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2 OVTT T VEESRSEE (2004 44 5 23 A)
https://www.pmda.go.jp/drugs/2004/P200400009/63000400_21600AMY00075_Q100_1.pdf
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4 Sildenafil citrate does not affect QT intervals and QT dispersion: An important observation for drug safety. Ann
Noninvasive Electrocardiol 2003; 8: 14-7
5 The use of phosphodiesterase 5 inhibitors with concomitant medications. J Endocrinol Invest 2008; 31: 799-808
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6 Sexual dysfunction and cardiac risk (the Second Princeton Consensus Conference). Am J Cardiol 2005; 96(12B):
85M-93M

7 Cardiac Na+/Ca2+ exchange stimulators among cardioprotective drugs. J Physiol Sci 2019; 69(6): 837-49

8 Absence of clinical important HERG channel blockade by three compounds that inhibit phosphodiesterase 5 -
sildenafil, tadalafil, and vardenafil. Eur J Pharmacol 2004; 502: 163-7

 Report Number HO-01-01: Viagra™ (sildenafil citrate) NDA 5.B Nonclinical Pharmacology. Pfizer Central
Research, Sandwich, Kent, U.K. CT13 9NJ

10" Study Report 90125. 1-Month oral toxicity in dogs.
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1" Study Report 91099. 6-Month oral toxicity in dogs.

12 Study Report 95039. 12-Month oral toxicity study in beagle dogs.

13 Electrocardiography, in Canine Cardiology. Saunders Company, Philadelphia 1970; 102-69

4B LT TA FTA4 I T D LBV,

. 2015 ESC/ERS Guidelines for the Diagnosis and Treatment of Pulmonary Hypertension. Rev Esp Cardiol (Engl
Ed). 2016

. 2015 ACC/AHA/HRS Guideline for the Management of Adult Patients With Supraventricular Tachycardia: A
Report of the American College of Cardiology/American Heart Association Task Force on Clinical Practice
Guidelines and the Heart Rhythm Society. Circulation. 2016; 133: ¢506-74

. Pediatric Pulmonary Hypertension: Guidelines From the American Heart Association and American Thoracic
Society. Circulation. 2015; 132: 2037-99

. 2016 ACC/AHA Clinical Performance and Quality Measures for Adults With Atrial Fibrillation or Atrial
Flutter: A Report of the American College of Cardiology/American Heart Association Task Force on
Performance Measures. Circ Cardiovasc Qual Outcomes. 2016; 9: 443-88

. 2016 ESC Guidelines for the management of atrial fibrillation developed in collaboration with EACTS. Eur
Heart J. 2016; 37: 2893-962

. 2018 AHA/ACC Guideline for the Management of Adults With Congenital Heart Disease: A Report of the
American College of Cardiology/American Heart Association Task Force on Clinical Practice Guidelines. J] Am
Coll Cardiol. 2019; 73: e81-e192

. 2019 AHA/ACC/HRS Focused Update of the 2014 AHA/ACC/HRS Guideline for the Management of Patients
With Atrial Fibrillation: A Report of the American College of Cardiology/American Heart Association Task
Force on Clinical Practice Guidelines and the Heart Rhythm Society in Collaboration With the Society of
Thoracic Surgeons. Circulation. 2019; 140: e125-e151
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25, PAH BFOHERQIGFEAGE TH DL LEZADLNDIRE LRLTWD, ZE L%z
/2720, AEICET 27— B RELTHTH, &AOT I A oV EORMEETIERO
ROVAEENCE TO TR 2 EE T DL ERH D,

1.2 ESC Guidelines for the management of grown-up congenital heart disease (new version 2010)

(2010 i) (BRI DIBIRFS) 10

o AEMRIZ. AERMELEBEEDOAGROELRHHTHY | ER HERLEHOLE
KT D,

o ERMLEBOBEOKIG, FHCRA D OIi~D Y v FOBET IGEETITHKE
T % & PAH Z23IET 5, DETRKE, DETRRE, 7230 F7 7 —BrHELK
BEE 1877 B1D 5 B, 28% D3 MLERE T, 12%037 A B A V¥ —EGRIHETH -
2o BOLOMAETIE, FRKEDH 2R RIELRELEH 1,824 PO 5 B 6.1%H%

i

15 Galié N, et al. Rev Esp Cardiol (Engl Ed). 2016

16 Baumgartner H, et al. Task Force on the Management of Grown-up Congenital Heart Disease of the European
Society of Cardiology (ESC); Association for European Paediatric Cardiology (AEPC); ESC Committee for Practice
Guidelines (CPG). Eur Heart J. 2010; 31: 2915-57
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VoAV —EREE B 5 WHO BKRE D HIlc ICB W THESNH & L ShTw
% (e 7 2 Ma (Weight of evidence/opinion is in favor of usefulness/efficacy) )

1.3 PACES/HRS Expert Consensus Statement on the Recognition and Management of
Arrhythmias in Adult Congenital Heart Disease (2014 4Eh) (Partnership Between the Pediatric
and Congenital Electrophysiology Society (PACES), Heart Rhythm Society) !’

T IA L R, DEME) O EE O A MR D 720 O b BRI BN ENRE T
HY, DAEORWTERIRSNDFERTH D, 72720, BHIOERIT, FrTEORA T,
Ref] & T RITARAET D REN Ol AFlg. FARIR, DR~ D) Ik o> THIRRS L5,
RUWERIZKT T 2R 2 PRIEE 21T 201X, 7 I 4 ¥ e 0d, DERERUIEERS, HL
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Do
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RZA4 2 (2017 FFekaThi) (AATEER G, HAME ML « fifiERE25%)) . Al
Azt D PAH BEDAEIRZ O LI2GE, REIRICH T 28 MiaR e LTl
e ER o858y (BHEZEDER DR 7 I 4% m ORGP aRERE L LT
EREShDZ &,

o ERMODREREIL, PAH 2T LB Y ZOHEREIROE S EE T
5D Z &, KFIZ, PACES/HRS Expert Consensus Statement on the Recognition and
Management of Arrhythmias in Adult Congenital Heart Disease!” (233U T, 4o R LR B
BEIZBIT DIAREER OB T, 7IA X e U RHE R RIS TS 2k,

o RMEHIDEORFEICE W TL, 7 IAF B TERAE T TR R OAIOR SR
WMELERD L,

* YT TFT 7 4v (PAH) IF, flio> PDES FILER & 50 | ME—/NE~DEIS 24 LT
BONERHAEAINFEST D Z L0 DNRIZET 210K CIEBiR A TRER 2V 2
L,

2. YAFFT 4O QT MIRER U 2 7 cBI$ 2%
YNTFT 4 N ORIERGEARBGE L. VAT 7 40 QT MRER Y 271250
T, LFOL IZEHHALTWS,

17 Khairy P, et al. Can J Cardiol. 2014 Oct;30(10):e1-¢63
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ERNDLIVTF7 4 v (PAH) OFEE M AGRTIH A M O OO EPEF], EsMER], [
W%@$$ﬁ4k74/%“%im%%abt# YT FT7 40 (PAH) ET7 I A X
(B A OO X 2BIER OFBLZ BT 2 b DI S iv8hno T,

kv, vw?+74w(MH%&UT~i5m/(@mﬁ)@ﬁﬁﬁﬁmiék%z
SN HLEEN EOBMAITHICED LN TV RN e, MEKGLOFHEEEZHERT S
VEMEER L, TOFAER] OBETOEEBENSZY LB XD,

PR Ix, DA Lo RERFE AR IUGE OFBIC W T, BRI TIE, BLEmSEA o 0f i
IR EENTEY ., PFHEBEOLZEMEICONT O RBERANES A TVD LITE 20N
ZENL, BMENRELEEZ D, LPLRBL, LFORENG, VT F 7 4L (PAH) &
T IFFur FAF) OO AT OV TERR BB 5232 RIBEIEER D T
EEZD,

o YYUIPFHEARORH & STz QT MIRLER IR D EIERICOW T, BIfgIC T VT 7 ¢
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e HIHFET, YATTF T 40 (PAH) T I A XY (BROA) PEHAKROZEMEIZON
TR EB B 72 EITERD b TV RN &,

*  PAHIC K DA OAREREM O FENRSE, R EOTRE, BREREN O, VAT 7 40
(PAH) &7 XAy (ROA) OPFHEGDOXRT v v U A7 % EEID &
ZONWDIEFNH D Z L,

B, TIAF v (FRAAD ©EURAMIGEIZBWTIL, CYP3A4 THREH S L5 3EHAIT
HHLEDOHEANL, VAT T T 4N EDOHHRAIZONTHEEMENRENTNDER, ZOHIC
SN, YT F 7 40 (PAH) OEWNOIATRMASCEICB W T, [PHHEE] DHEIC
[CYP3A4 [HLESR ) OFL#ENH DL Z &, 74X 1 OENOBITIRMSCGEICB N T, [f
MIEE] OHIZ [CYP3A4 TR SN D FA OFLENH Y, —EOEEREIZ RS TH
L2E0E, BMOEEWEIIAELEZ D,

F72. VLT F 7 40 (ED) IZOWTIE, LEREEZ AT 5T AN REY L&
ZALNHBEIFEREINTEY, 7344 ay (ROF) &OPFHOERE EOLERILE
KBRNWEBZZDLZ LD, BUTOHMEGOEELTHZLETIEEZX D,

PLEXD | BR4-1 KOBIR4-2 OSGETRO LB . VT F 7 4 (PAH) OUHCE
O Mg RO TFHZER) oEMST IA4Fary (ROA) (BT 258 &2 HIRL T If
MEE) OHEIZTIAF ey (ROA) ZERL, £/o, 73I4Far @OAD OIRRMSC
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RIS 2-1
MR 246 H 4 H

Embase
Database: Embase <1974 to 2020 June 04>
Search Strategy:

1 exp heart arrhythmia/ or (palpitation$ or cardiopalm$ or polycardia$ or arrhythmia$ or tachycardia$ or tachysystol$ or extrasystol$ or ((ventricul$ or
ventricl$ or atrial$ or auricul$) adj2 (fibrillat$ or flutter$))).mp. (552721)

2 exp heart ventricle tachycardia/ or exp heart ventricle fibrillation/ or exp heart ventricle flutter/ or exp heart ventricle extrasystole/ or ((Torsade$ adjl de adjl
Pointes$) or (Ventric$ adj3 (tachycard$ or fibrillat$ or Flutter$)) or (Prematur$ adj2 Ventric$ adj2 Contract$)).mp. (92516)

31or2(563113)

4 (severit$ or severe$ or serious$ or critical or fatal or iethal or deadly or killer or thanatophoric or exacerbat$ or worse or precipitat$ or aggravat$).mp.
(4071714)

5 exp hospitalization/ or exp hospital patient/ or ((hospital$8 adj3 (patient? or admit$3 or admission?)) or hospitaliz$ or inpatient?).mp. (1042618)

64 or5(4816755)

7 3 and 6 (160415)

8 exp pulmonary hypertension/ or ((pulmonar$ or lung$) adj2 hypertens$).mp. [mp=title, abstract, heading word, drug trade name, original title,

device manufacturer, drug manufacturer, device trade name, keyword, floating subheading word, candidate term word] (101230)

9 7 and 8 (5076)

10 exp *heart arrhythmia/ or (palpitation$ or cardiopalm$ or polycardia$ or arrhythmia$ or tachycardia$ or tachysystol$ or extrasystol$ or ((ventricul$ or
ventricl$ or atrial$ or auricul$) adj2 (fibrillat$ or flutter$))).ti. (222477)

11 9 and 10 (435)
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12 exp *pulmonary hypertension/ or ((pulmonar$ or lung$) adj2 hypertens$).ti. (48562)
13 11 and 12 (128)

14 limit 13 to (abstracts and english language) (104)

15 limit 14 to medline (2)

16 14 or 15 (104)

17 limit 16 to conference abstracts (47)

18 16 not 17 (57)

MEDLINE
Database: OVID MEDLINE(R) 1946-present, OVID MEDLINE(R) In-Process & Epub Ahead of Print
Search Strategy:

1 exp Hypertension, Pulmonary/ or ((pulmonar$ or lung$) adj2 hypertens$).mp. (53733)

2 exp Arrhythmias, Cardiac/ or (palpitation$ or cardiopalm$ or polycardia$ or arrhythmia$ or tachycardia$ or tachysystol$ or extrasystol$ or ((ventricul$ or
ventricl$ or atrial$ or auricul$) adj2 (fibrillat$ or flutter$))).mp. (299496)

3 exp Tachycardia, Ventricular/ or exp Ventricular Fibrillation/ or exp Ventricular Flutter/ or exp Ventricular Premature Complexes/ or ((Torsade$ adjl de adjl
Pointes$) or (Ventric$ adj3 (tachycard$ or fibrillat$ or Flutter$)) or (Prematur$ adj2 Ventric$ adj2 Contract$)).mp. (56208)

42 or 3 (2975036)

5 (severit$ or severe$ or serious$ or critical or fatal or iethal or deadly or killer or thanatophoric or exacerbat$ or worse or precipitat$ or aggravat$).mp.
(2975036)

63 and 5 (10156)

7 1 and 6 (85)

8 exp Hospitalization/ or exp Inpatients/ or ((hospital$8 adj3 (patient? or admit$3 or admission?)) or hospitaliz$ or inpatient?).mp. (577390)
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9 5 or 8 (3398544)

10 4 and 9 (59753)

11 1 and 10 (962)

12 exp *Hypertension, Pulmonary/ or ((pulmonar$ or lung$) adj2 hypertens$).ti,ab. (48931)

13 11 and 12 (902)

14 exp *Hypertension, Pulmonary/ (28051)

1513 and 14 (212)

16 exp *Arrhythmias, Cardiac/ or exp *Tachycardia, Ventricular/ or exp *Ventricular Fibrillation/ or exp *Ventricular Flutter/ or exp *Ventricular Premature
Complexes/ (160588)

17 15 and 16 (51)

= H15E Web

#1 REENR/TH or (RFEAR/TH or AHEAR/AL) or ("REEAR"/TH or "Arrhythmias, Cardiac"/AL) or (N#£k/TH or Arrhythmia/AL) or (R4 R/TH or
Arrythmia/AL) or ("F¥ENR"/TH or "Cardiac Dysrhythmia"/AL) or ("/~R#EK"/TH or "Irregular Pulse"/AL) or ("/~#&JK"/TH or "Pulsus Heterochronicus"/AL)
or ("REEHR"/TH or "Pulsus Irregularis"/AL) or (FN¥EAR/TH or —E¢JR/AL) or (REENR/TH or LM ¥ 5 /AL) or ((L-A%Y/TH or Eh1%5/AL) or (BH+1/TH
or BIE/AL) or (RNFER/TH or E1%/AL)) or (RHEAR/TH or R4\ /AL) or AHEIR-TAME/TH or AEENR-L-ZEM/TH or AREEAR-FEIL MEIRAE/TH or (oL
A/ TH or /LxAEANEN/AL) or (055 HHEN/TH or LFEALEN/AL) [162,845 1]

#2 fiti= )%/ TH or (i s £/ TH or  fifi & L= JE/AL) or Ayerza/AL or "Pulmonary Arterial Hypertention"/AL or ("Jiifi & Il =4E"/TH or "Pulmonary
Hypertension"/AL) or ("ifi /& i £4E"/TH or "Pulmonary Hypertension"/AL) or (Hifi &1 Ifil =i/ TH or Jifi L% 5-J+/AL) or (FHENR/TH or AliEHR/AL) [53,902
]

#3 #1 and #2 [1,989 14]

#4 HEE/AL or HJE/AL or F4E/AL [303,850 1]

#5 #3 and #4 [285 4]
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#6 (#5) and (DT=2018:2020) [34 1]
#7 (#3) and (DT=2018:2020) [189 1]
#8 (#7) and (AB=Y and PT=278%0% <) [114 ]
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RIS 2-2
MR 246 H 4 H

Embase
Database: Embase <1974 to 2020 June 04>
Search Strategy:

1 exp amiodarone/ or amiodarone.mp. or Aldarin.mp. or aldarone.mp. or Amidaron.mp. or amidarone.mp. or amidarone chlorhydrate.mp. or amidodacore.mp.
or aminodarone.mp. or amiobal.mp. or amiobeta.mp. or amiocar.mp. or amiodacore.mp. or amiodar.mp. or amiodarex.mp. or amiodaron.mp. or
amiodarona.mp. or amiodarone chlorhydrate.mp. or amiodarone hydrochloride.mp. or amiogamma.mp. or amiohexal.mp. or amiorit.mp. or amiotach.mp. or
amniodarone.mp. or amyodarone.mp. or ancaron.mp. or ancoron.mp. or angiodarona.mp. or angoron.mp. or aratac.mp. or arycor.mp. or atlansil.mp. or
braxan.mp. or cardinorm.mp. or cardiorona.mp. or corbionax.mp. or cordarex.mp. or cordaron.mp. or cordarone.mp. or cordarone.mp. or cordarone X.mp.

or cordorone.mp. or cornaron.mp. or coronovo.mp. or darmil.mp. or daronal.mp. or diarona.mp. or escodaron.mp. or eurythmic.mp. or forken.mp. or
hexarone.mp. or kendaron.mp. or 1 34.mp. or 1 3428.mp. or miodar.mp. or miodaron.mp. or miodrone.mp. or nexterone.mp. or pacerone.mp. or procor.mp. or
riva amiodarone.mp. or riva-amiodarone.mp. or rivodaron.mp. or rythmarone.mp. or sedacoron.mp. or sedacorone.mp. or tachydaron.mp. or tiaryt.mp. or
trangorex.mp. [mp=title, abstract, heading word, drug trade name, original title, device manufacturer, drug manufacturer, device trade name, keyword, floating
subheading word, candidate term word] (38825)

2 exp SILDENAFIL/ or SILDENAFIL$.mp. or REVATIO.mp. or VIAGRA.mp. or ACETILDENAFIL.mp. or HEMOSILDENAFIL.mp. or
HYDROXYHOMOSILDENAFIL.mp. or NCX 911.mp. or NCX911.mp. or UK 92480 10.mp. or UK92480 10.mp. or UK 9248010.mp. or UK9248010.mp.
(22250)

3 1and 2 (326)

4 exp combination drug therapy/ or exp drug combination/ or CB.fs. or (combin$ or concurren$ or concomitant$ or plus or "add" or addon or added or

additional or simultaneous$ or coadminist$ or coappl$).mp. (5337192)
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53 and 4 (158)

6 exp *SILDENAFIL/ or (SILDENAFIL$ or REVATIO or VIAGRA or ACETILDENAFIL or HEMOSILDENAFIL or HYDROXYHOMOSILDENAFIL or
NCX 911 or NCX911 or UK 92480 10).ti,ab. (11617)

7 5and 6 (21)

8 limit 7 to (abstracts and english language) (18)

MEDLINE
Database: OVID MEDLINE(R) 1946-present, OVID MEDLINE(R) In-Process & Epub Ahead of Print
Search Strategy:

1 exp Sildenafil Citrate/ or SILDENAFILS.mp. or REVATIO.mp. or VIAGRA.mp. or ACETILDENAFIL.mp. or HEMOSILDENAFIL.mp. or
HYDROXYHOMOSILDENAFIL.mp. or NCX 911.mp. or NCX911.mp. or UK 92480 10.mp. or UK92480 10.mp. or UK 9248010.mp. or UK9248010.mp. or
3M70B98Y7H.mp. (7834)

2 exp Amiodarone/ or Amiodaron$.mp. or amiobeta.mp. or amiodarex.mp. or amiohexal.mp. or aratac.mp. or braxan.mp. or corbionax.mp. or cordarex.mp.

or cordarone.mp. or kordaron.mp. or "l 3428".mp. or "1-3428".mp. or "13428".mp. or ortacrone.mp. or rytmarone.mp. or "skf 33134 a".mp. or "skf 33134-
a".mp. or "skf 33134a".mp. or tachydaron.mp. or trangorex.mp. [mp=title, abstract, original title, name of substance word, subject heading word, floating sub-
heading word, keyword heading word, organism supplementary concept word, protocol supplementary concept word, rare disease supplementary concept
word, unique identifier, synonyms] (11035)

31and2(18)

4 limit 3 to (abstracts and english language) (15)

= 5% Web
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#1 Amiodarone/TH or (Amiodarone/TH or Amiodarone/AL) or (Amiodarone/TH or 7~ X 4 4 1 >/AL) or (Amiodarone/TH or 51087-N/AL) or
(Amiodarone/TH or Amiobeta/AL) or (Amiodarone/TH or Amiodarex/AL) or (Amiodarone/TH or Amiodarona/AL) or ("Amiodarone"/TH or "Amiodarone
Hydrochloride"/AL) or (Amiodarone/TH or Amiohexal/AL) or (Amiodarone/TH or Ancaron/AL) or (Amiodarone/TH or Aratac/AL) or (Amiodarone/TH or
Braxan/AL) or (Amiodarone/TH or Corbionax/AL) or (Amiodarone/TH or Cordarex/AL) or (Amiodarone/TH or Cordarone/AL) or (Amiodarone/TH or
Kordaron/AL) or ("Amiodarone"/TH or "L 3428"/AL) or (Amiodarone/TH or L-3428/AL) or (Amiodarone/TH or L3428/AL) or (Amiodarone/TH or
Ortacrone/AL) or (Amiodarone/TH or Rytmarone/AL) or ("Amiodarone"/TH or "SKF 33134 A"/AL) or ("Amiodarone"/TH or "SKF 33134-A"/AL) or
("Amiodarone"/TH or "SKF 33134A"/AL) or ("Amiodarone"/TH or "SKF-33134A"/AL) or (Amiodarone/TH or TCV-3B/AL) or (Amiodarone/TH or
Tachydaron/AL) or (Amiodarone/TH or Trangorex/AL) or (Amiodarone/TH or 7" X A % 1 > ¥ /AL) or (Amiodarone/TH or 77 > 77 &1 >*/AL) or
(Amiodarone/TH or Mif£7 I A4 1 L /AL) [4,862 1]

#2 Sildenafil/TH or (Sildenafil/TH or SILDENAFIL/AL) or (Sildenafil/TH or /L7 7 .t JL/AL) or (Sildenafil/TH or Aphrodil/AL) or (Sildenafil/TH or
REVATIO/AL) or (Sildenafil/TH or L 37 3/AL) or (Sildenafil/TH or /XA 7 2 7 /AL) or ("Sildenafil"/TH or "NCX 911"/AL) or (Sildenafil/TH or NCX-
911/AL) or (Sildenafil/TH or NCX911/AL) or (Sildenafil/TH or UK92480/AL) or (Sildenafil/TH or UK-92480/AL) or ("Sildenafil"/TH or "UK 92480
10"/AL) or ("Sildenafil"/TH or "UK 92480"/AL) [2,808 1]

#3 #1 and #2 [12 4]
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XKENEREDOIEEICI T 2 LIMERFROERHIIOVWT, UTDLBYEH TV,
6 ADVERSE REACTIONS
6.2 Postmarketing Experience
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.

EU ¥ 4 3C 3 | QT MHIFRAE R B « BdEtHe L™

TIA L u L OFFAREE - BhERHE L

RNEREOHEICE T D LMERFRORMZONT, LTFDEBY#HEIh TS,
4. CLINICAL PARTICULARS
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4.4 Special warnings and precautions for use

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
preexisting 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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WARNINGS AND PRECAUTIONS

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 (see ADVERSE REACTIONS, Post-Market Adverse Drug Reactions).

ADVERSE REACTIONS
Post-Market Adverse Drug Reactions
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Cardio-vascular system

In post-marketing experience with sildenafil citrate at doses indicated for male erectile dysfunction (MED),
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 citrate, to sexual

activity, to the patient’s underlying cardiovascular disease, or to a combination of these or other factors.
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4. CLINICAL PARTICULARS

4.4 Special warnings and precautions for use

Cardiovascular events

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 post-marketing 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. Others were reported to have occurred hours to days after the
use of sildenafil and 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, to a combination of these factors or to other factors.
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Post Marketing Experience

Cardiovascular

In post marketing experience at doses indicated for male erectile dysfunction, serious cardiovascular events, including myocardial
infarction, sudden cardiac death, ventricular arrhythmia, cerebrovascular haemorrhage, transient ischaemic attack and hypertension, have
been reported post marketing in temporal association with the use of sildenafil. Most, but not all, of these patients had pre-
existing 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 the
use of sildenafil and 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, to a combination of these factors, or to other factors. Tachycardia, hypotension, syncope,

and epistaxis have also been reported post marketing.
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4. CLINICAL PARTICULARS

4.5 Interactions with other Medicinal Products and Other Forms of Interaction
EFFECT OF CORDARONE ON OTHER MEDICINAL PRODUCTS

® CYP P450 3A4 substrates

When such drugs are co-administered with amiodarone, an inhibitor of CYP 3A4, this may result in a higher level of their
plasma concentrations, which may lead to a possible increase in their toxicity.

Other drugs metabolised by CYP 3A4: lidocaine, tacrolimus, sildenafil, midazolam, triazolam, dihydroergotamine, ergotamine, colchicine.
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4. CLINICAL PARTICULARS

4.5. INTERACTIONS WITH OTHER MEDICINES AND OTHER FORMS OF INTERACTIONS

CYP 3A4 substrates

When such drugs are coadministered with amiodarone, an inhibitor of CYP3 A4, this may result in a higher level of their

plasma concentrations, which may lead to a possible increase in their toxicity:

-Other drugs metabolised by CYP 3A4: Lignocaine, tacrolimus, sildenafil, midazolam, triazolam, dihydroergotamine,

ergotamine, colchicine.
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