B G RERICIWC, KRR Z X 72 5 A
B GRFOE T, AR B GRS E o 7, [ THEAR AR
B oIS

(6134 & DR FEUALI 52 TIERVR, SEICBOTARIZ G T
PDES PHESER 5412, FI, EERIEOFB N RE LTV D,

(7)7 v boEO 1 5 HEPERER I 45 & O 200 mg/kg B CHGRHIESE)
WRED I BT E DFENRH DM, 6 » HiRER KL O AR
TEHRD LN o7, Flo, B — TR0 0 EHEERER (6
B AL 12 7 H) OFEAR 50 mg/kg BEIRWT, HEEMWIT R
MAEEZREBIRE DA DN E ORERH D, LirL, I
LOREDE h~OIMFEEITERN S O LIS TN 5,

(QENMEER T, AT = AKITE T L OBFPERE W & OB
NdHHOT, BEHEEGT 258 IXIRBREZIT S e LR
LT L,

(FEMmEhEE]
1. mepiRE
1ERE®%S

TR 20 £ 12V FF 7 40 25, 50, 100 KON 150 mg B % B[EIRE 1 £
H U720 Cmax 1ZZF 4 105, 192, 425 LT 674 ng/ml TH -7z, 0K
17 & B AL BEIE IR (t) £ To AUC (AUC,) 1ZF 1 E4H 231, 504, 1148
KON 1977 ng-hr/ml. TH Y | HEHEBIZHEI L TN L 7=, migHo > LT
7 A4 VATRERINC IS T DI (t12) 3. 23~3. 31 KERH CHRNITHE R
L™, (#1&OH1)

K1 VLTFIANERBRANCEEEORE LI EOEMBEASA—4

#"E5E Tmax Cmax AUC: AUCes ti/2
(mg) (hr) (ng/mL) (ng-hr/mL) (ng-hr/mL) (hr)
25 0.8%+0.6 105+62 231103 - -
50 0.9%+0.4 192102 504202 - -
100 0.8%0.4 425+147 1148£274 1190£301 3.31+£0.81
150 0.9%+0.5 6741239 1977733 2044721 3.23%£0.73

G AR YER S (n=20)
Tmax : 7 i AL 3 o % 8 e
Cmax : Jpc e L3 P i B2
AUC , = 0 IRgREI 2> & SR FE Hik AT REMRFR S5 ~C oDt 38 oo I — IR T R T e g
AUCeo _: 0 FRE[H] 7~ & M BRI ] 5 ~C oD ifi 7% g P — R i . i it

tie o ARG
1 VLTI ERERACERRORS Lz & E0MBHREHTD

(ng/mL)

1000

ek S

0 1 8 12 16 20 24 G0
FERERE
QREHRS GLEAT—4)
fRFEERL A 9 UE 10 £ VT F 7 40 25, 50 RTNT5 mg™® % 1 [ 3[A] 10
AMIER OGS LizE 2 A, 5% 1.3 RERAHI T Cmax IZHIZE L7z, 10
A BIZRIT S 25, 50 X755 mg $5-mAED Cmax (X224 155, 327 KON
535 ng/mL. 0 WA 8 BEH £ To AUC (AUCs) 1EZh2h 438, 1032 KOt
1837 ng-hr/mL T o7z, YNTF 7 4 VIIRKER 5% 3 BUNIZE R IRIE
WZELE W,
QRNAFTRALASEY T4 GMEAT—%)
TERERR 12 B2 VT F 7 (L 50 mg B % BRI O SUTEIRI RS- L7 &
ZAH, BOBEHDINVNTFT 7 ANDNAALFT_AL ST T 1% 41%Th
o710,
2.2
SEERBHTEIC & 5 in vitro RBRICIB VT, AT T 7 4 L O MIEE ARG AR
1%, 0.01~10.0 pg/mL OPLFEHPHT 96.2~96.5% TV . L LT —E
BAERLEY, SAFF 74 MIECTAT IV ERFALE Y,
CARE - R
(1R N 6 &1 VT F 7 4L 10, 25, 50, 75, 100 KON 150 mg ) % Hi[H]
ROBE U708 5.1% 48 R E CoOR G-I 5 R IED BER T
PEMESRIE, 0.3~0.6% & DTN ThHh D | FhHEICERR IZE—EOME TR
L=,
(2NERER A 6 2T VT F 7 4L 50 U 100 mg ) % 1 A 1[E 7 ARKER
R LR w3 5 REIKRD 24 Kefilg O R PRSI 0. 2~
0.9% D THR L. HElHE G & FRE Ch ) KER 512 X 2 281{bix2en
YN
@) NTF 7 4 iFEE LB CRE S, 2O TERHY N2 F Lk
DARGEEE 1T CYP3A4 23R b < . RUNT CYP2C9 Th o7z 2,
L BEDEE
(LAFAER)

w



HEHERRA 16 44122 L7 )7 4 /L 50 mg ™ & 3 UL ZENEREIC HERIRR O 55 L,
RNENMEICETRFOREBERFT L, VT F 7 44O Tmax OF-HIMEIX
B M OVEERFER S TENEN 3.0 RO L 2 TH 0 A% B 512 X 0 Y
MEAA RIS L, Tmax 23 1. 8 BFRIER 5 2 L 358 ® b7z, Cmax O
BT RHERE G T 149 ng/mL. ZEMEREF 5T 255 ng/mL T ¥ . AUCDF-HIfH
IZZFNZFH 697.5 J T 806.2 ng-hr/mL ThH-o7-, BHEGIZLY Cnax KO
AUCa [T ZEMEIREIZ LR TEN R 42% K Y 14%F BT Lz %),
(LAFABEBEAFSA20vT] GEAT—S)
BERERRA 12 B2 FTA v a v THIZKTHE Lz n vy THIE LTI NT S
7 4V 20 mg & A% VITZENERIC BRI O &G L, RANEIREIC RIS BHEOK
BEE LTz, VAT T 7 44D Tmax O REIE AR OZEEEE 5 TZEh
T30 K05 TH Y BHBBELIC XV WRIGHE 23 ) L, Tmax 23 2.5
REMER L7z, Cmax OEHEITAHES T 48.0 ng/ml, ZEHEIHE 5 T 103.8
ng/mL T& Y  AUC D FEMEITZ N Z I 282. 2 KL T 254. 6 ng-hr/ml, TH o7z,
BHIBEIZIY Cmax KU AUCl T ZEMERHIZ LR TZILZEN 53% I K O 11%
WLz 2,
5. RAMMEREMELEESRSE (BAAN)
JRASEEIRPER M ERE R 9 4 VT F 7 4 20mg & 1 A 3EIKERD
Bl U= O E R IRREICIS T B Cmax, Tmax, AUCs, & HIRIERE O FH i 4 b
WEE (C,, ) OV 7 7IREDOFHIT LN Z I 164. 9 ng/nL, 1. 1 FFH], 545. 1
ng-hr/mL, 68.1 ng/mL }2T*19.6 ng/mL ThH -7z ?,
NEE RS EESRE (BAAN)
R 20 kg LA o0/ Vo R B IR i . P A 3 461, S VT 7 4 )L 10 mg
%1 A 3EIRERE O LI RO EHARREIC 351 5 Cmax, AUCs, C,,,, ZUUh
7 7 JRIEOEHEEIE, 219. 0 ng/mL, 395. 3 ng-hr/mL, 49. 4 ng/mL & " 8. 0 ng/ml
THY ., Tmax OFRMEIT L0 BHTH- 2, o, KE 20 kg BO/NLH
BRVEM EEERE 34IC, VTS 7 4V 20mg & 1 A 3 BIRER 05
L 7= & ERAEIZ 351 D Cmax, AUCs, Copur KO 7 7B OHMEIE, 114. 3
ng/mL, 357.3 ng-hr/mL, 44.6 ng/mL &Y 18.6 ng/mL T Y . Tmax D 1 Hfi
Lo THom 2
mEE GEAT—%)
fEFEE A (65 L ) 15 4 R O 4R (18~455%) 15 &4 Zv T 7
A4V 50mg B ZHERR O L0 Tnax 13, ShE K OEEE TEAER
L 2B L OV 1. 1 HER] & 722 IRIEREE T H - 72, Cmax 13 & i T 302. 5 ng/mlL,
FAEFZ T 178. 2 ng/ml. TH V) | FEE 1TFFAER LV 60~T0% M\ MEZ /R LT,
AUCI i R OFAFEE TEN2H 1077.0 2O 586.0 ng-hr/mL 720 | &
W D EE O 2 (R Z 7R LTz, thye 1L #E T 3. 8 Kl HHEH T 2.6
B TH Y, BIEICB N TEN oz, EliE TIZZ VT 7 VAN 8%IKT
L7= 29,
8 BHMEBESRE GLEAT—%)
TEREMIRHE 8 4 K OVEHEREREEIRE 16 12V VT T 7 4L 50 mg ™) % HL[EIR
Of G L7, BHGREDIR TR (VLT F=o 27 VT T % : Cer=>50~
80 mL/min) M ONAESE (Cer=30~49 ml/min) OEHEREREE G Tt
VNVTFT 4D Cmax KON AUC T BEREBERE 131 DAl & B = 8o
7273, EEREREREREE A (Cor<30mL/min) Tl Cmax KON AUCe & & (ZfdHE
BB IR 2 (5 i 2 s LTz 20,
9. FF#EEEEERE GLEAT—%)
TEHEREERE 12 4 R OVIFHRERE S8 12 412V VT T 7 4 /L 50 mg ™ % HifH|
ROBE LD LT F 7 4 L0 Cmax KO AUC D Al It Rtk ih s &
FEi LT, ZNENK AT% R ON8B% MM, AT F 74 ADROZ VT 5
U AIX 46%IK T L7z 29,
10. EMMBEER GHEAT—%)
(1Y FFEJL (587 CYPIA4 FAER)
R AICIB W T, U R EL 500 mg (1 H 2[E) ORERERIC, L
FF T 40 100 mg B ZHEIPARG LIZE EDOILTF T 4 LD Cnax &
TRAUC U, BB 1 & bl L C 224 3. 9 5 L OV 10. 5 I im L 7= 9,
@YFFEL, TVRAIADVRUIAFTL (CYPIM HEE)
fERERE ANICEB W T, % e 1200mg (1 H 3[E) Xzl Ao~ A
500 mg (1 H 2M) OKEHEGHHCI AT T 7 4L 100 mg D%, F723 A
F 800 mg (1 H 1[]) OREFEGERIZ LT F 7 /L 50 mg ZH[RAIGE
TG L2 EDU AT F 7 4 L0 Cmax K ONAUC 13, BB G & Fhigs L
TENALN 1 5~2. 6 (5N 1. 6~3. 1 fFIHM L7 5 5 9,
@R+t 4 > (CYP3A4 B Uf CYP2CY F5EER)
D) R ACHBNT, YAFF 7 40 80 mg (1 H3[E) DRORE ¥
125 mg (1A 2[E) ZREMHES L&D NVTF 7 4D Cmax
SO AUC 13, BB IR & bEille L C 224 0. 45 (5 % TN 0. 37 512 L

S

I~

Tro El2, BB H O Cmax ROAUC 1F, B G iz LT 22
L AR L5 5T L= 10,

2) FRAMGEIIRMEAG S IR E A FF 7 40 20 mg (1 H3E) &R
4 62.5-125mg (1 A 2[E) ZOFHES LR, AEa2L—a >
PK it O/ bR v 2 VRGO LT ST 4 LD C 1.
VT T T 4 VB G & el LT 0. 27 TR Lis, — T, YT
F7 4 20mg (1 A3E) EOPEHRGHEORE 2D C 1%, R
T R R R LT L 2 fF IS L7 2,

1) AFIOAGREM B, BRAIZIZ 1 [ 20mg 2 1 B 3EEEOES 1Ll Lo/,
RE8 kg LA 20 kg A FOYE - 10 10 mg % | H 3EIFEA£L . (KE 20 kg IOGE @ 1
520 mg % 1 H3EEAEKLECTHD,

. 4YEHEREE

M) [LNFABBAFS40yF] GHEAT—%)
TR 42 4610, 7 B AA—S—PRIC KD RIA v my FHIZATIE LIz
vy FHE LTOATF 7 4020 mg e L XF ABE 20mg & F N ENZEE
FREHEIRR A5 L L&D, VAT F 7 4 VO fSEHRE R SR B e <5
A—Z U FOREOEDOTBY Thole, ARBROHEREND, FILvBy
TH (CNFFT A E LT 20mg) E L AF A 20mg L AT F ST
BB LRSI,

B2 LAFABBRARSA420yF (UATFI4ELT20mg) LU
LANFASE 20mg ZERBANICHEBREARELIEERVITS I 4)LO0M
BhREHD

(ng/mL)
120

-@-- LAFALE (n=42)
100 -
—— LAFAREM KT ry T (0=42)

0 2 4 6 8 10 12 14 (hr)
B R

R2 LNAFABEBRARSA 09T (UATFHFI4LELT20 mg) ELUL
INFAEE 20mg ZRERACHEEBORE LEZEEDIIILTFT I IILOEYEEE

NG A4
Cmax AUCt Tmax ti/2
R O 5 tmax Aty Imax Lizz
AP RO 5 B (ng/mL) (ng* hr/mL) (hr) (hr)
VAT ARREA KT A 0.50
nr ST 78.9+35. 8+ — L 460.
vay 7 (VT T7 4 8.9+35.1 178+86 (0. 25-1. 50) 2.46+0.41
L& LT 20 mg)
L 3T A §E 201 82.3%+35.9 197+91 0.7 2.51+0.46
7N e 20mg | 84. 9T 0590, - . 01T 0,
L 0.25-6.03) | =———

* Tmax (3P Jfi (FipH)
T Cmax TR
AUC, - 0 MR & R AT AR 3 -C o i e o S FE — MR ik

ZOMOD/RT A — 5 T + B E (n=42)

A
Tmax + dpe i L SE R R SRR
t1/2 R[S o

2 [L/SFZA 0D 7 4)LL]
TR A B PEA0 U34S, 7 B AFA—N—{EICTE Y LAXFAODT 4 /LA
20mg (K72 LUK THRA) KO L 3T AiE20mg UK THRA) ZZhZhze
JERFHER OB Lz 20 UL T T 7 4 Ao & OSSRy EhEE <
FA—FIFUTOREREDEY Thotz, L/3FAODT 4 /L A20mglE, /K
LUK TIRA L BAE DWW T HICE W ThH LT A 5E20mg & B
A% Th D Z LR ENE,




1) K7 L CHrAH
B3 L/AAFAOD T 4L 20mg (kAL TRRA) LU L/NFAEE 20mg &

BEEANCHEEZEARELIZEEQVNTF I LDMBERREHRE

(ng/mL)

140 -
@ L/SF A 20mg (n=40)

120 —6— LAFAOD7 4 /L4 20mg (K72 LCHRIT)  (n=40)

100

80

BEEES

60 |

40

20 -

0 2 4 6 8 10 12 14 (hr)
Pl

&3 LAFA O T 1)L, 20mg kAL THRA) 8LV L/NAFAEE 20mg

SR I L A 2 et B & L7 AHK 20 mg & 1 A 3, 12 R 0%
HAZET DR, Btk R OEHEEZ Rt 5 - 0k LR, B MK
R AT L7z (h=21), £5BAEARTO WHO BERESEHOWNFRIZ, 7 7 A NN T
Bl 77 AWM 14 BIThH o7, £, BRI fERE O B 53380 R
VL RS PE R M2 6 B, S AT BN R A ) S AS 5 ] A
TR ILREZR FBUC K 5 B Eh AR A v I EAE A3 10 B Tdo o 7o, SEBEN 28 6E O FEAnIE

HTh 56 AT, #4512 BBICBW TR GBtART L 0 FH T 84.2

miER L7z (n=20), 72k, $4 8 l%ICHBWTH 6 /M THEMHE, #5 12
W & FBREDUGECE LT (1=19). £7-. THIHEIREIL. &5 12
WO THEGBMGATL 0 T 4.7 mig I8 F L7z (h=20), ZOfhoin
fTERE T A= LU TOLEEY Tho7e P, (£5)

®5 BREMBEIAN LIRS 12 BEROEL EBTEERVMITHE)

BEBACERBORELELEDVIILTF I INDEDEE/NS A —4

SR (95%{FAE X [H])
6 S A TRERE (m) 84.2 (49.1, 119.2)
PRI HENRE  (mmHg) -4.7 (-8.5, ~0.8)

Jifi i &SR %L (dyne- sec/cmd/m2) ~382. 00 (-612. 17, -151.83)
IR (L/min) 0.556 (0.088, 1.024)
TS BNRE (nnHg) -0.9 (-6.9, 5.2)
LAt (beats/min) -4.14 (-7.62, 0. 65)

1 . - Cmax AUC14 Tmax t1/2
AR OB 5 B (ng/mL) (ng* hr/mL) (hr) (hr)
0D 7 4 /L 20mg + + + +
7{7)@11,1“}]&)11) 103+40 294+91 1.5+0.9 2.24%0.43
LN F A BE 20mg
—_— 10647 26983 1.3£0.8 2.33%0.59

Ok TR
BT B + AR (n=40)
Cmax - deeed i B p g
AUCy4 2 O WF[H 5 14 We[H] (et 77U o ZIGE]) & C oD % o g e — R ] i
i

Tmax : fpci B P SRR R

ti2 : TR

2) KTHRH

B4 LAFA O T4 JLL20mg OKTHRA) HEUL/NFAE 20mg &
BERACHEEEORELILEEDVINTF T LOMBRREHTE

(ng/mL)
140 -
--@-- L/3F A6 20mg (n=93)
120 —— L/3FAOD7 4 L4 20mg (K THRA)  (n=93)

100
1fiL
i
80
)i

60

40

20 -

0d , ’
0 2 4 6 8 10 12 14 (hr)

e G-

R4 LINFA 0D 7 4J)uL20mg KTHRA) &Y L/AFF i 20mg &
BERACEEROBELELEDVILTT I ILDEREEE/SA—4

2. M EIZE 1T D ERRAAR
(15 A I 20 0

i A A v o SE RS PR o8 L EE | A A R FR A A R 2 B iR
fiti i HLEAE | 56 R DR BB OAE T I 1% oD Il B ARME A & i E9E) e 2 b 4 &
L7ZA#] 20 (n=69), 40 (n=67) K *80mg (n=71) 1 H 3[EFG BT
LEDMER LRI EZ BT D007 T v Rt E Skl 4 3=
L7z (77 8REE; n=70), BEEEEOIRETH 2D 6 EATIHEEETD
B GBRMRRT B G 12 R OFHZEIE, AH 20 mg 58 (h=67) T
41.3 m ORI, FT L REGEE (0=66) T3.7mnDHITHY . AFILS
TR & L CHEIC A B e kE A2 R LTz (p<0.0001), 7z, FHMG
BRI O G- BbARTA DI G 12 W% OB X, ARA 20 mg FHEE (n
=65) T2.1 mmlg DIKTF, 77 vRFL5HE (h=65) TO0.6 mmlg ® EHT
B AANLT TR L R U CREICHEERIK T 2R L7z (p=0.021),
ZOMDOMITENIE NT A—FIILU T DO LR THoT= (£6),

6 BERMAINSERS 12:B8%0DEL BBEEERUVMLITEE)

PRI (95% 5 HEIX )

7T v AR VTS T 4L 20 meTlD BE

6 5y HAAATEREE (m) -3.7 (-16.7, 9.3) 41.3 (27.9, 54.6)

FEIRHEIARE  (mmHg) 0.6 (-0.8, 2.0) -2.1 (-4.3, 0.0)

Jifi B AR SR (dyne-sec/cmd/m2)  113.2 (-99.9, 326.2) -220.4 (-381.5, -59.2)

D (L/min) -0.08 (-0.37, 0.21) 0.39 (0.09, 0.68)

T HBIRE (mntg) -3.1 (-6.2, -0.1) 2.6 (-5.1, —0.1)

L% (beats/min) -1.3 (4.1, 1.4) 3.7 (5.9, -1.4)

" . . Cmax AUC14 Tmax t1/2
AR O 5 it (ng/mL) (ng* hr/mL) (hr) (hr)
0D 7 4 /L 20mg
s — 10641 26583 0.940.5 2.22%0.57
Ok TR
L 3T A§E 20mg
—_— 10449 25683 1.0£0.7 2.14%0.47
_OKTHIRED
LG il AR YRR 7 (n=93)
Cmax - heesd i B P g
AUC4 2 O R B 14 WERD (Ref&dh > 77 ) o W5 3 T op i B o i FE — g i A
Fifi i
Tmax _: i o

—tie + JH RN

(iAZ30% 9
BA
1. BRI 8 HERER ALK

Qx=ARTm AT 7 =N L O GRAER (BEHER)

TRT BAT ) — )T K DIRFRDT A0 TN B il B it 8 i S (g1
Jiti e L EAE . S SRR A A OF 9 2 IR E G & e BE At & L
127 7B RAHRCHE R T, VT 7 4 VO BEIE, VT
7420 mg1 H 3L T4M, £ 40 mg (TR L T4HM, =6
1280 mg lZ#g i L C 8 MM O 5 %17 o 7o, BAMEICHBEN H o -850,
RIS I RIOABETE D 2L & Lz, #5816 BERICBIT DI LT
F7 4D RIE, 20 (h=12), 40 (n=21) KX 80 mg (n=101) 1 H 3
B Th o7z (77 BARRE; n=131), #5120 bH&E 16 W%EETD 65y
M THEEO FHZERIZ, AT 7 4 AR (n=131) T30.1 n#m, 7
FEAREE (=119) T4 I THY, VAT FT 7 4 AEETIET 7 2 REE
WA THRFHICHEZE IS Lz (p=0.0009), 7=, EXIAHEIIRE O 5
BRGARI2 DA% 16 TR O EIE, AT F 7 4 Bt (h=117) T 3.6
mmHg DK T, 77 REE (n=102) TO.2mmHg ® LFH-THY | AKEFNL7Z
TR & L THEICA B RIE N 2R L7z (p=0.00003), ZOoimiT
BRERT A= I TFDOLEBY THhotz (£7), BEREOEL GEL,

ftifeA, i mEic & 2 ApE, =R 727 ) —VOHEBEELORE 4
URRIEDOEA) £ TOHMIE, 7T BRI TIAT S 7 4 ARETHET
AR (p=0.0074) IZEN-72 (X5),



®7 BREMBKEIA LGRS 16BROEL EBWMAERRVMITHE) *

SFEIE (95% 15 HEIX )

7T R NTFF T 4 NEE*

6 5y [ THERE (m) 4.1 (-6.5, 14.7) 30.1 (19.2, 41.0)

SEEIHENIRIE (nmHg) 0.2 (-1.0, 1.3) -3.6 (-5.0, -2.3)

Jifi . BXH AR 2L (dyne- sec/cmd/m2) 7.9 (-61.4, 77.2) -296.0 (-390.8, -201.3)

LA (L/min) -0.12 (-0.33, 0.09) 0.75 (0.48, 1.02)
SEH S BHIRIE (mmHg) -1.5 (3.7, 0.7) 4.0 (5.9, -2.1)
D% (beats/min) 0.8 (1.1, 2.7) -2.8 (4.7, -0.8)

kT F T 4 VBE (200 40 KX 80 mg1 A 3[EHEG) ICKk AR THY ., KKROMIEL -
ik aenal

5  EEAHRIREEE(L £ TOWIK O Kaplan-Meier i

(%)

0 14 28 42 56 70 84 98 112 (A)
IfERLn S DR

MR

1. ERICE 1T BEERRAAE 20

A AN VRT3 o FESE AR A b G2 & L 72 AR 10 mg (IKTE 20 kg PATF)
/20 mg ({KE 20 kg ) % 1 A 3. 16 MR OB G ICHT 2890, etk
L OEYENREZ it D e O DL fia 3k(R, IFEMRBRE FEM L7z (h=6), &
5-BRAART O WHO BERESYV I ONFRIZ, 2 T A 13261, 7 7 AN 3H], 7 7 A1
B1BITHoTe, Fio, MEHARYEME fTEAE O BEA /RO NFRIE, FEFIE MBIk
PEM S MERE DY 5 6, S RV OB A 5 MEhIRPER =i EREDY 1 6 CTd o 72,
AEDFHLEE B C db 2 fifi i EHEHUR DO AIEFI O RATIER 8 D LFBY TH Y |
B G BRMGRT N DA% 16 W 1%/ Ik IR T O AL B S+ AR A
-145. 76%602. 56 _dyne-sec/cm’/m* TH o7 (n=5), Fi. FHMEIRE D&
H-BRAGRID B B - 16 % IR E TOEG RO FEE SR, 0.6+
18.61 mmlg THo7e (n=5), ZOMOMITHIE T A—FZFEKIDLEEBY T
Holz,

®8 RBRERWMEINSERE 16:8%  PILREE TOMMERAREDOEL

2. EREAERERICEH T HERRAAE 2
/N R BB AR i s ot (& A v a0 L SRR R S L < iE A RERRE
B BE S MBIV ) B A G e LI ARIOATE (hn=42), F /&
(h=56) ROEME (h=77) 1A 3@EEEL (3 10) IZBT 2 HMMER R4S
PEE RGNS 2 72 D7 F 1 AR IR T 85 b i ek & JE 0 L 7= (RA 0% 58T
EEIZEVIE, 77 AR n=60), OATESIAGREROEE TH D K KRR
B C OG- BbARTA b 5 16 #1% £ TOLLEOELE AR L, K
F oM EERE (hn=77) T 10. 24%+18.39%, 77 ALK HHE (n=29) T 0.53%
+15.91%CH Y AKNDOLHEIERE L 7T b AELER L OMICHEETRD S
N7pipodz (p=0.056, FHREZRT & U, BB JFRFENE PAH, %tk PAH) |
E (8 kg A E45 kg AR, 45 kg i), N—R T A v O KBTI % A
B LGNS VIcEB W Tl (RAERE, hHER, SHERE. 77
AR OWT, 1/3, 1/3, 1/3, -1) EHWIZWHE), Fo, AAPHERE
=26) TIE 13.40%+19. 50%Td o 7=, FHIMBINRE O£ 5-BRMERTH S E 5 16
#% £ CTOZEAE O fE + R 2 13 AP B (n=55) T-3.9+12. 0 mmHg,

77 ARG HE (n=56) T-0.4 +15.9mmlg TH o, ZOMOMITEIE NZ
A—FEFXRIIDODEBY ThHhol,

£10 ERARBRICE T EBZREHOXFID 1 AKEEE"

EE JAVIEETN U bl

8 kg LA F 20 kg LAF ALY 10 mg 20 mg
20 kg #8 45 kg AT 10 mg 20 mg 40 mg
45 kg 10 mg 40 mg 80 mg

RGBS eI % AL - JHfE, 1Pl Eo/NRIZIE, (KE 8 kg DAk 20 kg BLTFO
Yt 1E110 mg & 1 H 3EIFR NS (K 20 kg BOYE - 1[0 20 mg & 1 H 3[EIFEN
BETHD

=11 H5REATHNSIRE 68%FTOEL EBHEERVMITEE
TEfE AR (B
77w AR ST F T 4 VT R
724512 (n=52) ~264+960 (h=51)

Jitiif & B TER SR (dyne- sec/cmd/m2)
D (L/min)
FH S BIRE (mtg)
Af%E (beats/min)

-0.42+1.82 (n=55) 0.16+1.32 (n=51)

1.30+12. 13 (n=55) 0.08+10.75 (n=54)

0.82+16.00 (n=56) 1.95+18.48 (n=55)

77 AR EE AR CE TR TAAIE IS TR S
234 il 5 H 220 BiI2S EIREGEATRIZ S LT, ST T T A b S
T BEE, TR E Ao HEREICHEV (R 10), ARIOMHE, FHEE
FZEREAEOVTRICEY (T S, etTekik OE Wikt (5510
[ : JeATRABRBRARIEAN DAY 4. T4 (P ufi)) 2@ L T, 42 fICHREABD O
Too MSTZAMEE=2 ) v 7 FEERDBIME SRR T, 35 B (R B#E5/55
B (9%) . HAHERE 10/74 51 (14%) . & H EREE 20/100 f1 (20%) ] IZFETEAGED S

Jiti i & BEHUREL (dyne- sec/cm’/m’)

bt i (%) 16 3H
e 5-BRAGRT 2k
/R
4 336.8 585. 6 248.8
10 mg1 H 3[1]
1.6 871.2 204.8 -666. 4
(IR 20 kg LATF)
1.7 1456. 8 - -
14 2681. 6 3268. 8 587.2
20 mg1 H 3[A]
10 1033.6 974. 4 -59.2
({2 20 kg #0)
10 2532 1692. 8 -839. 2

B

%9 BEHEEINSIRE 16 8% HIERFETOEL
(MnfTEHEE K U BNP. NT pro-BNP)
PR 4 A

BNP_(pg/mL) 40.93+247. 711 (n=16)

NT pro-BNP_(pg/mL) ~73.07+1398.397 (n=6)

DR (L/min) © 0.348+0.8023 (n=5)

THESBIE (anitp) * 26215.60 (1=5)

DA% (beats/min) * 8.0£16.17 (n=5)

. EHEBHCREENEN o2, 5B ARAOKRHAE (KHE 20 kg
HBOBEIZIT20mg 1 A 3[R, (KfE 20 kg LFOBHEIZIT10mg LA 3[E) FT
BET2EOBENHY . TOBIITOHED AL L TS Shiz,

[FEmERE]

1. RRKRCIRAFS5—E5 (PDES) [Cxt3 %1EH
b MRTEEIR PDES (2% L CERAVMLEEMA 27 L7z (1Cs0 f : 4. 0 nmo1/L)
35)

2. EmEEETIVICHT 5468
FRIA X OARFRFZVEM 5 L FESE € 7 S BV T, IBIIRE O _E5-2 80 L=,
TOLERFMEITIFE A LB LRI T3,

3. ERA%E
il i SR AR V2 33U T cOMP 43 fiffi%% Td 5 PDES 2 INMICHE T2 2 & T,
cGMP B 2 Hi N & W i A st R (R & J6 83 5 o7 %9,

(B3R ICBE T SEIEFEMER]
—fx4 YT F T v = EiE (Sildenafil Citrate)
b4 : 1-[[3- (6, 7-Dihydro—1-methyl-7-oxo-3-propyl-1H-pyrazolo[4. 3—-d]
pyrimidin-5-y1) -4-ethoxyphenyl]sulfonyl]-4-methylpiperazine
monocitrate

: Ca2H30N604S + CeHsO7

1 666. 70

R
o
e
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N \) A
HiC” 07 TCH, CH,

R AT I T 4 BT A AOREREOm KR TS D,
Ny N=UAFATE T I RIETOT <, KT A X ) — VST
WL, T =RV, =& ) —)b (95) V=TT —T LT
IEEAETERIT R,

(@& %]
LT A8E 20mg : 90 &£ (PTP)
L SF A 0D 7 £ /LA 20mg : 30 B (1 4 X 30)
UAFAREHA RT A 21y 7 900 meg = 1

[RE&fT LDFEE]

L LT AfE 20mg ORNEE - 2hFIx. TR RN & IMESE) TH D2 L,

2. LT AGE 20mg A3 TEHEEA 4] ORI H B TR SNT2HEITIE. (R
DOXRELRNZ EET D,

(EX:3°49!
1) #ENEE: R =br 2 Uk L oA OB [L19990201049]
2) FENEE R Y Vv e R E ORI E/ERORE  [L19990201040]
3) Webb, D.J.et al. : Am J Cardiol 83(5A) : 21C, 1999 [L19990405046]
4) Webb, D.J.et al. : J Am Coll Cardiol 36(1) : 25, 2000 [L20000707014]
5) Muirhead . G.J.et al. : Br J Clin Pharmacol 50(2) : 99 . 2000
[L20000829008]
6) Morganroth J.et al. : Am J Cardiol 93(11) : 1378, 2004 [L20040705112]
7) Galie N, et al. : Eur Respir J 45(5) : 1314, 2015 [L20150511100]
8) Muirhead. G.J.et al. : Br J Clin Pharmacol 53(Suppl.1) : 37S. 2002
[L20020509215]
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[L20020509216]
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[L20020509219]
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18) #NEEL: vT A, Tv b, UHF, 4 XLOE METICBT VLT
T 7 A VDOEARBA [L20071203020]
19) HNERE: AT F 7 A VRORE O b T AT I U RO I-RMERER
HA~DkE A [L20071203021]
20) FENERE : AARNEERERRA 2 x5 & U7 HiElE 555k [L19990201022]
21) AR AR N & 55 & U7 E &G RER [L19990201024]
22) Hyland, R.et al. : Br J Clin Pharmacol 51(3) : 239, 2001 [L20010517023]
23) FEPNEEL: AARNEEERA Z xR L Uz ARG R — Ao R C B4
2 it [L19990201036]
24) tENEEL : SEE A ERER A Z kG b U7z A G B — A o PB4
LiEt (FI9A4vmvT) [L20170628004]
25) FEPNERL © B A BB AR A o ) E R A xS & L7 2 AR R
[L20071203022]
26) FENEEEL : B AN VR B IR iR AR A kG & U 7 B T AH AR
[1L.20170628005]
27) Muirhead, G.J.et al. : Br J Clin Pharmacol 53(Suppl.1) : 21S. 2002
[L20020509217]
28) FEPNEERE - MTENRME M MR ISR D AR v & v b OSEYE E AR
DT [L20150213023]
29) HENERL : AW ENRSEERRR (KA ey T) [1.20170628006]
30) Galie, N.et al. : N Engl J Med 353(20) : 2148, 2005 [L20051118009]

31) AEPNEEL - SME BRI B LR B A G & L 72 S AR R

[L20071203023]

32) AEPEE : SMEBTEI RN S L ERE R E xR e Liem R T m AT ) —
b & DfF B G-RER [L20071203025]

33)  FEPNEERE o /N T AR A 6 1 AR A ek B & L 7 [E BRI (R RABR (B I
FHEER) [1.20170628007]
34) HEPEORE - /N A Eh R AT = i R A b 5 & U 7 [ R A R BRI (R
L-5k5%) [1.20170628008 ]
35) FEPNEEL: b NI FRRR A D 508 L 72 PDE (%92 BLE(EA

[L20071213031]
36) FEPUEEE - BRERA X il MERE T T B R [L20071203026]
37) Ballard, S.A.et al. : J Urol 159(6) : 2164, 1998 [L19980818045]
38) #EPNEEL 1 B N PDE 7 A VWA BRI [L20071203027]
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1. 3088 - R (R) RBZORERIL
1.1. %086 - R (B

RE - 2R (%)
P IR P s df FEE

1.2. Zh6E - R (R) BRERAL

ARIED /N TENARME M & EE (PAH) BE ISR 283001, ERRILFE 77 B A% 3 fHE
B (A1481131 #BR) (ZEED E 3 L, A0 RN B Th 5 i KEEFREIE (peak VO,) ,
RIKEHMIE H Cd i & iR (PVRD , EHMEINRE (mPAP) ([Z8WT, AEOHFHE
B, EHENCT I AREAL LA A EN ab%ymto

£70, REO R GREOARMEL, A1481131 3B & O EWikieABR T 5 A1481156 R %
—HORER & U TRl L7258, AOMEORROFHENRO bivle, i, ABRERS O 2011
7 H 26 BIZEN L7z DMC IZBWT, ZORERE TICERM S 35 BlOFE 6 2 580 L 74
B, S BIAMEHERE (5/55 61, 9%) , 10 G2 FHERE (10/74 11, 14%) , 20 B3 F FHERE (20/100
B, 20%) IZRDBHNIZT2D, DMC OF)ENCHSE, &5 B2 KE 20 kg LLFO/NEIZITHRK
T 10 mg TID, A 20 kg HO/NRIZITHR KT 20mg TID IZEE L7,

REOEERAARIZINZ, IW%3 FHFABR (A1481298 #BR) %%ﬁ@b HAN/NE PAH & (2%t
LT, KE20kg L FDO/NRIZIX 10 mg TID %, {KH 20 kg B O/NRIZIE 20 mg TID % 16 #H[Hi#E
A5 LI-BEDOH ) %:J—fﬂﬁ L7, AZMWERHEE H Té % PVRI kio MPAP D_—Z 5 A U7
5 16 #,/ HIEEE TOFEZE L& (SD) (X PVRI 73-1.822 (7.5320) Wood unitssm®, mPAP 73
0.6 (18.61)mmHg TH VY, 16,/ HIEKFIZ PVRI 3 X N mPAP N34 B8O H iz,

A1481298 ik & A1481131 RER DA ZIMEFEHMIE H Tdh % PVRI & mPAP (2O CakBrfl] Tl L
ToAES, A1481298 S BR ORHIERIEL 5 Bl & D7e b DD, A1481298 iR D 16 i KF (LOCF)
D PVRI D=7 A KT D ORI, PAH SEEERFO BARFE & IR TE 5
Al1481131 RERD 7 T B ARBEL W EE /R L, Al1481298 RERDE 2 DL D/ AR 1% A1481131 7R
DOHFHEREO A OFPHICE FIL Tz, £/, 16 HHEF (LOCF) @ PVRI DX—ZF A 5

DEALEDFRER G N—RA T A kT D HOEREZ IR LTz, 512, WHO BERESFEIZ DN T
t A1481298 Bk & A1481131 RBRDFE R A Heife L7255, A1481298 iABRTIX, A1481131 B
D77 /AREEL Y 16 HEF (LOCF) ® WHO BEERE 7 FHOUGENFRD b AL, £ DOUGERRIT A1481131
AHEBOKHERE L b REL, THERC f?w*ﬁ%ﬂbo oo ZNUDOREREZRE 2, A1481298
AR CHER Sz AAR N/ PAH BBFIZEBIT A ARIEOAIMER, EFEIEFEFE (A1481131 35k
/A1481156 #RER) THER SN AKPHERO A& Rk EZ 27,

UELY, [EERIE ﬂiﬁ%ﬁ%i@l?ﬂﬁuuﬁniﬁ%Oﬂj&% 2o, /NEPAH %%‘ (X L THARED
AERRO DN Z b, BhEE - R (R 13, BUEL AT AEE 20 mg (128 L TR ST
WHRIEE - 2R EF C < TiBIRMER s e ) & L7,

P ERARE LR TEAREOARIY, EFERICKT OHE L RVERICEE L W5 LT, 40 mg TID
B LT 80 mg TID DF 5-7¢ & NTIRTE 20 kg LT D/NEIZHRT 5 20 mg TID O 5-DHIRg 1 1L & &) L7,
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VT F 7 4L JNE PAH
1.82 ZhAE - R () , Ak - HE (8) ROZORTERL

2. itk - AR (B) ROZORERIL
21. - AR (B

Rk A& ()
[L 3T F6E20mg]  (FHERENN)

[HIN
W, YT T 7 40 E LTER0 mgx 1 H3EIR OG5 5,
Uk DL B/

RE20 ke DA - Wi, AT F 7 40 LTIEROmex 1 H3ERR O35,

[LAFAIEE K5 A+ & 7900mg]

[HUN
W, VT 7 4 0E LTER0 mgx 1 3R OG5 5,
IR YN)

RES kgbh E20 kgL FOGE - i@%, LT 7 40 & LTIEIN0mgz 1 H3ERE NG5,
(RE20 kgtB DS  lH, ST 7 40 E L TR0 mg4a 1 H3EFR N 595,

[L/3F4 0D 7 1 /b2 20mg]

[DUN
W, VT T 7 4 0E LTUER0 mgx 1 H3EIRR OG5 5,
IR YN)

(RE20 kgtB DS lE, ST T 7 40 E LTIER20mg4a 1 H3EFR N 595,

22. ik - AR (R) BRI

KN T HAIED/NE PAH FBE KT A HELEAE « HEIL, 18~ 17 O /NE PAH B3 % %t
S L U7~ EHEEEER (A1481131 3B L OV A1481156 #kBR) B L ONEMNE 3 tHABR (A1481298
RER) OFRERICESERE Lz, UFICEDOFEME =T,

2.2.1. BN (EU) CToOHE - ARORERIL

EUICBITAHE - HEZ, UTOrEh, Al481131 BB L UNA1481156 RER CTHE ONT-B%)
PR L OVEZEM, SOICHEEET — X ICHE S ERBITET L ORAN 32 S E L=,

2.2.1.1. A1481131 RBROFZhEDORER

A1481131 #BR T D peak VO, D EMATIZHNT, AT T 7 4 MIFEHED =T 4 B O
BIBALRIZTT T2 AREELD 7.71% (95%CI : -0.19, 15.60) KZXh-o72b DD, et &AL
RO BN (p=0.056, CTD2.7.3.2.11H) ,

Peak VO, O HERERI O AR ORERIL, PHEME mHBEH I 78R L, RER
WENBDO LN (FT7REDE  TNETN11.33%, 798%) . £7-, YHEEEBHEHKD
Hl CIIs S R R X B VRO o= 2 &b, MHEH TOME ((KHE Skg UL L
20kg AT 1 10 mg TID, {AHE 20 kg #8 45 kg AT : 20 mg TID, AR 45 kg # : 40 mg TID) 723/
PAH & IZB I AR HERAE L L CHEYITHDL B 2T,
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VT F 7 4L JNE PAH
1.82 ZhAE - R () , Ak - HE (8) ROZORTERL

F72, PVRIOR—ZA T A b OB L&Y, AEICEFE L OEd (&) L, Ao &)
PHCHERISBRDGED bz, MEDZEMOREILIL TV R2Wnb DD, LT 7 4 VfE
BEL 7T B RBEO /N R E D 7£13-3.5 Wood unitssm”® T V), FEHANCHERikE %2R LTz,
FIERERI D7 T 1R & il LT fi/ N R PIMEO 1L, RHE#E TIE-0.3 Wood unitssm” TH ¥,
TR RREL RRE TH o728, THERE L & TIZ TN Z1-4.1 Wood unitsem® 35 1 18-6.2
Wood unitsem® TH ¥, HUEIIC 7T v REEA BRI HEERRD ST,

2212. R =2 L— 3 v PK BX U PK-PD EFNVEHW/MNE PAH BEOHERLE - AED
)

RE 2 L—v 3 ¥ PKIBHTORAETE T L0 DA 2 O BE I T 2 & FREIRE 0O S i A g i

(Cyav) ZHEE L, Cya & peak VO, DIRE = L —3 3 o PK-PD T DT T L0 HHEE S
Te B RENED 90% % /T & O MMEFHEE (ECy : 40.93 ng/mL) & bl L7z (CTD 2.7.2.3.1.4.1
H) , ZORER, {KE 20 kg LLFO/INE PAH B2 10 mg TID %, K 20 kg # /N PAH &
FIZ20mg TID 285 L2 & Z1Z, K 50%DEFH D Cyay 5 ECop LA EIZEIZE L, KE 17~20 kg
D/NE PAH B TIE, Cyay 2 ECop ([ZEE L2 BHF OEIA I 34% TH 72, —F, AH 20kg
LR O/NE PAH 512 20 mg TID %, {KE 20 kg # /N PAH B2 40 mg TID %2 $¢5- L7- &
XTI, $995%0D /e PAH BB TECy & #8272, LIEXVY, K2l — 2 PKETLE
AWy ab—y g URERND, KRE 20 kg LA T O/NE PAH A% Tid 10 mg TID, K 20 kg
D /NL PAH 83 Tl 20 mg TID & 5-RF 2+ 72 R 2 n T IR FRR FE I BET 2 2 L VR &
iz (CTD2.7.23.14.11H)

I 51T, peak VO, DRX—RA T A b OEALRDOBIEZ 10% & RE L, KE 5~45 kg O#ifH T,
7T EARBLO10mg~80mg (1 [FElfthH&) OF%HEIZIIT D peak VO, DZALEED 10%LL I
ROWRE DEI G ZUERLE L TPK-PD ETAMNOHTE L& A, T BREEDK 20%I2 %t
L, 40mgTID 33X 080 mg TID #ECIXMAEICL 5T 47% L HEE S 7z, 10mg TID I3 XY
20 mg TID BE TIEW T B IRE DAL peak VO, DAL 10%LL L1725 L HEE S -9
B OEIAIBME A2 DAy, RE 20 kg £ TOZ L E LT 10 mg TID B TIE 47%0 5 24%I
P L, 20 mg TID BE T 47%0 5 39%I20 LTz, £/, 2 FEO®K G, T/bbLIRE 20kg
PLFR20 kg HO/NEOF 5% 10 mg TID/20 mg TID & 20 mg TID/40 mg TID & L T, PK-PD €5
IBHEE LT ENEIN D peak VO, DUGER L G LT, 4 HED peak VO, DZEALFHDY 10%L4
FIZ70 % EHEE ST HEERE OFIG DR RIE%E 100%E LT, 10 mg TID/20 mg TID TliX 80%i#
(17.5~20 kg DIKE B 7 3V — D F T4%~81%) DHLERE T, 20 mg TID/40 mg TID TiHIEIE 100%
DHLERE T peak VO, DAL 10%LL L& 72D EHEE S (CTD2.7.23.1.421H)

WA, MR & & il & 55T (PVR) O BEfR % 15t L 7= PK-PD fEHTIZ LV, PVR IZDU T % peak VO,
EFRIBROBEI AT o 7o, AMREI T, BR EEBRDO®H 5 PVR DRX—R T 1 )b DOE{LRDE
fifi % 20% & E LT,

% A PAH BB (1220 mg TID 4% 5- L 72 & &, PVR D_X—R T A b DEALRIN 20%LL ETH -
TR E DEIGN 40% ThHh o722 E0h, 40% % FEHEL LT, /MNEIZBWTPVR ODRX—RF 1
PN D DAL 20%LL E L 7o HHERE OFIG ZeER L LTI L7z, /NR, FRCERKZES
PAH BE % & e 0 fEBI A MGRER (CPET) MNEMAFRRETH - EMIZIBWT, (K5 20 kg LL
T/20 kg B/ O P H- B A 10 mg TID/20 mg TID & 20 mg TID/40 mg TID (2551 TR L 72/ &,
10 mg TID/20 mg TID TiX PVR D X—Z T A x5 DB 20%LL b & 72 D45 E OFEIA 1%,
{REE 20 kg LA F/20 kg #8 & $1Z 40%LL %7~ L, 20 mg TID/40 mg TID Tixf 50%% 7~ L7z, CPET
NI AT HE T - 7BV TIE, 10 mg TID/20 mg TID & 20 mg TID/40 mg TID T PVR @
N—=RA T A B DI 20%LL L 72 D HERE OFIG I, WTNOKREETH S HITEWE
HebEHEINT (CTD2.7.23.143 ) ,
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VT F 7 4L JNE PAH
1.82 ZhAE - R () , Ak - HE (8) ROZORTERL

PVR IZBI L TUHIE D ENKE L, NUERIZBW T 7R TOLEOFENRKRENL DD,
{REE 20 kg LL /20 kg #8 D /N2 10 mg TID/20 mg TID % ¢ 5- L7z & & O PVR O W ER OB,
FAIZI 1T 5 20 mg TID TEIE S NT-AER EFRETH - 72,

2.2.1.3. BRRREKE T — # 12 K3 1S Co/NE PAH BEOHERE - AR

A1481131 3B LUSME A A PAH BE x4 & L7z Al481140 RGN 2T — & & H
WTC, RE = L— 3 > PK T L OV PK-PD fiffT & 50t L 72 /558, 72 6 ONCZDET V& v
THEME I 2 b—y gy LEREEND, /N PAH A ISR 5 ik - IR, KE20kg LLTD
/NRIZ% LT 10 mg TID, A 20 kg #D/NEICx LT 20 mg TID MR SN & E 272, LT

\ZZ ORILEEFK L= (CTD2.7.2.321H) |

F9, R L — a3y PKIENTCTIE, MEINTEEEKETLVOIREREL L TKRE, HEBXD
GERENER I N, ZOETANOHESINTZANTORAOZ VT A (CLF) O KEIX
572LM TH Y, ZOMEITKAPAH BEDT — X DI E WA E 2 L—1 3 v PK fi#fr CTBEIZ
WESN TS CLFME (509L/Mh) ERERARMETHoTZ, 2D EnD, ARlO/NNERE I UEA
PAH BE NS DT —Z 2S5 LT-ARE 2 L—3 g o PR TR EF AR & -2 &
210, WWEEFEEROFMENEW LD, (KEEFRIL CLF OIEEE L THAEIZRAHTHREZ:
HBETHDHEEZ, RETMIIBWTUIFESZ LS L L GER L,

5T, B LT-ARE 21— 3 PKETL (BKETL) ZHW-VIalb—i a0,
{RE 20 kg LA F /N2 10 mg TID, A 20 kg #0/NEIZ 20 mg TID (10 mg TID/20 mg TID) %
Fe - LT2 & & D Cyay D 90% THIXEIX CTD 2.7.2.3.1.4.1 THO Figure 10 DK RTHER & 725
720 2@ 10 mg TID/20 mg TID D 5 « AHEZH WD Z &2k v, #150%0D /N PAH BE T, o
VT F T 4 VOV R & peak VO, D PK-PD AT 5> BHEE 472 ECog LA D Cyoy B HNLD &
HEW S 7e, AREE DS 17~20 kg /N PAH BBEIZER Y Z DMK 34%I2 F TR T35 & H#Efl &
573, /IR PAH B TO PVR I 240310, BN PAH B &R HED 20 mg TID (2T
NT T T 4N ERE LRI O IR OFNICH D & PRSI, £, ZoME - H
& (10 mg TID/20 mg TID) % AW 72354, Cya @ 90% FHIKRE] O EfRIZ, CTD2.7.2.3.1.4.1 THD
Figure 10 1Z7R L7 K 91T, VT F 7 4 )L DR & & peak VO, D PK-PD fifHT 7> HHEE J 4172 ECyo
oo 2 Tz,

K 20 kg LT /N PAH BBAE 1213 20 mg TID, {REE 20 kg B D/ PAH FBF5 1213 40 mg TID
(20 mg TID/40 mg TID) DOHE - HEZEL Uiz L S O@EERIY, A PAH 312 40 mg TID
EERGLIZEEOBBREREFELL TS, ERIEZOME 0 H00mEE2 /R L2, A PAH
BEERE LIAEERRBRORESHETH 5 80 mg TID # 5-RFORFERE LV IXKHETH D &
HEE SN (CTD2.7.2.3.1.4.1 THD Figure 10 D4 X, Figured) . Z L5 D PK-PD it % 3 L
ToAERN D, WET S - B THEE 72 peak VO, B X OYPVR IVt + 0 722 B &

D, TOHESNTHE L EZEOBERE EOSEIIFRETH -7,

PVR (2% B8N FAZHOWT, AR L OVNE PAH BENOSE LT — X 2 A T PK-PD f#
Wra 92 L= i 0, NI JOVINE PAH BB & BICRBR R AR bz, Wb iR
377 e AREEROMEZ LRV, HEE S BIERRE 50 ng/mL D5G, 77 B ARREL LT,
N KO R%5E | CPET 23 30E A Al REZ2 /N PAH BB F 7213 X W RAFE IO/ NRIZ I W T
22%, HFRFEEE CPET 33306 rlREZ/NE 7213 L 0 SERO/NNEIZB W T 34% & WV ) ti#ER %
RL72 (CTD2.723.1.221H) . 61, 1~17 @O/~ PAH BFEIZHE CHE - HEZEA L7
A, BN PAH BEICARBAETH S5 20mg TID ICTIATF 7 4 L aHE L L ZITRD DL
M7= PVRICKIT 2B LR, HAWTE D BIHASIENME LN D LRI S i
(CTD2.7.2.3.1.4.3 D Figure 12) ,
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VT F 7 4L JNE PAH
1.82 ZhAE - R () , Ak - HE (8) ROZORTERL

10 mg TID/20 mg TID &\ 5 Ak - &1L, A1481131 FABRIZIS VO TIRE 45 kg A D B 12 H
L= HE ((KHE 20 kg L F OB IZxT 2% 10 mg TID & KE 20~45 kg DBFITHRT 5 20 mg
TID) (ZHHY T2, F7o, KED 45 kg BOBE T LM E 20mg TID) 1%, A1481131
AR CTOEAE (10mg) &FHE Womg) EOMEMETLIHETHY, A PAH BE D
KHAE LR CHETH D, FHHERE TIE peak VO, 12X 2 R EEE RN D IR, &
HERECIIHHER EOMEITERD Snd o7z, L7zh-> T, 10 mg TID/20 mg TID |2 TH#
HF 25z 12k, EOEREO/NRIZEBWTY peak VO, 1T R ERITITWVVENEOND LB 2
776

D DEBET VOREIZRFMA G, /N PAH B ITR 2 HESE VL - H &I, (K 20 kg
LLFO/NRIZR LT 10 mg TID, ARE 20 kg BB/ LT 20mg TID TH D &EE x 77,

2.2.1.4. EU COARALE - AR

EU CTOHELERYE - &L, aiabo X 91z, FEEEILEZE (A1481131 3B KTV A1481156 7ER)
TEONT-AER LOEeM, & OICHREET — X RS EEMNT T LV ORE 75 i)
5, RE 20kg LLTFO/NRIZH LT 10 mg TID, AH 20 kg BO/NEIZH LT 20mg TID & L7,
EU TiE, EREHERERERO 2 RERICESW IR T — % ) o 7 — DI TR 21TV, Lo
ik - HETAREE WS,

(15 17 £ TO/NE PAH BE I L, 20kg L FOBEOHELEHEIZ 10mg TID (KT A
vy RO OBERL 1 mL) , 20 kg BORBEOHELEHAEIZ20mg TID (K7 A va v
F O ORET 2 mL & L < 138/ 1 58) . /NE PAH BT L, HEEHEL B 2 &4l
LTI s2n, ]

222.BREDHA RFTA VBIUERBIRBITHE - AR

BRIN D 22> (ESC) ERINIER 28224 (ERS) AFOMiE MTIEZ W « iR A R7 4 B &
USKEDER S (AHA) ZREBEES (ATS) AFRO/NLEIEE T A K7 A LA s
TWAARIED/NE PAH ITxT 5 HEZ LU NIRRT, EBUIZHI 2GR HE & [FERIZ, A 20 kg
PLUFo/NRIZxE LTt 10 mg TID, AR 20 kg B O/NEIZH L TIZ 20 mg TID & 725 T 5,

ESC/ERSE R D filig MEIEZ W - 16ET A K5
£ (20154F) !

AHA/ATS & RIO/NBMEMEET A K714 >
(2015 4F) 2

Sildenafil has shown efficacy and has been approved
in Europe for children 1-17 years of age. Increased
mortality using high doses has raised concerns;
therefore high doses should not be used in children
(high individual doses of sildenafil on a three daily
dosing not recommended: > 10 mg/dose with a
bodyweight of 820 kg, >20 mg/dose in children with
a bodyweight >20 kg or >1 mg/ kg/dose in infants and
small children).

Age <1 y: 0.5-1 mg/kg 3 times daily orally
Weight <20 kg: 10 mg 3 times daily orally

Weight >20 kg: 20 mg 3 times daily orally

Delay use in extremely preterm infants until retinal
vascularization is established

Nelson Textbook of Pediatrics, 20th edition 2016 (Z]

L7-fEe LT,
CEBET DL, | LoRHEHNH D,

3, N E XU N & T BRSO
"I mghkg/lFl, 1A 3~4 EBS, BIAAHEITRE B EARO 12 L L, Sl
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2.2.3. HATOHE - AERORERIL

EU TO&AZRME - AEZHWTHANNE PAH & 2615 L LZEWNE 3 Mk (A1481298
WRER) 2%E6E L, CTD2.7.3.23 HIZR LR’ S bz, KRB 545 57z HARN/NE PAH
BEDOT—HIX6HIEROENTNDHOD, 2233 H TR LI [EEELFES 3 MR (A1481131
HRER) L DRI LY, HEE, AR XOPKIZERNATRERENRNWEEZ BN &
Ne, BARANEPAH BEIZBWTY, EUEOWES & E—0 kL - AEidEt) &5 27,

2.2.3.1. BN 3 HHRABR (A1481298 RBR) TOHE - ARORERIL

/NE PAH D2 W EEAECERIR /2 JEIE, 2015 4E1C AHA/ATS &R O/NRIiE M EEA A K514 2!
<2 2015 £ ESC/ERS & [F D Jifi i ML ESE LR < VR A KT A > 2 THA PAH & [f— D HUERLSY
¥AE WD Z LR S, BRI W R HE IS, Z2FR D mPAP 7% 25 mmHg LA L, 7>2, PCWP
2315 mmHg LT & EFR SN D, £, AFOMiE MTEIERET A KT 4 > (2012 4EekaThO 3,
R OBKKD T A KT A v b REREWNTRW=D, /N PAH O MR L OGRS FILE
WA TR — B 255,

F7, BRAD L AT A EERLERFEAGRRFEE RN OR LI L 218, Fix OF 1 HRBORBR LY,
HARNS X OSE ARG 12BN T T 7 400 PRITERIL TV D Z & ABEITR
INTWD, Fl2, BARANRA PAH B 2 xR S - [ENE 3 MR (A1481252 75R)
NHRFHILTZ HARN PAH BE O PK AR &, AMES 3 tHEER (A1481140 3BR) 1Tk1T H4MEA
RN PAH 88 (BRKAFB LT U7 N) @ PK#ER L OHERIZIBWT, HAAN PAH BE D Cyougn
ERCK A Z D SR Z R TR 2E8D H 722y, HARN PAH B D Cyoy IFRCKAB LT U7
NEFRIEEDMEZ R L, HARNPAH BEIZBIT D 25D PK /XT A —X D541, Cpax D i KAE
DOTHEELZ R LTI EE2RE, WTFNBIMEANDOHIPH & BHile> Tz, 2D DOFRERND,
VT F T 4 LD PRATIZNT IO AFEIZEB T b ELl A K & 2R A #3380 b, Mg
BEBIONPK NT A= DO KE N ERS>TNWDHIEEEETHE, ARANBIOSE
NN PAH B3E O PK IZ K E @I EEZ X LT,

R oEHR XY, /NE PAH IZRHT 2 AREDOF N, ZaMERS L OPK ICENA TER 2V E TR
ENbZ s, AR CHE - HETOABARANOEINE L Zete ettt 272012, ENE
3 FAFER (A1481298 3AR) Tik, WA LR UHE - HEZRE LT,

2.2.3.2. ENEE 3 FHRRBE (A1481298 RBY) DOEDMEORER

16 HEOIRES GETH) 026 Iz ONT, EHEFHEEOX—R T A b 16 #,/ H IR
DFHIZEEE (SD) 1%, PVRIA3-1.822 (7.5320) Wood unitssm®, mPAP 73-0.6 (18.61) mmHg,
WHO H6E/>$673-0.2 (0.41) , BNP 78 40.93 (247.711) pg/mL 3 X OV NT pro-BNP 73-73.07 (1398.397)
pg/mL THh-o7=, 723, PVRIEB I N mPAP X 1 IR FIERFZHIE TE R0 o 72728 5 Bl
AL SD R LT,

2.2.3.3. RS D BRR B AR D ik

2.2.3.3.1. PK Do

HA N/ PAH (B3 2 b8 it L 7= [EINEE 3 fHRABR (A1481298 7ER) 35 L OVH A AL A PAH
B 2RSS L7 EINEE 3 FHRRER (A1481252 3BR) ORI Cyay &, A1481131 BRI L O
Al481140 RERT —HZ Z W THEE LA 2 L—3 3 > PKRITORKET LN HLHETE L, £
FrAEANE PAH B (A1481131 38BR) 7213 A PAH B3 (A1481140 #ABR) & ik L 7=,
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HAS A% A PAH 4 (A1481252 RER) OHEE Cya ZFME B PAH B35 (A1481140 3BR) @
HEE Cggay EHIE LT, AARNIZEIT D Chay OOMIISNEANOHF & EHA2 D, AARANL ZUSNE
AN PAH B35 O PKAZ K E 72BN EE 2 b7z (CTD 2.7.2.3.3.1.2.1 JHO Figure 15)

A1481298 FBR D G- ERE (10/20 mg TID &K 5-HF) 72545541072 AARN/NE PAH BH OHEE Cyay
7, A1481131 BR OB GERE (X, TR IOEHER) 7o/ 7AEA/NE PAH A OH#E
TE Cosay & HLHE L 72, A1481298 FABRD/NE PAH B D Cyay 13, A1481131 FERO T EHED/NE
PAH fBH D Cy oy PHEIFANIZH VD, AARNIS JUSMEA/NE PAH B I2I61T DIREE EITHLIL T
V7= (CTD 2.7.2.3.3.1.2.2 TH® Figure 16) .

51T, A1481131 B HERE T, KEMN 45kg 82 5/NE PAH B3 13 40 mg TID % %
HELTWDH70, b OMERE 2RI L, 1020 mg TID %45 Xii=/hNE PAH BFIZIRE L

7= A1481131 ARER DO HERE L A1481298 5BR DHETE Cy, 0y & HHHZ L7z, A1481298 FRER DO HLERE D
Cysav 13, A1481131 RERO T HERE (1020 mg TID IZBRE) D C oy PHEFANICH Y, BARAB X
OME /N PAH BB 2B D R—HE - HEO VT 7 4 L OREEEITFEE L Tz (CTD
2.7.2.3.3.1.2.2 D Figure 17) ,

22332 . REE L PVR OBRD LB

AARNIB LUSNE AN PAH BB IZH 1T AHETE Cyay & PVR ODX—2 T A b D2 LR (S
fill) OBEfR%Z 7R3 PK-PD @F%%A%Fﬁ ﬂ/mﬂ‘% AANE L OSMEANE PAH B3 (&)

OFERITEZ Y, /A PAH B ICB T 2R & PVR OZ(LROMRIL, BANESEANTHE
fZlL Tz (CTD2.7.2.3.3.2.1 TH® Figure 19) ,

2.2.3.3.3. H¥hED Lk

EINE 3 FEAER (A1481298 #BR) Jo L ONEBRILFEIEE 3 FHERER (A1481131 3ER) OB mdk
FUOR—RT A T =2 E i LI=E 25, A1481298 iR CId B AZSEFIEL & L CIRE 20 kg LA
T LR 20 kg HOPERE 2N FN 3 FILLE, 26101 EERE LIZ2D, A1481131 sBRIZHA~
1~4 W DIEFIN 2 < MAAN DTz, ANEZBRAMMOPREE IR E EN T2 <, RO
BHWEERERI Tl Z L IFARETH D LB X T,

PRI, WaBRic @ mE 2 aG2ERHEE B T 5 IfTEIRE /R XA — & @ PVRI 1 L O mPAP
WZOWTHER L7/ FE Lo ERT,

EING 3 AR (A1481298 5kBR) & [EIRSILES 3 AHRER (A1481131 iBR) OFRMERHMEEHE T
&% PVRI & mPAP Z Ltk L7z & Z A, A1481298 ikl O FEAMIEFIEIL 5 B & D72 DD, PVRI
D 16 #FKF (LOCF) D R_R—RA T A 2T DIV TIE, PAH EIRERFO H&RGE & & iFIR T
=25 A1481131 FBRD 7T £ ARBED KA L 0, A1481298 5BR 2R D i FHE A Fla] > T
B, A1481298 RER D x DIEFID L D434 1% A1481131 BRER D T EREDO AT OFIPAIC S £h
TW=, £72, PVRID 16 i (LOCE) OR—Z2F A4 b DOEBEDFERE S R—2 T 1 1T
ST HHORERE TR LTz, S5, A1481298 #BR(D mPAP @ 16 #HEF (LOCF) DX—RA T A
B ONWHEL R, A1481131E&t%’ﬁ@fﬁtﬂikMﬁﬁﬂ%ﬁi@ﬂ@@k FIFEE TH - 7223,
mPAP OZEALED X S D& [T A 77— /WIZEBIT D PVRI OBV EIZHE~, $eh2 (THEREL
TIRRBEE DFE) KT DHELOENLY KREWNI &, HBREOHIZIT PVRI 232k#E L T\ T
HAEHIMIZIE mPAP O _EHBREICHAOND Z ERHDHZ 2Tz 2D L, L0 EL OWEE
TOFHmMAMLETH Y, A1481298 SABRIZI T DHRE T CTIIH 0 IC8GEH M A RE o7z &
Bz, 728, A1481298 SEROTE 11 16 R ORI CAIKD/NE PAH BEF TR 285300
ZRHET 5121E, mPAP XV & PVRI O G305 Th 5 & OARMOHE D RfiE (CTD
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27323H) WHHZEND, TNOHDOEOFERNG, AIITHANNEPAH BEICH L TH
Al481131 BB CIEH LN HEOARKZ R G L& YT A28 ENIF T 5 L E X T,

224. Y - AR (R) REOBRIUOE & D

ASED /N PAH IZKT 2B L OZEMEE, AARNES 1 G2 ate 7T BRB _HEHR
PR & U COE0E L7 A1481131 BRI L UV i < BHIkeER O A1481156 7R O [E B
LFEFABR CHER STz, 20 2 RBRO AR IS W CRRE L HELE Y - & (KE 20kg B
INRWZIE, AT 7 4 LT 1EI20mg & 1 B 3 [EEOEST 5, KE 20 kg LLTFO/RRIC
X, YATFT7 4L TlIREI10mg % 1 B3EEOHEGT S, ) (X EU THARS, ENE 3
HHREBR CTH D A1481298 S ERDO YL - HE L LT,

2231 HIZ/R L= LB Y, PAH OFRE, Wi EEHER X OWRRE, FSIEME, 1R, EWNST
EWTR L, £, BEEERLA, B PAH AR X OVIE PAH BBEIZBWTHARAN EAME A DR
TIINNT T 74O PKITFELIL TV, REMREELZZIFICKWEBZ LN, &6,
W 3 AHRRERIZHA A AN DALIZIERNL 6 Il & D ETH - 7203, EWNAOERKRER THE 5 vz PK
DOLL#EE, PK-PD OL#EE, HWEOEN D, ENIMIKE BTN EEZ BT,

725, AT L AT AEE 20 mg ORGEIRTEH4 M U 7= Fp & oA CHEM LT — % T
SEFMRNT 21T~ 72 & 25, ERNAOIKRBR ORISR EBE & [F UIRE kg UL E> 1Ll E 17

LA T OBELEFNCIIT 5% 1 A G-I, {KH 20 kg LA T T 18.4 mg, {AH 20 kg #C 46.3 mg
bolz, Fiz, BREkg U LD 1L E17 LA TOREFIZHEWT, KPEOTEME - HE
D1 AFEGE (KE20kg LLT : 30mg, KE 20kg # : 60mg) % 1 HLLERA Lz BEER D

W1 BEGENE, (RE20kg AT T334mg, RE20kg 8 TS9.1mgdH bV, TEHE - HEL

FERICTh o7, Fo, FAEREROER L LT, ZhbOEFEMTHRE SNZRIEHO
BRI FERREIMEL, ERAOBEKRRBRSC N E TILBE LN T DA AREOLENET — % LiEWN
X72neEx bl (CTD2.74.622H)

PLEX Y, /N PAH BE Z XI5 & LTz ERRILFERER D A1481131 35RE LU A1481156 3R, 72
HONCENE 3 FHBRD A1481298 R ) B AIKD 1 5% LA ETIRE 8 kg LL ED/NE PAH B3 (12
KT DHINER I OREMEDHER TE LWL, o ORBR CTHlIRT — % /Sy 7r— U 25
L, AARNNREPAH BT 2 HE - HE () #iE LT,

728, UANFAEE20mg & LT A OD 7 (VA 20mg, FIXLATFAREH R T A vy
900mg O TUFHIE D AW RO RIS DNHERR S T2 728D, LT A8E 20mg & [FIEEIZ L /XF4 0D 7 4
Jb 2 20mg (XA ES L TN 20 kg BBOO/NRIZHRE LT, AKE 20 kg LLTF O/RNRIZ 3 Al RE 72 LN T A
BB N7 4 21y 7 900mg 13N LV ikl O 8 kg LA Eod/NEIZH L TOHE - H

() ARELE

3. 3E 3R

Galie N, Humbert M, Vachiery JL, et al. 2015 ESC/ERS guidelines for the diagnosis and treatment
of pulmonary hypertension. Eur Heart J 2015.

Abman SH, Hansmann G, Archer SL, et al. Pediatric pulmonary hypertension :  Guidelines from
the American Heart Association and American Thoracic Society. Circulation 2015; 132: 2037-99.

Bernstein D. 433.1 Primary Pulmonary Hypertension. In: Kliegman R, Stanton B, St. Geme J, et al.
editors. Nelson Textbook of Pediatrics. 20th ed. Philadelphia: Elsevier; 2016:2239-41.

PFIZER CONFIDENTIAL
9



VT F 7 4L JNE PAH
1.82 ZhAE - R () , Ak - HE (8) ROZORTERL

Yo EC, M K=, REE UL, . s EREIRE T A KT A v (2012 SECGETRR) . 6
BSOS L DT A HA RIA4 v (2011 FEARFZEIERE)
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VT F T 4 N PAH
1.8 WwfrE (%)
1.8.3 il EoEE (%) KOZ O EMRL

LER EorE () &eEmin

M EoiER (5

A EAR L

(&%
= =

AH L HIEIE D D VT —REEHR (NO) fith53 (= hue Uk
Uy, WERSEET IV, BEEEA Y VLY RE) L offHIC kY BT
TERDMER L, @EICImEE TS ENHDHDT, KRHIE
HORNZ, WEEH DT —MbEFR (NO) 5N EG ST
WRWT &R L, ARG R OER5%ZICBWD TS g
Wb o WE—mbzEH (NO) f5EREE IV E S +aEE
T5Z2L, [ 1Ez OHEZE]

72721, BEh AR ) I SE ORI I B C— B L 2 R W AR A
&ﬁﬁ®ﬁ%ﬂﬁ%hx%&#ﬁéh6ﬁA BREREIZ A5 %t
JGETE D ERRIZB VT, %ﬁ%ﬁ%ﬁmrﬁ®%$ +43 78
ﬂd&%%%ﬁoE%@%kf BEEICEETDH &,

BAT O LT FEE 20mg DUs

f3CE L RIBRE LT,

(2 RoOBFEIZITRG LN E) ]

(1) AFN DRIk LIBEUE OBEEIE D & 5 B

(2) THIEIEH D WT—bESR (NO) 53 (= hae s Uk v,
ARYEET L, REEA Y YL E RE) RGP ORE [ T
%J,FWEW%J®@§%]

(3) HEEDIFHRERE D & 5 & (Child-Pugh Class C)

4 U b Fensg ﬁiﬁ' VT ENEFGRA, 4T EN,
A TFaFr—u, TTTFLEALKERI L RAEZy MR
Hlzgbholbd [ HHAEER] 0mESHE]

() 7 IAF v UEEE (ROAD) 2GR oRE [ TFEEEH]
DIEZ ]

(6) AVEME ST =gy 7 T —F (sGC) KA (VAT 7T 1)
G oRE [ THEAEEH] OESH]

BAT D L NTF FEE 20mg DUs

f3CE ERIBRE LT,

(%hae - Zh RIS 26 H EoEE]

1. JEH R il s 1 ESE 12 B9 5 WHO HERENEE Y & A TIZEBIT D
B - BRI ST R,

2. RFIOFBERIZHT= - TUE, BHOIRETA KT A BB ITH
HOESERFT 52 L,

3. NETHE, BERME ST AR PR A B R A i K OV RO

R 5 it dh IRePA A o ofn I 55 DA 0D At A 4 At s i i L 2

B DM « AT STV AR,

4. /NG, AN O it Eh AR A o i EAE D YRR LS -3 72 Nk M Y
REBAEATHEMOS & T, ARNOEL Y] &< b A
Fioxt L ClEHEEETHZ L,

1.2. BATO L RF A 5E 20mg
DRI SCE LR E LT,

3.4FHEDOU SLEESEIC

\ZEiEk L7z,

UHE - eI 26 EoEE]

(L3F A4 0D 7 4 /L4

AANT O PEN CRAEET 228, DR B RIS N D Z L1722
W2 dh, BERSUIAK TR A ZIeZ &, [ NEA EOEE] DIE
]

LXF A 0D 7 4 VAT

PN

é&g%%fﬁ%(é%%%
FAEVERAER) (ISR DARMTT

15, BB S ﬁé’) =5
7~

RE L
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VT F T 4 N PAH
1.8 WwfrE (%)
1.8.3 il EoEE (%) KOZ O EMRL

i LR (%)

BEARML

1. HERES ROBEIITEERICEETDH L)

(1) AMFEZE « A H i ST A JE D BEFEE S il 6 % A LAINIZ &
HEE (I bORBEFIZEB T HHEMEL MM LT
AV AN

(2) Hf PR E ST EEEROH D EE (= e 7y R b

U oA (NO BE5-3E) o/ MrEEIMHITEH #3252 &2

RO HLITWD, IR ESUIHE BRSO & 5 B 2%t

T LIS LT ey, ]

F k7 v —2A P450 (CYP) 3A4fHEHRK (%L, —=U R

ATy, VAFTL, THEWFTFEN, RVT 4B,

oY ATy, T AuwA L) BEETROBRE

[ARENOIMFEFRIRREN EHF 52 ERRO LN TNDHDT,

HEICEETHZE, ( THAEER) omEzi) ]

FEOBKSREREE (VLT F= 2 VT IR

Cer <30 mL/min) O & 5 EHE [MFEHREN EF35 2 LR

HONTNWHOT, HEICKRETLZ L, ( [HEDERE] O

HEH) ]

(5) R T EE O EERE DO H 5 BE T REN L5
THZENRDLENTNWAHDOT, HEICHEEGETDHZ L, (5K
WEhte] OEBH) ]

(6) clEWT IR A B G- D [ THHEER ] OB

(7) & E (fE <90/50 mmHg) |, AR, B A2 = H R
JE, BAMIEERERE ELE RO DD BE (AR E ILiE
ERICE Y 2O ORBRBABEISE BTN H 5, ]

(8) MMt FRAMAE RS [MIEAREMEDBEIZITHR AR =
AT 7 —E OBIRIIIEE % FFOREFI NV EGRD HIL TV D, ]

9) WAL F REEEFOBRE [ HAEEH] OESHK]

(10) & [ [EwE~okh) , [3EpEhiE] omEsE]

(11) X ofEE EXRM (Rl BEEOMKEL, Peyronie %) @
HoBRE [ AFOFRAERICLVEENEZ Y, ZoftEE
KITWA A R ZTAREERS D, ]

(12) SeRARIMERE M OB [FHEEDORN L 2055, £,
SRR AR ifn BRE i (P S AfiEh AR At e i =0 A b 5 & L 7=
SREERERBRIC VT, 7T B AR GHIC AR 553
W CABRMNSEE L 70 5 i BAZERMEN £ < S S, sl
B ks ns, ]

(13) ZRMERE, AR EOBE [(FrahiiEDRK & 720 15
%o ]

€)

4)

(O)~(1DBAITD L RF A
20mg DT LHE L ARk E L
776

(12) A DEFRFER ORE R
HoOXF|EL,

(13) HATD L /3F A §E 20mg
DU SCE) L FREE LT,

2. BEREAWER

(1) =ARTaRT /7 — V2R < Mo ffEhRm: it & i e e &
OFHT 2356 121%, A2, ZaMERHELL TWRVWO T
DIRBEREITWNENOHREGT5Z L,

(2) i /& PEoRE Y, MFFIREAZEME B2 H T 2 B3 oL %
OREEZZ LB SELBZENNH D, MFFIREEZEMR R

BT D L NTF A HE 20mg DHs
M3CE LR E LTz,
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VT F T 4 N PAH
1.8 WwfrE (%)
1.8.3 il EoEE (%) KOZ O EMRL

i LR (%)

BEARML

EHT HEFITET 2R ONEEMEIIHNL L TR
W, ZOXIBRBEICH L TCIAKEZRE LW EREE
LV,

(3) HENRURIEE, AHE, FHEIRBDLNTNWDHDOTH
B OIS O BB T T 258 ICI3FEESE L 2
B

4) HifLofGERIKT (B4 2 > KPS o ke EpEs, i)
MO, AR B RE S /MR EE R, RREFRFRRIE)
ZARAE LT D AR it ) i e FR S (ARA O % 5% B bh
L7z, SHMEOHIMOGERIENRREED Z ENH D720,
MBS T @& 2170 2, [ [MHAER) 0ES
AR

(5) ARHIE G4 BB EE T SUT B RN S 5 b
THEITE, BEONICIRBIEMEOREEZ T D L), BE
WHRET L2, [ [ZofoiEE] OEBHE]

(6) AHIP G54 2L E K T SUXZERMEEERE (FgY, »F
WEPED ZERBD) BNHOLLNIESEAITE, e H R
BEMEORZEEZTL LS, BFIHEETZL, [ 12
DOMOWEE ] OEBMH]

(7) 4 KR LA E O ZhE O FE R ST Fre e (6 BRI LL_LFREE T 5%

HEPED Bd) MHOAETIRERAE FEEG TOEAISHRE ST
Do FHEENEIZX T DALE & eI T 720 E R D
PG SUTEHERRE 2 K BRI D 2 ENH DL O T, TN 4
WERI DL ERAE 3 D IR 2 T35 A,
ZIBHEOEESL L,

EHIZER OB W &2

3. FHAEEH

AFENTEL UTHAHIEESE CYP3A4 IZ L » TRET S5, CYP2C9

LOTNTEHLPEEG L TND,

[ TmEhRe) DHZM]

(D) PR (BFHLZARNZ &)
KA 5 ERARIEIR - B TR | BRA - faBRIA T

IR OV NO it 5 [ GRIC X v, BRESE [NO IX cGMP DA
3 AR 22 L0 | 2L, —J, &
(=rmrZV+® bHn Y, F1E cGMP D4R %

U, dAEEET L,
e AV VILE R

a5 205,
mAIOPFHIZ L Y

sy [ Tk IR cGMP DHIR Z A4
Z ] % WEFEAE I 23 e85
%.

U R e LS A B
(/—¥7, Lk
Z, TAXT v I R)
ZVT BV E A R
(FVoax, 7L
TVat v R)

A oD 1A o B N
ERTAHIBENLDH
60

U hFenntoftH
WX, AKH o gE

HREDS EH L, &

CYP3A4 [HEHKIIA
FloORH 2L ET 5
BENRNH D,

BT D L NTF A EE 20mg DR
CELFERE LT,

PFIZER CONFIDENTIAL

Page 3




VT F T 4 N PAH

1.8 IRFCE (%)

1.83 il EoEE (£) KO%E O TR

i LR (%)

BEARML

AT EN
CAETAVD
A4 NT7ary—i
(4 FUY—n)
T 7L e
(FoEv2r)
oAy NEHR
S

(A& VY ENLR,
TFURAY, T
a7 R)

AR (Coax)
S O Ifn A5 AR s - R ]
Hi# T iEfE (AUC)
MENEI 39K
105 fFizEEmL7-
O [ TEpmEhRE] o
HZ ]

7oA S R
(7 v hua k)

T ALK T IR
&% QTe IERAEA
yARY: L B S Eay g W/
H5D,

BEFF B,

ML T I A A a
MR OO &
D, QTciERN & 5
bidBENNd D
EDOHENRH D O,

sGC HIlJE 7]
VA 77 (TF
LR R)

PERIC XY, JEENE
B EZEZTZ L
nn ",

VAT 77 MEEI
X 0N cGMP &
EREMmL, —7,

AHNE cGMP D4y fiR
ZAET 5 Z e

5, mAIOPERIC X
D cGMP DHIfiE PN
EREAL, 25
JENZ ARG 75 B %
KiETBznnd

%,

() PFHEE (PRI

EETLHZ L)

KA 5

BRARIEAR - HEIE T 1A

BEFF - fEBRIA T

CYP3A4 BHESK
(F¥FENL, =V
a~xwAT, A
Fo, TEYIFE
L, XV T7 4 E
v, 77 ) Aa<A
v, T Aa<wA
oK)

AR O i B H R A
bR LU= EoHENRN
Hb,
HXxFEN, U R
mES S GG A
F ORI L
D, AKHFIOIMmAEHE
FEDS EFH- L, Chax X2
WAUC BZENEH
1.5~2.6 {5 O 1.6~
3.1 fFlicEhme7-
S8 [ TSR RE )
DIEZ ]

CYP3A4 [HEHKIIA
FloORH 2L ET 5
BENNH D,
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VT 7 4 v/ PAH

1.8 IRFCE (%)

1.83 il EoEE (8) KOZE ORERIL

i LR (%)

B2

axX &

AR

CYP3A4 53K AFNO MAEHFREEDN | D OHEANZ LY
(TXHAEY Yy, [KTFT2BFNARS |FHE I CHlR
TJxz=r 2, U |D, WZE0, RKHNORFH
A AN A N Y% MetEshdBZENn
NRePry, 7o) D5,
SNV EH — L)
A AV A (1) AAIEOPERIZ (1) WAIOIFREEENY
(k72 07) X0, MEETER |Z2MMERSERE 2
NHRTHBZENN | bivd,
b5,
Q) RhErHZ Tk
Q) RerZ o | VFESN-HTEE
PEHICE Y, KAID |FITLD, KEIOMK
MAEFPREAMET (MRS D BE
L, Coax XONAUC 8 |38 5
ZNEI 045 5
0.37 f#IZii Lz
0 [ TERmEhRE
OIS ]
o S 34K T Au U EOR | AFIE IREEH
JEAIE OO CTHIE [\ X DREEERZ2H
ERZHIR LD [T 5720, PEHIZE
WiEndH 5 M, % W /E % S 4
HIENRHD,
o T K R4S D,
W & OB T
FWEDHRIER L
PES MK T A3k L
§&®$&%z)§2§>é
FEC ST MR 28 FE L
T 5 & ER/NRIC
Mz 578, KHl%E
B 53 2 Rl ouliE T
HRYR TR o A oI
ITENRENZE LT
HZLEERTH
B
LY F R O X 0 BRIEVER
DETRT D B E D
b5,
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VT F T 4 N PAH

1.8 IRFCE (%)

1.83 il EoEE (£) KO%E O TR

i LR (%)

BEARML

X 3 KR

A L0 i (52

AHN AN A3

(U757 1)) HIEE) OfERRMEN | & 7 S H o i i &
FMELIERDD, |EHMESEDHZD,
PFHIZ LY &tifo
FBLZ R T D%

nNndH 5,

FTo, AR E
VZRE D /N BE 2
NS EE &
(O8I Y E S/ STE
e A R X D)
ROk [E 1% & OF H
LCWbERETIIA
HA I 7 & oo H i A3 3¢
LT,

4. BIWEH

B PN

AW E T HEE S 725 TARRER (77 & R xR H 5 RHiaER)
9 AR D B O BRIk R 53R VR e 27 ) —)L b
OO GHERIZIWN T, ARHIE BG5S v 7 B R i & i iE
B 408 1D H B 303 FIZRIVE- S REL L, 2BLHRIL 743% Th >
7o ERRWER XTI (40.7%) , HILAR R (13.5%) , WAL (13.2%) ,
AL (10.5%) , TR (103%) & THot-,  OKRKF)
ENERARREBRIC BN T, ARENZ B 5 7 Sfish R it s ifn 90 £&
F A4 B0 H B 25 FNCEIERNRBLL, HBLHEIL 56.8% Th -7,
FREWERNZER (22.7%) , WAL (18.2%) , St (6.8%) ,

DE (45%) , TH @5%) FTHoTz, (LI HERR
B 7 )
N

[EI B 3 [R) 5Bk ¢ 20 & 72 28 AR AR 35 K OVE Wifike sl B iz B0
T, AA % 85 STz ish AR it s i) =58 B 229 Bl 5 5 110
BICEWED IR L, FEHRIT 48.0% Th o7, ERRIWEMILIE
Ji (14.0%) , WEM- (6.1%) , MEJE (5.2%) FEThHo7-.

ENEEARRBRIC VT, ARFIZ &5 7 Mt mh AR i i+ 2
FoBlDHH 3HNCEMERNEIL, EARIVERIZEER 2 #], &

Hif 2 flChotz,  (REEER)
5%LL 1 1%LL b 5% 1% A Tii
PR RIEE | HER, O F W | SEEE JrEEE, RN
R, Seqd

MmEREE [ RILE, 1FTH I 4 B
HigkEE (R, I8 (e, B2, B | EmATYEE,

i, L, T | W AR Fi

2l
i E kR VUM, fdm, T ab | B

A |, /NE PAH HBEICRT5
ik - HEZB8NT512h7-
v, BUTO L /ST FEE 20mg
DO LEFTH SN TN D
ANDEAE L, Fiiclcibih
7o/ NROREAE 2 43 0 CRoET
LT EELT,

RN
BATORHEDI RN TRI LT
BWEHTH D Z L 2HART D
72912 ThAN] &iBFL L7,

AN
/NYEPAH FRAE % b G 520 L
7= [E BRI [R5
(A1481131/A1481156) B L °
ENERRRER (A1481298) @
fEEICE S X IE L,

BARERIZIE, A L OVNIR
PAH B x4 & LTz iRR
Bra BE LT TR B & fodk
L7,
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VT F T 4 N PAH

1.8 IRFCE (%)

1.83 il EoEE (£) KO%E O TR

i LR (%)

BEARML

(O Ry ik J, RIS, BYHTR,
i T
M 2R, M S, Bk, SPA, | EMEEEAR, S
2R & OGERR I IR MEHEEZE, Sk,
s RAEIR, EX
PEDRES
R s BAUE (FHE, o5 | FEE%, IREAR
FUEZ L), T, PRk, M,
rElE TR, ERFEIM, |[REOHD X,
RRkEE, ANk, |RE, S5, 5
=W, MR | PTRETE, i,
&, ORE HEF R, IRH
i, RS,
IR, AR
R, AR,
IR¥TAEAR, AR
MRS, R
&=, EOKTF
B Ok gy, e
i
B K OV ZIPEIE, B, AL ZITIE
TR R B
—i% - 2y TRIE, Modm, YT, |, EIJE,
b e OV HEER R, MR
R UVAZRIN PR, B
fe
DR i, SR O
Wi, 77/ —
v
Ko A ARE
A RO BAAR
T fEsE
IR ESPYO) i
U Lo RbE
AEBH R K Y H R a2 i,
LBk PHECHETR, R
LT
B R F AT REWD, ALT
(GPT) g,
AST (GOT) #4
m, ~&7n
v, U
ZXERB D
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VT F T 4 N PAH
1.8 WwfrE (%)
1.8.3 il EoEE (%) KOZ O EMRL

i LR (%)

BEARML

RAF L OVNE PAH B 255 & U - ERAREER 2 55 L7z,
BN - FEIPNERREER 1 38R K O E C I S A7 BR R aER 3 36k
OFERAZER L=, SMERER 3 BRI 2 A OF 51X, 20
mgl H31[E, 40mgl H3[E], 80mgl H 3 EDOWWTNNTHoT
(AR OSEICIH T D AR HEIZ 20mg 1 H3EITHS)

AN EINERREUER 1 3R K ONE BEIE RIS 2 SER O fE R 2 G
U7, [EESILFERER 2 3BT 2 AR OG- &iF, 10mgl H3
B, 20mgl1 H3[E], 40mgl H3[E, 80mgl H 3[EDVWF L
Thotlz (HARMKUOINENZ I T 5 AGEH &I A 20 kg # O/
(Z1E, 20mg & 1 A 38l {KE 20kg LLFO/NEIZIE, 10mg % 1
H3RTHD) .

5. EEnE ~D& G-
EEETIIAKIOZ VT I ANME T T 5720, EEICEST
HZE, [ 3R] OESME]

BT D L NTF A HE 20mg DS
MECGE LRk E LT,

6. UiTha, PEkw, RIIRE~DOEKE

(1) LEha
T SR L TN 5 ATREMED & 2 i NI TEE b oA 5
DaltEz B D EHE SN DGR ORBEET 52 8, [IE
YR OB 5T BT 2 2T STV R, ]

(2) =H
BRHIFA~OFEITRET D Z ENEE LD, 257G
DAL S 2 L, [(KRBIDOREFLF~DOBITIEAR
HTHD, ]

BT D L NTF A HE 20mg DS
M3CE LRk E Lz,

7. NRE~DEE.
RHARER, #HAER, IR UIARE 8 kg KD IE K OV
VAR 2 2 BVEIIMET LTV R0,

EINFL D /N PAH FRE % %f 5
& LT RARRBRIE 1 Bl BT
R 8 kg L EDBRF x5 b
L7=7=%, BUTO L RTF A EE
20mg DR SCEOFLH A &
EL7,

8. WWEE

(1) SEAk
SAENCIBWT, FEEEWIEREIC 800 mg £ CHEIHR S LZHA,
AEHRZIIMEHETRDO LN LD LREETH - 7203, £ D5
BEEEIEE T ER L7, 200 mmg 5 ClIRAEFES (B8,
AL, DFEW, HILARAR, Bk, HLREE) ORBLRTIN L7,

(2) H{ETTIE
B G- DOBE O R BN 22 B RIEI T 720 A8, @Y 7 e HE R &
1752 &, ks, RFNTMAEEAREEN E <, RPPEESRERN
BWT=OBBITICL D7 VT 7 0 AOREITHIFTX e,

BT D VT A EE 20mg DR
fICELRRE LT,

9.3 EOHEE
(LAAFF5E)
KNS AT - PTP Gl2E D FRANL PTP v — b HULD L CARM
THEOEETAZ L, [PTP O — FOEMKICL Y, BWELA
ERONETEREIEA~HIA L, FICITRAZ B Z LTRSS D ®E

BT O L3 F A EE20mgl%f
TOHEEMETHY, Thi
BARE S 272 Tl A iBRL L
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VT F T 4 N PAH
1.8 WwfrE (%)

1.83 il EoEE (£) KO%E O TR

i EOEE () AL
BrRAHELZIET 5 Z L pBEShTns, | =

(L/3F A 0D 7 4 )V 4]

AT - 7V S WA D, HH (7 v ) &Y | L/3FAODT A L LITKT
L, BB fREC/CIRAT 2 K 5 iBET 5 - L, HUERE, HRME (R0
AR - AAN T O BIC OB IR A R S8 5 & B 5720, | RRSHRR) (250 R

MR DA OK7a L) CTIRHAETSH S, £, KTIRHTDZ
LbTED, ok, AANFELEFEOREBTIIRASERN
&o

(LAFABRBH R IA v )
AR RIA v ay 7ORETHE L TR LARVnZ &)
%@ﬁﬁ FoA4 a7 FERALRZVWE Y FBETLH |7

ﬁiﬁ& AHNDOEZRITK 60 mL 2z TIEVIRE %, &5
12K 30 mL 22 TIEVIEE T uy 7HIZ#ET 5. 1 lc

DN TIOmL DKREMZ TBET L ENTFT7 4L 1LTI0
mg/mL DIAER 112mL 725, o8, il o oy 7AlZ KD
LIS T HICHIR L AWV T &y

Fehms . ARG O e v TRIZR 10 EIE S 5%, M1 (A
BErEl 5T L,

EAEH - RGO v v 7HKIE, 30°CLLF Tl L CRrfFE L
HiESE720, AFDADEERIE LB LARWT & nﬂ
ooy ZHNTFRE A S 30 AUINICE L, ikl LW
RNeslIFEHESTDHZ L,

ik, RBREE R %O EX
L7,

I

VAFABEBEH N7 vmy
TN D HAN B AS R, L
ik, B5RE, RAFROEER
ZRLE LT,

10.€ DL OFE
(1) FEARBRIE L LTHEH SN VT 7 4 VOl D

HEWMEIZBWT, DARZE, D295R5E, DL=EMERER, M
Hif, — @t R R & O EE RIS REEN LT

f74”&5%u%ﬁbf%éo;ﬂ%®§<@um%%®
VA 77 0 28— H L TCWDLBRETHoTZ, £ DERN,
PEIT 2 WP XUIMEAT A% 2380 B, DEBITiEd 583, AT
Zl2 LIV NVT T 7 g VEBRICGEO N Db o T,
TOMIE, VAT T T 4 NEEG LT AR O S5
HZICHE SN TS, 2D DIEFIZOWT, VAT 7 o
b, YEATH, ASKRHEENA L TV ODMERESE, b0
%ﬁ@ﬁﬁébﬁﬂ@@@?ﬁﬂﬁ%@@#é@koﬁ%%
ETHI LT TER,
AN L ORFEER T S TRV, FEICRBWLTHEME)
YRR LT SN AR 2GR AR YT AT
7 —¥ 5 (PDE5) PHEIRIZEHT D iilZHAETIE, FHITH
TR TR R DR & 72 0 5 2 FEBRI N AR MR
PFE (NAION) OFBINHE SN TWD, ZHHOEEFD
% <1%, NAION OG- [Fhr (50 sl b)) , BERIE, &
ME, FEIRREE, misME, BIES] 24 L T\,
AENZFBUVT, NAION 2588 L7245 bl Lo B (fEhik
P v P LS S AU EBNIER ) Zxtg & L CE S

2)

(H)~QB)BATD L AT A §iE
20mg DOIRAICE LRI E L
77
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VT F T 4 N PAH
1.8 WwfrE (%)

1.83 il EoEE (£) KO%E O TR

i EoEE (%)

BEARML

M7= B ERHFRIFSE TlE, PDES FLEZKO&K 506 ¥ (t,)
O SEOHMN T 7 4 VOEAERK 1 BLNIZHEY)
I%, NAION FELY 27 D3 2 (512725 Z EmvlE STV 5
13)

(3) FHHI & DK FEBURITI SN TIEZRN A, BB E T 3
Zesk VLS A3 K % & T e PDES BRSO il 4 M OV PR 5 BR
WZBWT, FRCHESNLTND

(4) A L ORFEBIRIT & Tldie <,
IZB W CHPE R AR R E R
LizéESnTn5

O MEExSRE LEEMEGRERICEWT, AEHEEZHE X
EHER RO RE, KRHERGRIZEE)No T,
[ TERIREGHE | DHS ]

(6) FH| & DR FBIRIT 5 TIEZR A,
e PDES [HEIEE 51412,
nTWna,

(7) 7> bORO 1 5 HEERBR T 45 &0 200 mg/kg £ TR

IS TH L0, FHE
A G, i i 25 R,

AMENZ BV TARMZ
FNUS, FEREEORBN WL S

TEENARIE N A D AVTZ & OWEDR B D3, 6 5 HEER L O AR
‘l\iﬁfﬁﬁﬁf mu&)%ﬁ%iﬁﬁﬁoto if\_, I:V—7/1/ji0)ff\‘§lih§/ﬁ;q

FMEREBR (6 4 A, 12 % A) Ok & 50 mgkg BEIZBWT,
TEEN R M N E S R MEENARR D3 2 BTz & OED B
%o L2L, ZNHDOIHEDE S ~OHFEIFIRE D &)
WrsihuTuna,

(8) BMWERRT, AT = EaRICECHEEEE OBMERENED
WENDDHOT, RHFEET 258 ICITIRBREZ1T O
REFEBELCERETHI L,

(D FEIZB W TAAR S
i34 %mmﬁ%ﬁbt&wo
RS I RS X RE L,
(5) /NEPAH BE XI5 L L
7= E R AL R R ke sl B O fE
RICKSEERE LT,

(6)~(8) BIFTD L AT A6
20mg DR LE(4)~(6) & [F]
KL L7z,

TRRED

2.BIER

N F L OVNIIZ BT 5 AR H| D
% PAH ,E’%%YXT% L7z E‘:ﬂﬂ% nit% %fﬁ'?A Lﬁ_ﬁ#ﬂ?‘f‘t%

VT F T 4 LN PAH H

e SIANGEY IR

mm

T 7 7 A VEREIETH 720, BEERIE, AR IOV
IS EAERR LTz, DRSNS S % Table

VIR LTz, FEER 0.5% U EORIWERIZ & THERICRE Lz, FEHRE 0.5%ARNMORIEMIZS

WX, T ORIWEM Z i L7z,

CVANTF 7 4 VORIWER L L TRICIEEMES LI LB 2 D RICET 2BHWEM &L E %

DOEWERD H B, R LTG5
- CCDS IZit#n b 255 (ERERY,

2 FILL iz

/7?\
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VT F T 4 N PAH
1.8 WwfrE (%)
1.8.3 il EoEE (%) KOZ O EMRL

Table 1. PFAMRHTHER © BN L OVINE PAH B 2 x5 & U7 iR B
N AMERG R RBR(A1481140/A1481142, A1481141), ENEEEAER (A1481252)

/NR ERSIEEEER (A1481131/A1481156) , [EPNEGRER (A1481298)

ERPRRAR A B
BESE (N=687)
AIVE
Uit 4 RBE%)
HibEE
BLO 1 0.1
OB APEE & 1 0.1
OB AN+ TR 1 0.1
LyFrs 1 0.1
EE 52 7.6
EES 12 1.7
Gli3HEZ 3 0.4
A 1 0.1
(ERESTERERV R/ 11 1.6
T 46 6.7
IR I E A 1 0.1
WG B A 2 0.3
FEMER Y — 1 0.1
H ZENTEES 3 0. 4
H PR 3 0.4
7 JE P 1 0.1
P 1 0.1
Rtz 1 0.1
HIER R 61 8.9
fE R 1 0.1
G 2 0.3
5 9% 1 0.1
PEEEIoE N 1 0.1
JEK 1 0.1
JE e 53 7.7
PR A R 5 0.7
[ E AR 3 0. 4
(S 1 0.1
5% 4 0.6
A 34 4.9
—i - 2HERB X UBR A ORE
OO & 1 0.1
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VT F T 4 N PAH
1.8 Iwf>rE (£

1.83 i EOEE () MUZORERL
EapRAER A B
BE OB . (N=687)
mIVE A FHGE
it FBR (%)
GHES 3 0.4
JESIENRY 1 0.1
T H R 1 0.1
T 28 ARTRHE 2 0.3
[EE0apE o 3 0.4
Jages 12 1.7
JiE A R 4 0.6
sy 5 0.7
H & 1 0.1
A 1 0.1
L H R T 1 0.1
Eyak 4 0.6
FEEL 8 1.2
W7 11 1.6
eI 14 2.0
HATIEE 1 0.1
) E 6 0.9
TAES DIBI UG 1 0.1
ol 2 0.3
3] 6 0.9
BIIETS & OVFAE MIE
CHITHR 1 0.1
BRI 1 0.1
ESEIPS 1 0.1
FFRRE R R
JHFRE R 1 0.1
IR E
— MR 1 0.1
TEREAS 1 0.1
MRS 1 0.1
AL EY 1 0.1
AR o> R Ak 1 0.1
AR o> Je 9 1 0.1
AR oD pri s 1 0.1
AR 2 2 0.3
MR RS 1 0.1
/535 SEAI 1 0.1
MR . A P 1 0.1
ARSI 2 0.3
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VT F T 4 N PAH
1.8 WwfrE (%)
1.8.3 il EoEE (%) KOZ O EMRL

EapRAER A B
BE OB . (N=687)
mIVE A FHGE
it FBR (%)
AR5 i 19 2.8
AR A 1 3 0.4
AR 5 0.7
RS IEAR 2 0.3
AR AN PR Jek 6 0.9
AR R 2 0.3
RS E 5 FEAE 1 0.1
AR B ) 1 1 0.1
AR s 1 0.1
JEAThEE 4 0.6
RS 6 0.9
F B i, 19 2.8
Fl B o, 1 0.1
pjitizEng 8 1.2
e 4 0.6
WEDOR S & 6 0.9
L 16 2.3
Grkiided e 1 0.1
AR LA 78 i 1 0.1
TP R 5 4 0.6
B R 2 0.3
BINET 2 0.3
IR 1 0.1
R LSERLY] 1 0.1
LR 1 0.1
R 3 0.4
BHUE 26 3.8
EUUE (FHE, HBUER L) 2 0.3
PSR A 1 0.1
TR A RS 1 0.1
Shalia 10 1.5
e 5 0.7
F 28 4.1
e o A e 9 1.3
HEE ) i 6 0.9
HEns a3 b R 1 0.1
HEns (B R G 1 0.1
AR 1 0.1
FRIEHE N 3 0. 4
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VT F T 4 N PAH
1.8 WwfrE (%)
1.8.3 il EoEE (%) KOZ O EMRL

EapRAER A B
BE OB . (N=687)
mIVE A FHGE
it FBR (%)
TRARAE K 1 0.1
gt i 2 1 0.1
Z 10 1.5
BEERRB L O SARREE
SRR 9 1.3
R it 1 0.1
RAHIIEAR 1 0.1
B iR 17 2.5
A 2 0.3
CREReni] 2 0.3
f e 29 4.2
i IR 1 0.1
I HE 15 2.2
HER 6 0.9
e 1 0.1
WlisZe 32 4.7
MR 1 0.1
K 2 0.3
HHEE 16 2.3
Mg LY v R R
/NS 1 0.1
A i, 4 0.6
kg e
IETY 8 1.2
SRR M 1 0.1
A LR 1 0.1
A PR 2 0.3
T g 1 0.1
1 I 1 0.1
AL 66 9.6
AR i 30 4.4
B 1 0.1
FERRR, BIERIS X UWRIRREE
eI 5 1 0.1
NEIRf: B e 4 0.6
M BE A PR 1 0.1
MK 16 2.3
KRR 1 0.1
I-0% A 11 1.6
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1.8 WwfrE (%)
1.8.3 il EoEE (%) KOZ O EMRL

EapRAER A B
BE OB . (N=687)
mIVE A FHGE
it FBR (%)
e B S 1 0.1
L RGE Y 1 0.1
L RGEIE R 1 0.1
R RGE MRS 1 0.1
L AGE Sy U 1 0.1
BEEE VR 1 0.1
R FE 2 0.3
ity v AL R HE 1 0.1
JEFEE 1 0.1
DS 4 0.6
St 20 2.9
! 13 1.9
v 2 0.3
His LUK heE
H 6 0.9
HER 4 0.6
#HE. PR LTLABAIHE
vax v 1 0.1
B EfifR 1 0.1
e 3 0. 4
L] 1 0.1
E=95H 1 0.1
LR E
F7 =¥ 2 0.3
DEMRE R A 1 0.1
D EEPEAREEAR 1 0.1
L) 2 0.3
DARA 1 0.1
HiE 6 0.9
TRMEER IR 1 0.1
MR 3 0. 4
BEARMEAFENR 1 0.1
NEEJR 1 0.1
ERERE
ThADA 1 0.1
HEN 44 6.4
[P 1 0.1
T T 1 0.1
B L R RBAE R 1 0.1
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1.8.3 il EoEE (%) KOZ O EMRL

EapRAER A B
BE OB . (N=687)
mIVE A FHGE
it FBR (%)
SR SRR 4 0.6
B BRI 1 0.1
fEiiR 3 0. 4
SEETE 7 1.0
PRl 4 0.6
SE AV 2 0.3
PRE 3 0.4
PR 2 1 0.1
PRI 1 0.1
GUE 2 0.3
GIEbE) 210 30. 6
FE 1 0.1
AR 6 0.9
LR S 2 0.3
&R 2 0.3
REAEFEAE 2 0.3
BB L URKEE
JRIEE 1 0.1
HEPR IR 5 1 0.1
ERRB L UILERE
Hittis% 1 0.1
FE 1 0.1
FE PRE 1 0.1
ot £hitdiE 1 0.1
Epies Skl 5 0.7
PR ALEE 1 0.1
s B 1 0.1
FLIRAE 1 0.1
FLER 1 0.1
eyl P 8T 1 0.1
7)Ykl 5 0.7
A 1 0.1
e MERR 1 0.1
it af. 1 0.1
b 1 0.1
EaRlYY) 1 0.1
RS
RN=YF VT 4 [EE 1 0.1
SR 1 0.1
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EapRAER A B
BE OB . (N=687)
mIVE A FHGE
it FBR (%)
TR 1 0.1
Yyt 1 0.1
PN 1 0.1
IS e =i 1 0.1
U STAT 3 0. 4
MEAR R 2 0.3
ES 2 0.3
AIRAE 6 0.9
R LU REE
@ T A LE 1 0.1
Ea L AT u—VIgE 1 0.1
RERARIR 8 1.2
Koy AL 1 0.1
TR 1 0.1
IRE IR B 1 0.1
PwREE
R B RB AR T 1 0.1
% BIE 1 0.1
B L OB TR R
B 2 0.3
9 FEE 15 2.2
T LIV X — PR A 3 0. 4
JiiIK=gEai s 1 0.1
HLBE 7 1.0
piTeZ 1 0.1
ZIFHE 5 0.7
Jii B 2 0.3
TV 8 1 0.1
FEITREE 1 0.1
B2 9 1.3
BEAR 25 1 0.1
B i . 1 0.1
B o 3 i) 1 0.1
B2 1 0.1
LERRS 1 0.1
SRR
I EUE 1 0.1
Bit, Btk IUHMRHOF AN @WRBLIURY —FEae)
B - A 1 0.1
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1.8 WwfrE (%)
1.8.3 il EoEE (%) KOZ O EMRL

EapRAER A B
BE OB . (N=687)
RIVEH 5
it FBR (%)
ERERRE

ALP #80 3 0. 4
ALT (GPT) #4/0 6 0.9
AST (GOT) E4/n 4 0.6
BNP #411 1 0.1
BUN #41 1 0.1
I N RH#H0 2 0.3
~NES T 4 0.6
U U RERERD 4 0.6
TR &R LR 2 0.3
ARIE 5 1 0.1
G 5] IR ] S 1 0.1
/B REAR AT S 1 0.1
/NS 1 0.1
A e Y L e N 3 0.4
FOR IR B REAR A L 1 0.1
AP R A R 1 0.1
DS 1 0.1
DA 1 0.1
IRE g 6 0.9
TR BN 1 0.1
PR H LRGP 1 0.1
JEEIREEAE L5 1 0.1
N 1 0.1
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VT F T 4 v /NE PAH
1.10 FHE-BIEEDOREREEEROE LD

(B47)
L34 - B4 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 (B4 : VT 7 (V) , T OHFEKONZi 6 ORA
&= 9 CH

HO CO,H

o\\ //o HN
(\N/S \N Y HOZC\)&/COZH
- N\) N\
HsC (@) CHj CHj3

EEAE (MR 7ZRMEAT 2R 21T O (S T/ ehiid & 2 ORI RV EEH)
P B AIRAE s v o i

ML - HE cHEAE (AT 7T EE)
WE . RAIZ T B LESVTF 7 b e LT 25mg~50 mg ZPEIT4 0/ 1 BTN
Behd 5,
i (65 mll k) | HEFEOH 2 BE K OEEDOEEE (Cor<30mL/min) Db 5 BHFIZ
DWTIE, AFI O MAEFRRENRBENT S Z ENBO LN TWDD T, 25mg ZtHAEE T
5Tk,
1 HOREZX1EE L, BGMRIE 24 M L9252 &,
- STBAARIE R S (LN T A 6E)
W, RAIIEI VT T 740 LC1E20mg 2 1 B 3 EROKSE595,

BISREORE  |[WLHEEEN,
A Y FUK : VT F T 4V U

IR - 43 B

BIFN N4 T 7 FEE25mg (L EEPI AT T 7 4 0E LT 25mg &H)
NAT 7 F8E50mg (18T NTF 741 & LT 50mg &FH)
UAFAEE20mg (1 EEPIATF 740 LT20mg &A)

I

Ak
LDs, (mg/ke)
T ( 50 \MZ/KG
A FRA

<A d:>1000, Q: >1000 d:>20, 9:>20

7 v b d:>1000, Q: 500~1000 d:>10, 9:>10
[N s e

= A = B
BT w5 w5 b5 & pili Y AT

I B | (mgkg/H) | (mg/kg/H)

200mg/kg Tl 1 BIBEL, IFE
OB, NPT R
K (F6, 210) , EIFERRH D
Fy b | 1#%A g 10, 45, 200 45 FEE (261)

45mg/kg TITNFEEOHEM, /)
e R FRIRRAE K (82, 95),
BIEERIRE OBE (Q9) .

80mg/kg CIIMEM:, —iEBMED M
» X 17 H B 5,20, 80 80 EDOET R OaE OB,
o L AT a— )LOEE RN,
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VT 7 4 v JNE PAH

1.10 - BEREOIFEFAEROE LD

&M
5 it B b AR L
e Bl R (mg/kg/H) | (mg/kg/H) £
60mg/kg TIXRFE, MEH, #
a L AT o —)LORERN, T
RO, /NEFE R
fEX (81, 24) , FRIRIER
Ty bh| 65K (g 3,12, 60 60 fEX (F6, Q12) , EIEFERIRGF
DIEE (32) .
12mg/kg TiLH IR ARERAE R
(32), RIBERREORE (89
£11) ,
50mg/kg TIXMEM:, —i ko
. JEDAE T R ONMA sk osm, FF
AX | e A ER 315,50 S mRoMI, BRI 2 5
HEIRE (81 .
50mg/kg TIXHEEBA (31 ,
A X 12 5 A o 3, 10, 50 10 R AR S R B R AS
33) .
EITER AR (KNA T T T )
(ENT—#)
BIVER o335 Fi A A A L R B R
69 11/244 5] (28.3%) 45 151/242 5] (18.6%)
BIlVEF O fE¥E 1%k il R B AT i L O FEH 1%k
FTY 33 CPK L5 11
SR 17 % LDH k& 6
FHE (%) 13 % GOT L& 5
FARNE 6 % GPT L& 4
3k 5 4 | y-GTP L5 4
IR ERIEZ (i) 4
~< 7 U MED 4 &
G ET—%)
BIVEA ORI R Fifh A A AT A1 B B R
877 141/2340 5] (37.5%) 447 5112584 Bl (17.3%)
BIlVEF O fEdE 1%k Fifh A A AT A1 5 O FEKA 3
SEYR 377 PRUEHE AR BRI 77
A& pEEE  GRom)) 335 Rk % OF) 60
e N=S 157 IFEERIEZ (F) 55
PR H 157 F ifn Bk e 51
XS 60 % | BUN L& 41 s
< DRI & M E (LT A 5E)
BIVEF DR BLR 303 {511/408 1 (74.3%)
BIVEF OfESE (iR (FEHE) FEARMAME RS OFE  fil% (GEEBLE)
SR 166 B (40.7%) ~NES U 4% (1.0%)
LR 5561 (13.5%) U 2 SEREL R 44 (1.0%)
THHE 54411 (13.2%) AST (GOT) #5/m 361 (0.7%)
GIOI 43 (10.5%) ALT (GPT) #hn 36 (0.7%)
TR 2% (10.3%)
e 7 7 AP —EXaHt
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VT F T 4 v /NE PAH
1.10 FHE-BIEEDOREREEEROE LD

(Gaim)
b4 - B4
[T

ZHEE « ZhER

Ak - A& CEEARE (RNA T T TEE)
WHE L. RACIE LB LEY AT F 7 41 & LT 25 mg~50 mg 2T 08 1 FEancRo
BeHT 5,
g (65 UL E) | HFEEOH L EE K OEEOBEE (Cer<30mL/min) O 5 BHIT
DOWTIE, AAIOMAEFRENEMNT 5 Z ERFBH LN TND DT, 25mg ZRMHAE LT
5Tk,
1 HOEEIZX1RIE L, BHRRIT 24 U L9852 &,
o JR A IR R v of 2 i
[V AT FhiE]
BRA
WE, VLT T 740 L C1EI20mg % 1 B 3 ERERAZET D,
1 gl B/
KHE20kg BOBE - @E, AT F 740 LT 1H20mg % 1 H3EHEAKESTS,
[L3F A OD 7 4 )V 4]
BRA
BE. VAT F 740 L TC1E20mg & 1 H3ERAKS 45,
1Ll Eoo/NR
IRE 20kg BADZE i@, YV TFH 740 LT1H20mg % 1 H3ERAEGT S,
[LAFAREBH I8 v
KA
WE. VT F 740t L TC1E20mg a1 H3EROES TS,
1Ll Eo/NR
AEH 8kg UL E20kg AT DA - @H, AT 740 LT 1H10meg % 1 H3ERED
B545,
KHE20kg BOBE - @E, AT F 7402 LT 1H20mg % 1 H3EKEAKESTS,

(FHRRER % 1800)
BISRE DR E
WA RO FRIK: S AT F T o vy R

RS - 43 B

K| NAT 7 T8E25mg (1 FEF VT T 7 40 ELT25mg &F)
SNAT 7 T8 50mg (1§ LT+ 7 4L LT50mg &)
VAT AEE20mg (1 EEHL LT F 7 L LT 20 mg &)
LAAFAOD 7 445 20mg (1 7 4 VAL LFF7 4L L LT 20 mg 5F)
VAT AR T A > 1 v 7 900 mg (LEF VT F 7 40 & LT 900 mg E A7)

(TR 2 80)
ks
E - FREHARMENG S (R ERRILREE 3 AR L ORI aER)
BIVER DR B1R 114 51/229 5] (49.8%)
BIlVE R o fE¥E B (GEELER) ERRRRAE R OFEE Bk GEBLE)
SR 36 61 (15.7%) YRR M BT 10 Bl (4.4%)
AR 156 (6.6%) mH eV v e N 3 (1.3%)
i 10 5 (4.4%)
FE R 1. 10 (4.4%)
GV 10 (4.4%)
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- FEENIRME A L N EIPNER 3 AHRER)
BIVEH O3B 3 Bil/6 51 (50.0%)
BI1E o i Bk (GREBLER) R ER T OME  flk GREE)
SHA 26 (33.3%) PR IS 13 (16.7%)
£ H . 241 (33.3%)
=1t 7 7 AP —pkXatt
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SVTF T 4 v NPAH 112 RMEEHR—E
BEFOEN | wiis%E BT T—
P »
BARNES MERET FA b % BRI BB 5T mnam, | wem [N
B3l MWETsE
3.2.8 JEK
328 } Sildenafil Citrate Powder for Oral Suspension, 900 mg T : } S LR AT 1
3.2.S Drug Substance
325 . LAFAHODT 4 1 1 T : . Ee | REE | R |
* " 77—kt ; .
3.2.P  HA|
32p } Sildenafil Citrate Powder for Oral Suspension, 900 mg AT 200742 F] ~2016456 3 T e K[E ShIE PR ST 1
3.2.P Drug Product
77 AP = 77—t
. ! 77 A F— e 1 T3 - R -
3.2.P - L /NFFH0D7 4 b A B 7 > e At 20124F4 1] ~ ke rh Sl B ATt
32.A ZOfh
32.A ) Sildenafil Cltrjate Powder for Oral Suspension, 900 mg T . ) S R AT 1
3.2.A Appendices
32.A - LT AODT 1 b2 Z At 7Y - - N v | ERE 1
- 77—~k st G
3.2.R FHROERKEE
- ARSI | [ [ |
3.3 Z2E R
- [N Rl | [ [ |
Bl FRAPRAEE —
- [l Rl [ [ [ [
B GARBREE
5.2 2FkAR -k _
5.2 - [EHR AR 5k [ - | - - - - [ - 1T -
5.3.1 AW AR
53.1.1 AT AFEVT ¢ (BA) sRBH S
An Open-Label, Randomized, Single-Dose, 2-Way
Crossover Study in Healthy Subjects Assessing the
53.1.1.1 A1481313 Pharmacokinetics and Safety of Powder for Oral Ty AP —4h 201248 6 H ~20124E8 21 H Pfizer, Singapore AN LR i) g
Suspension of Sildenafil Citrate Administered Under
Fasted and Fed Conditions
53.1.2 HHBARBRK OB iM%t (BE) B &
A Pivotal Randomized, Open-Label 3-Way Crossover
Study to Demonstrate Bioequivalence of the Sildenafil
Citrate Powder for Oral Suspension (10 mg/mL) and the . - . . - — - .
53.1.2.1 A1481293 Sildenafil Citrate 10 mg Immediate Release (IR) Tablet Ty A —tk 201 14E1 A 17H ~201142H7H Pfizer, Belgium FANEs| &R FEAT
Relative to the Revatio 20 mg IR Tablet in Healthy
Volunteers Under Fasting Conditions
A Randomized, Open-Label 3-Way Crossover Study to
Investigate the Relative Bioavailability and Bioequivalence
53122 A1481275 of the Crushed Revatio"20 mg Tablet Mixed with Apple Pt 200949 H 16 H ~20094F9 A 28 H Pfizer, Belgium ShE R P4 e
Sauce, the Extemporaneously Prepared Suspension (EP),
and the Intact Revatio®20 mg Tablet in Healthy Volunteers
Under Fasting Conditions
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SVTF T 4 v NPAH

112 RMTEH—E

BEFOEE wiis%E BT T—
RARRES (WEWET Ay #E PRSI PBRSTHB Eaam, | mwm |FEES T
KYE-1501-P1-  [KYE-1501004 4% [a S Ptk (k7 LG [ - - : - -
53123 SR R By = Gl EREh B B E [Py HNEERE | R 4
KYE-1501-P2- KYE 1501 D41 R S M RRER UKD TR _ ~ - TN =7
53.1.24 CoR PV e 20l ~ -l P PR | AR L
.. .. — N
53125 : A RSP (0 | 5 AN o 20154 1] ~201547 51 TIAVT Oy REE L me een | ma |o
5.3.1.3 In Vitro—In VivoBSifi AL 7= R i 35
- B | | [ [ [
5314 EDrER R OBE ER A b i B e
Validation of a Method for the Determination of Sildenafil . .
33141 2100-330 and Desmethyl Sildenafil in Human Plasma by LC/MS/MS - 20026£10/1308 -USA" China) SHE PR Eadd *
AT 5:5.3.1.2.3 (KYE-1501-P1-CSR)
. . BLU53.124 (KYE-I501-P2-CSR)0)ﬁ$3<22\‘Hﬁ . ) ) ) ) ) )
5.3.2 b hARGURL & IV 72 3R B RE B 0 BB
5.3.2.1 1 S8 Fik G B i
- [ E B L [ [ | | |
5.3.2.2 AR O AH B /EH SR
- AR [ [ | | |
5.3.2.3 tiOEMERREE AW RBE S &
- EETEEAY [ [ | | |
533 HARIEDETE (PK) AR
5.3.3.1 ﬂ%aﬂﬂz'ﬁﬁi% QPK&U%)JEM@ PR I I I I I
5332 MFIC :&al HPK & O3 2 I I I I I
5.3.3.3 WIRIPEZER & fRat LtPKiﬁ%ﬁiﬁ &
- [ % BRI [ [ [ [ [
5.3.3.4 SHRPEZER & fRE L 7o PREABR 5 &
- [ L R [ [ [ [ [
5335 ARbzl—v 3 PKRABRREH
53351 PMAR-00194 Populatl(?n PK Modeling for Study A1481131 in Pediatric T . R ShE KNG E B 118
PAH Patients
534 BRI (PD) B
5341 WAEBEI BT 2 PDRE A OPKPDRRHE &
- [ ZERI7eL [ [ [ [
5.3.4.2 T HPDERER & OPK/PDEABR AT
5334201 PMAR-00205 Pop_ulat.lon PIUPD. Modeling for Study A1481131 in T APkl R R S PR B 1
Pediatric PAH Patients
PMAR-EQDD- Revatio PK-PD Analysis in Japanese Pediatric and Adult g A o b
533422 A148x-sNDA-498 |PAH Patients TTAF AR ) ) B HARH 8% *
5.3.5 AR OV Rk i 2
5.3.5.1 HIEES D8I BT 2 belort BERRBR L
Australia, Canada, Colombia, India,
A Randomized, Double-Blind, Placebo Controlled, Dose Malaysia, Poland, Sweden, United
Ranging, Parallel Group Study of Oral Sildenafil in the L - States, Brazil, Chile, Costa Rica, - — -
3.3.5.11 Al481131 Treatment of Children, Aged 1-17 Years, With Pulmonary 77 AY i 20034°8 428 H ~200846 4 51 Guatemala, Hungary, Italy, Japan, AHE HPIEH ¥ ff e
Arterial Hypertension Mexico, Russian
Federation, Taiwan, United States
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BEFOEN | wiis%E BT T—
] »
RHRAES RENED FA L % BRSHAMN BRSEHE T mnam, | wes OO
5.3.5.2 FExEIHEUERH S E
A Multicenter, Long-Term Extension Study to Assess Brazil, Chlle,_Colombla, Guatemala,
Safety of Oral Sildenafil in the Hungary, India, Italy, Japan,
5.3.52.1 A1481156 Y . Ty AV —tk 200441 4 13 H ~20124-1224H |Malaysia, Mexico, Poland, Russian FaNEs| &R A piid
Treatment of Subjects Who Have Completed Study . . .
Federation, Sweden, Taiwan, United
A1481131
States
A1481208 A Phase 3, Multi-Center, Open-Label Study to Investigate ;%%i??ﬂzj?(;ﬂt?f
5.3.5.2.2 (R ) Safety, Efficacy, and Tolerability of Sildenafil Citrate in | 774 —#kaUxth " @23 fg 5 26 B Japan o A A ="
A [=] . - . . . .
Pediatric Patients With Pulmonary Arterial Hypertension @20164E12.H 26 H
ST F T (N IEAIRME A 5 ) S R 2 PR . s .
53.5.23 - Sk (A 1481208 5488) T APt - - M FEPE R -
5.3.5.3 B OB 2 O CHEMT L 7 i
5.3.5.3.1 - [A148 Additional Analysis- Efficacy T AP —Aatt - - N AN R e
53.532 - |A148 Additional Analysis- Safety T AP — RS - - EHAN AR ARl | M
5.3.5.4  Z O OB
A randomised, multicentre, double-blind, placebo-
controlled, dose-ranging, parallel group study of Denmark, France, Netherlands,
5.3.5.4.1 A1481134 intravenous sildenafil in the treatment of children, aged 0 Ty AP —4t 20034F9 A 14 H ~20054F3 4 A |Switzerland, United Kingdom, ShE LR P =5 g
to 17 with pulmonary hypertension after corrective cardiac United States
surgery
A 7 Day, Open-Label, Multicentre, Pharmacokinetic Study
(Part 1) Followed by A 7 Day, Randomised, Multicentre,
Double-Blind, Placebo-Controlled, Dose-Ranging, Parallel France. United Kinedom. United
5.3.5.4.2 A1481157 Group Study (Part 2) of IV Sildenafil in the Treatment of Ty AP —+t 200341172 H~20054E5 16 H States > gdom, PANEs| FENE BE 3
Neonates With Persistent Pulmonary Hypertension of the
Newborn (PPHN) or Hypoxic Respiratory Failure and at
Risk for PPHN
5.3.6 Tk O HRBRICE T 2 WiEE
LT G2 Ome R F T R A — S BT (B9 ot , ok
5.3.6.1 A1481263 - - 77 —#RA 200844 7 18 H ~20144F5 H 31 - N ‘e - 3
Tt UITE s APkt 45118 H LESH31LH EWN R
PERIODIC SAFETY UPDATE . i A AT IR _—
- — - E] G - A
53.6.2 REPORT (20164£6 1 1 H ~20174E5 531 1) 7TV 20164£6 4 1 H ~20174£5 431 H e AR
LN FAFE20me R E O il & — RN I BI37% N ; _—
A14812 Z Ay TrAP— & - - Bl 7 - L3
5.3.6.3 81263 S TR APttt = R
537 BET—F BR K OIEFRLE
53.7.1 - FER] —Fisk - - - - - - "
5.3.7.2 - HEFG ER - - - - - - =
5373 - ERAAHERSR R - - - - - - FS
5.3.7.4 - T PR A Al 9 S B ] — Bk - - - - - - i
5.4 553Gk
Pediatric pulmonary hypertension : Guidelines from the Circulation
5.4.1 - American Heart Association and American Thoracic Abman SH, Hansmann - - ShE 2015; 132: - pli3
. G, Archer SL, et al.
Society 2037-99.
542 ) 2015 ESC/ERS guldellr{es for the diagnosis and treatment | Galie N Humbert M, . ) ShE Eur Heart J ) e
of pulmonary hypertension Vachiery JL, et al. 2015.
e s e " P EC, R K=
5.4.3 - Jifi e M ESET AT AR T A2 (20124F 25T s ? - - EH - - e
i L E AT FUATIR) e i
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BEFOEE wiis% RFT—
g w
RARNES (RERET B4 b ¥ BBRSHHIM HBSHHET o, | mwm TS
Survival in patients with primary pulmonary hypertension. | D’Alonzo GE, Barst RJ, Ann Intern
5.4.4 - ; . . - - SHE Med 1991; - I
Results from a national prospective registry Ayres SM, et al. 115: 343-9
H AN RS
i Ly et s, PR BREFRH
_ 1=} =2 2y 4 peo 4 - - 5 - - 4HE
545 VAN SR 5 L FE 200 4 LB AR Fe, S F, b N |5 5000 16,
230-7.
N EnglJ
5.4.6 - Primary pulmonary hypertension Rubin LJ. - - S Med 1997; - piid
336: 111-7.
et prem et 9, )11 w8 .
5.4.7 - ML R BT IS 1 DR TAv i ’ - - . - - i3
AN B B IR AR TA st 7, (£
_Sur_vwal in chlldhooq pulmonary arterial hypertension : Barst RI, McGoon MD, Circulation
548 - insights from the registry to evaluate early and long-term . - - ShE 2012; 125: - fi5
. . R Elliott CG, et al.
Pulmonary arterial hypertension disease management 113-22.
Efficacy and limitations of continuous intravenous Nakayama T. Shimada Circ J.
549 - epoprostenol therapy for idiopathic pulmonary arterial Y . - - o] 2007; 71: - g
L. . H, Takatsuki S, et al.
hypertension in Japanese children 1785-90.
R R . . s Circulation
5.4.10 ) Outcome§ in children with idiopathic pulmonary arterial Yung D, Wldhtz AC, . ) S 2004: 110: ) 1
hypertension Rosenzweig EB, et al.
660-5.
Vasodilator therapy for primary pulmonary hypertension Barst RJ, Maislin G, Cireulation
5.4.11 - in children Fisheaan AP - - SHE 1999; 99: - i3
¢ e shma E 1197-208.
. . . . Am]
Long-term outcomes in children with pulmonary arterial Ivy DD, Rosenzweig Cardiol
) . . . 3 L § . ) - ) -
5.4.12 hytrtyiirt’ensmn treated with bosentan in real-world clinical EB, Lemarié JC, et al. ShE 2010: 106:
settings 1332-8.
J Am Coll
. . . . Simonneau G, Robbins Cardiol
- B - - 5 - il
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