uniuy3mise Review Article

Avanafil: ﬂﬂmﬂumju Phosphodiesterase-5 (PDE-5) Inhibitors

aa o a a
ATRAT ANALLEIN

NQNATUNFTNINUGUR AnuzndTAmanT NIneAtgUATITaE 8.997491991 2.9UATITEH

Avanafil: New Drug in Phosphodiesterase-5 (PDE-5) Inhibitors

Jeerisuda Khhumsikiew

Division of Pharmacy Practices, Faculty of Pharmaceutical Sciences, Ubon Ratchathani University, Warinchamrab

Isﬂmauammmwmamﬁ Hudynigunin
e Bl d Ay Luaaﬁnﬂwwaﬂimumaﬂmmwmmaq
dihe uazfinansznudaanusunuivesiiag lull w.a.
2542 ‘wumw’ﬁnﬂuaﬂiﬂmauammmwmamﬂlu
Hoolng Sawas 37.5 I@]EINLLM’JI%NLWN“U%@]’]NB’]EJLLaw
mafilsamlauaznaaaitaniiulsaiou mumnaw
Phosphodiesterase-5 inhibitors Lﬂ%m%aﬂlumﬁﬂ‘mkﬂ
wiangussanmwmane Inalnmseangni Tasdus
myrnsupasianlessd PDE-5 Gaduienladfivinans
cGMP ¥a#t M7 cGMP vl&ignﬁ’lmm:ﬁﬂﬁlﬁ@mimmﬂ
f1BINABALEBALAIINNNNIRTELIWIVES nitric oxide
waLMIUTII2098IATIAANNN Lag Avanafil LEuenlnal
luﬂau second-generation PDE-5 inhibitors 'Ylvl,m‘um‘s
wwmmuma@] Immiaaﬂqmm“uu RINIAMURau
LNARUWWSLA L 15-30 Wl uazMIIgaTUN lignaunu
lasamslusiugs wanNaNil Avanafil Safianaanis
wnzastuawlesl PDE-5 g9 uaslinnuwauduny PDE-
1, PDE-6, W&z PDE-11 Tuszauen Sailananlaaasioua
fgasnisiiasnilinedszasdarnin Sildenafil,
Vardenafil uas Tadalafil A2 uTaudufiy PDE
isozymes aude laggnasnann vhldiAnonnslife
Uszasdundadnale u o1 Sildenafil waz Vardenafil
flenumousuny PDE-6 flaalszamen rlgihoiinng
vadEuLAzNITUIARaUNG ldun asnwlaiTauasaag
mwiduidan- ‘V\h (cyanopS|a) ELummm Tadalafil &
YAMNTOLILAY PDE- 11 wnmmuamﬂ ISRt
smathadlasndanila s Avanafil 3aduenmaden
%uwaamﬁﬂmkﬂmauammmwmuwwﬂuaﬂwﬂ
AKA A 9L5289691n PDE-5 inhibitors afiaLan

Erectile dysfunction (ED) is still an essential men’s
health problem because its affect the quality of life and
couple relationship. In year 1999, the prevalence of ED
was 37.5 % in Thai men. That prevalence number is
expected to grow with important risk factors such as
increasing age and cardiovascular diseases. Phosphodi-
esterase-5 (PDE-5) Inhibitors have been used as
first-line therapy for ED. The mechanism of action of this
drug class is inhibition of the enzyme PDE-5 which is
an enzyme breaks down cGMP. Without destroying
cGMP, the vasodilatory effect of nitric oxide (NO) is
enhanced and subsequently penile erection. Avanafil is
a novel second-generation PDE-5 inhibitors which may
differentiate itself from other PDE-5 inhibitors with its
faster onset (can taken 15-30 minutes before sexual
intercourse) and not be affected when eating with high
fatty food. Avanafil has been designed to be highly
selective Phosphodiesterase type 5 inhibitors and low
affinity with PDE-1, PDE-6, and PDE-11.
that avanafil was particularly well tolerated and showed

It was noted

a very low incidence of adverse drug reaction that tend
to be reported with PDE-5 inhibitors such as Sildenafil,
Vardenafil and Tadalafil which higher affinity with other
PDE isoenzyme. For example, Sildenafil and Vardenafil
associated with blurred vision and cyanopsia side
effect because there are high affinities with PDE-6. In
addition, Tadalafil associated with myalgia and muscle
pain because it is high affinity with PDE-11.
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Parameter Sildenafil
Initial dose (mg) 50
Bioavailability (%) 41
Onset of action (min) 30-60
Duration of action (h) Up to 12
Maximum plasma concentration (Cmax) (ng/ml) 560

Change in Cmax with food (High fat diets)

Time to maximum concentration (Tmax) (h) 1 (0.5-2.0)
Volume of distribution (L) 105
Protein binding (percentage bound) 96
Half-life (h) 3-5
Metabolism CYP3A4 / 2C9
Active metabolite Yes
Percentage excreted in feces/urine 80/13

29% decrease

8, 10-12

Vardenafil Tadalafil Avanafil
10 10 100
15 Undetermined Undetermined
30-60 60-120 15-30
Up to 10 Up to 36 Up to 6
17 378 747.83
20% decrease No change No change
0.7 (0.25-3.00) 2 (0.5-6.0) 0.593 (0.686-0.555)
208 63 156
95 94 99
4-5 17.5 1.19
CYP3A4/2C9 CYP3A4 CYP3A4/CYP2C
Yes No Yes
92/5 61/36 62/21
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PDE isozyme selectivity versus PDE5S

PDE

isozyme (fold difference)

Avanafil Sildenafil Vardenafil Tadalafil
PDE1 10,192 375 1,012 10,500
PDE2 9,808 39,375 27,3810 >25,000
PDE3 >19,231 16,250 26,190 >25,000
PDE4 1,096 3,125 14,286 14,750
PDE5 1 1 1 1
PDE6 121 16 21 550
PDE7B 5,192 13,750 17,857 >25,000
PDESA 2,308 >62,500 1,000,000 >25,000
PDE9A >19,231 2,250 16,667 >25,000
PDE10A 1,192 3,375 17,857 8,750
PDE11A >19,231 4,875 5,952 25
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@13 the Second Princeton Consensus Conference®

SEAU
AMHLFES
@ -
e uazriaaaliea* < 3 aduiRed

- § well-controlled hypertension
Y mild, stable angina

a . .
- 4 mild valvular heart disease

o a LR
AD5UN Bamazgﬂm

ldfisnmsvaslsanlanaznasaiioauaziitfadniassdalsn

- fmid congestive heart failure (NYHA class 1)

- 1 myocardial infarction Tu%24 > 6 §lanneuwaN

n13AANIS

Qﬂ’mmmsm‘%ummjw PDE-5 inhibitors

lov

1unang -
- 8 moderate, stable angina

filaduausdalsavilauasnaaaidan > 3 tadures

- 1l moderate congestive heart failure (NYHA class II)
- 1 myocardial infarction 114179 6 FUAARRWIN

Nl]'l&l(ﬂ aa"lmumimaauamsnmwmh
ALNITLABUBEN UW’]%’NLW aﬂswmu
AIUNUG amﬂ‘n‘wmmumaqﬂmu Luﬂ
ﬁ’ﬂ%ﬁLﬂl N‘ﬁ%ﬁnﬂ’ﬁﬁ’]ﬁﬁ]ﬂii&m’NLWﬂ

- & uncontrolled hypertension

il unstable angina #38#i81M13 angina luraiAisuNIINIBY

- § severe congestive heart failure (NYHA class Il — 1V)

- 1 myocardial infarction #3a stroke luz14 2 Fansifirnuan
- moderate %38 severe valvular heart disease

- ﬁm’]m%’imga@ia cardiac arrhythmias

- § obstructive hypertrophic cardiomyopathy

\ludavialfuesunndu PDE-5 inhibitors;
galainsifanssunmawe

winowg * Tadidnsdaliniilausznaaaifen laur ey iwame lsaanuaulafiogs lsawnnnu lsaludulwiangs magoynd
wpAnsumMIsiniiadsziniu mitldszifasevatuiulsanasaiiaanilafunawlsauais

316

ASUATUNTNYENT 2557;29 (3) ¢ Srinagarind Med J 2014; 29 (3)



[3gan AALdEa e Jeerisuda Khhumsikiew

’iUﬂ’]’iﬂi“’LNuI@EJﬁ]ﬂHLLWYIUﬂau wmmwmammﬂma
leun Nlhtl‘mmaﬂu macular degeneratlon uaziinig
diabetic retinopathy Sauﬂdwﬂuﬂ?’mmiammﬂmi
aJmmuamamﬂ‘uwaumwa\‘mﬂvlmumﬂqu PDE5
inhibitors NA37Le3UMTUT=LdUA1IE NAION Aaulden
AoLiiaaLTuii

Tadalafil Hualunssudaawlod PDE 11 Sawud
niwtite lsiAnomslufelszasdae annnsthanas,

Uranautitonaniazan laoanAiane M IwUUNFUN RS

AupmIaen (Fauas 7 949 30) lugﬂ'mﬁ"lﬁmm@m 10 04
100 wn.”

E]’lﬂ’]ié]x‘iﬂ‘ﬁ']@lLL“ﬁx‘lé]"JEI’]’J%’]%LLGZYT’]IﬁLﬁ@ﬂ’J’]N
13utha (Priapism) Lﬂummsﬁwuvlﬁﬁfaﬂmn I@ﬂmwu
1o Slldenaﬂl Vardenafll 1%} Avanafl Luadﬁnﬂuﬂ'mid“ﬁ’m
(half-life) waumw Tadalafil mumms Priapism aniia
ﬁ]ﬂﬂﬂ’]ﬂ‘ﬂ‘ﬂ%’](ﬂil’]ﬂﬁJ’]ﬂLﬂ%vL‘lJT?JGmﬂaN PDES5 inhibitors
i’JﬂJﬂ‘Uﬂ’]{L‘ViEJ’WISJN@Y]’]I‘MLﬂ@]ﬂ’]iLL“lJG@I’J“]JE]\‘]E]\‘]WE'WIau‘]
21M3 9z aannen Avanafil

- WU > Yauaz 10 maa;&'ﬂ’mz Central nervous sys-
tem 'lélliAi Headache (3azas 5 -12)

- W Sauas 2 — Sawaz 10 vavrthe:

o Cardiovascular b Flushing (3aeiaz 3-10),
ECG abnormal (Fasaz 1-3)

o Central Nervous System @A Dizziness (Fouae
1-2)

o Neuromuscular and Skeletal léiri Back pain
(Foaz 1-3)

o0 Respiratory laun Nasopharynagitis (%’ama: 1-5),
Nasal congestion (Y8882 1-3), Upper respira-
tory infection (3a8az 1-3)

- WU < Yauaz 2 ¥e9r1hy (Postmarketing Waz/via
case reports) éur Abdominal discomfort, ALT increased,
Angina, Arthralgia, Balanitis, Bronchitis, Color vision
change, Constipation, Cough, Depression, Diarrhea,
DVT, Dyspepsia, Dyspnea (exertional), Epistaxis,
Extremity pain, Fatigue, Gastritis, Gastroesophageal
reflux, Hearing loss, Hematuria, Hyperglycemia,
Hypertension, Hypoglycemia, Hypotension, Influenza,
Insomnia, Muscle spasms, Musculoskeletal pain,
Myalgia, Nausea, Nephrolithiasis, Nonarteritic ischemic
optic neuropathy (NAION), Oropharyngeal pain,
Palpitations, Peripheral edema, Pollakiuria, Priapism,
Pruritus, Rash, Sinusitis, Sinus congestion, Somnolence,
Tinnitus, Urinary tract infection, Vertigo, Vision loss
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(temporary or permanent), Vomiting, Wheezing
OUAITNILITTHINIENVDIEN

- Nitrates: Nﬂ’mmuﬂ?mumﬂaw nitrate 3IUNU
gIngu PDE-5 inhibitors 8199ztARAISUTARAE LI
iuu,iavl,@ \flag97n 1) nitrate wwleﬂ@ﬂaww@uIaﬁmmwaﬂ
A7 2) nitrates 1T nitric OXIde donors sﬁ\‘m'i”@umimmu
a4 guanylate cyclase LL@‘”L‘W&I cGMP muumﬂ%mnau
PDE-5 inhibitors i’J&m‘.leﬂau Nitrate ﬁ]\‘JLﬂumaﬁmi"ﬁ

- Alpha-Blockers: L‘l.l%‘llama?‘swwl,uai% PDE5 in-
hibitors 3234NU alpha-blockers Luaamﬂmaawrmﬁmmﬂ
waoatasauazvinlwanuaulafiae Wadmsldsiunu
ﬂﬂ'ﬂﬁm@nwsLaiNQﬂﬁa@ﬂawmqua%@ laglugihoung
oaarhldifaenugulafiaduuufianmsmaaainle
Wi e F93ou 1Juaw

- Antlhypertenswes PDE5 inhibitors ‘vmmaaﬂ
qmmmwaamaammuaau 9 ifletnmnanaima
WETINENAEIn Sonavad avanafil lunsissugniaa
anuanlafanuen amlodipine Waz enalapril Wuin
sansnaannuaulafialiaasladn 3 — 5 an.dsean
Waflisunugnasn

- Phosphodiesterase Inhibitors (Tadalafil,
Vardenafil, Sildenafil): 83 ldins@nsanulaeansua:
UszdinSnmaasmilinlungs PDE5 inhibitors Taam
aarinsolaiansls avanafil smnumau’tunawmmnu

- Alcohol: m alcohol 8z PDES |nh|b|tors @9n
fignuenewsanion Walwsmnuiinavinliuasaanu
sulafiainanniu Taswuinmsaa alcohol annndn 3
w7 TINAL avanafil Snarliiinetnsanuaulaia
Gl’lL%JaLiJaﬂuWI (orthostatlc signs and symptoms) e
sammsiduvesilaintu misnansuasnnuaulaia
Yzit AUII LAz ouaIme

- Strong CYP3A4 Inhibitors: Lﬁadmﬂ anavafil
Huansasduuas nmﬂamuuﬂaﬂm CYP 3A4 ¢9%in
szeutn anavafil azaawle dldsay Strong CYP
3A4 inhibitors L3% ketoconazole,
clarithromycin, nefazadone,

Avanafil

itraconazole,
ritonavir, saquinauvir,
nelfinavir, indinavir, atanazavir, ritonavir ﬁaﬁ?uﬁaﬁ’ml%’m
avanafil SL%N‘]J’JU‘Y]TU']Ji Vl’]%il’lLMﬂ’]%éJEl ‘W‘]J’J’lﬂ’]isl,%
Ketoconazole (400 yn. @IQ’J‘H) ﬁ]“’LW&JT‘@]‘UU’] W LWN AUC
Lae Cmax U84 anavafil 50 yn. L‘ﬂu 13 171 wae 3 i
wonaniivnlw Half-life vessndinduidn 9 ma. Garin
aldasld anavafil Iugﬂmﬁ"lﬁ%'u Strong CYP3A4 In-
hibitors asl

- Moderate CYP 3A4 Inhibitors: Luax‘lmﬂ anavafil
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uansasduuas nmﬂaﬂuuﬂaﬂ@ﬂ CYP 3A4 d3iis 326
£ anavafil ifiaawld fldHuTU moderate CYP 3A4
inhibitors LTwerythromycin, amprenavir, aprepitant,
diltiazem, fluconazole, fosamprenavir, verapamil ﬁd‘ifu
o ldunesinlild avanafil 1nnndn 50 un. lu 24 w3, wmue
ffihuled moderate CYP3A4 inhibitors agj wudhmali
Erythromycin (500 un. 2 ﬂid@iafu) LN Cmax Uay
AUC 284 anavafil 200 dn. 1T 2 wiuaz 3 1vih wanan
fivinl9% Half- life vaseindwiiln 8 ma.

- CYP 3A4 Substrates: 1{udanisszTinaioms
§991081 avanafi IﬁLLﬁﬁﬂaﬂﬁVLﬁ%'u CYP3A4 substrates
af;l L% amlodipine WU vt s avanafll m_l amlodipine
O 71’1112\ Cmax ez AUC 183 avanafll L‘W;J“U‘u, Jouaz 22
LL@Z?@&I@Z 70 Half- life ’llﬂx‘iil’lLW%J‘ll%Ll]% 10 1U. LLs"lz'Y]’lsL‘ﬁ
Cmax ez AUC 2838 amlodipine aaaIlIzN LIRS
9 LLa""Sﬂﬂa“ 4 G]’]SJE‘I’]@‘LI le‘iuN‘i_l’JElﬂ’J‘SvLﬂ‘SUﬂ’ﬁﬂﬂﬂ’]ﬁJ
LR mu’mm‘nmhﬂ"l,mumsﬂimmms@lauauaama
ARLN

- Cytochrome P450 Inducers: vadl lleinns
ANMINADDY Cytochrome P450 Inducers @aqw%&“ﬂ’ld
INFTIAUAEATI09 avanafil uaaenglsnan luuusin
14 3n3lt avanafil waz CYP inducers $aun% (lae CYP
inducers belLA barbiturates, bosentan, carbamazepine,
dexamethasone, phenytoin/fosphenytoin, nevirapine,
rifabutin, rifampin, rifapentine, troglitazone)

- Desipramine: s weak inhibitor w84
CYP2D6 184 avanafil WU avanafil 200 1n. vinl# AUC
uwaz Cmax "Ha\‘i desipramine 50 4. Za1Tlu CYP2D6 sub-
strate L‘IN%J’U‘LL Jouaz 5.7 UazIauas 5.2 @num@m

- Omeprazole: s weak inhibitor U84
CYP2C19 84 avanafil Wuin avanafil 200 3. ¥inlw

@131971 4 M lRsdszasdanmsldoingy PDE-5
inhibitors finuLiag (nnindauag 1)% %%

Sildenafil Vardenafil Tadalafil Avanafil
- Headache - Flushing - Headache - Headache
- Flushing - Headache - Dyspepsia - Flushing
- Dizziness - Dyspepsia - Dizziness - Nasopha-
- Dyspepsia - Nausea - Flushing ryngitis
- Nasal - Dizziness - Nasal - Nasal
congestion - Rhinitis congestion congestion
- Altered - Back pain,
vision myalgia
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AUC LLaz Cmax 283 omeprazole 40 un. %deJu CYP2C19
substrate LANTW Y088z 5.9 Laz30Ua 8.6 MWL

- Rosiglitazone: 3t weak inhibitor va4
CYP2C8 284 avanafil wui1 avanafil 200 un. ¥l AUC
a4 rosiglitazone 8 ynN. G'Iii\‘ll,fl% CYP2CS8 substrate Lﬁlw
o882 2.0 ULazaa Cmax &4 3088z 14
Yorul¥uesen Avanafil

- mwlmmlwmm‘bﬁmnaw Nitrates ) e
nmslhutmstnar A zerasulafasuu
Juusld uazmindianwindudasldmn Wldinanuatng
Waw 12 T lug wasanlden avanafil

- mul*‘ﬁ‘luaﬂ’mﬂ"nmmﬂu strong CYP3A4 in-
hibitors 'leiwn ketoconazole, ritonavir, atazanavir,
clarithromycin, indinavir, itraconazole, nefazodone,
nelfinavir, saquinavir and telithromycin Lﬁadﬁnﬂ Avanafil
nmﬂaauuﬂauﬂwanmﬁ CYP 3A4 muumiﬂu i3 CYP
3A4 eduarliaamIrsa Avanafil waziRaszeue
Avanafil lulRaa ﬂaulu;dﬂ'am% moderate CYP3A4 in-
hibitors léiuA erythromycin, amprenavir, aprepitant,
diltiazem, fluconazole, fosamprenawr and verapamil
WIALFIFAVDI Avanafil Auuziinde 50 un. waziwls
w1 aselu 24 T,

- wwlglungs PDES inhibitors 3ammu lagan
gilaiimsnmanutssansuazlsz@nsamwaaimslien
lunga PDES inhibitors a3

- mu‘l,"ﬂuwﬂfsﬂmmmw@ﬂﬂ@mawuﬁﬂﬁm
Vl’ﬂ%’«aaﬂi“mwmmaw LT retinitis pigmentosa

- mmlﬁ'luwﬂmmmww‘[amm (< 90/50 W4
3an) mhﬂﬂawuﬂuiawmadﬂQQUﬂuvluVL@ (> 170/100
V) Uia‘n) mmsmum'aw unstable angina %388 angina
YU TNATUNUT life-threatening arrhythmias, stroke, M,
coronary revascularization 14739 6 ‘ﬁﬁhum; cardiac
failure W38 coronary artery disease ﬁﬁmmm’m
unstable angina

- ﬁmiﬁugﬁuﬁm Avanafil ¥IauWaInLsznay
lutliaen Avanafil (Stendra®)
fAufeutaz¥onI35¢ 908N Avanafil

- anuEssdslsamalauaznasaiiaa: Wiesen
midifanTsumanalasiilsatszanarainlsanalaunas
mamﬁamau mﬁﬂﬁﬁmmﬁm@ia‘[mﬁ"ﬂaLLa *HRDA
Laamwmu Gt sfiTon s TImsld Avanafi Tugihe
Adanazaaluil
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o ;:J:ﬂ’s 8714] left ventricular outflow obstruction (L%
aortic stenosis, idiopathic hypertrophic subaortic
stenosis) LLa%T“?iﬁmmunws’aﬂmwuums
AILANAMINAY Iammaaimuﬂ?mwmuﬂma
amdsmnﬂmmww 4 anwlhdegnivasen
PIPRROALRDAGN 9

o ﬁgﬂwﬁlﬂu myocardial infarction, stroke,
life-threatening arrhythmia, or coronary
revascularization 14579 6 L@aunauniin

o I’Jﬂ’mﬁﬁ resting hypotension (BP < 90/50 y4.
1/3aM) w3a hypertension (BP > 170/100
EE ﬂsam)

o Nﬂ’;&l‘n&l unstable angina, anglna with sexual
intercourse, V\Samﬂw CHF 713 NYHA 4 Class
2 4wl

- plwzwaALdId I BAaUng: ITeuniaia
2ILILNALTIAIWIWLAY 4 Ta ezl priapism (um’]maﬂ
Wulamuiin 6 wa.) Iuwmml‘ﬁmaﬂuﬂau PDE-5
inhibitors luwﬂw‘mmmimm LW?ILL‘IJGG]’J%’I%N@UT‘]@
NN 4 B maumwuLmewumuaumﬂmam@ms
Fonigueailatiassnmianas FULRUANTIONIN
matne e I@mlaaum{lfﬁmamasmmwaluwﬂ'salml
ANMNHAUNANIINMBINIAVIDIATIA (LT angulatlon
cavernosal fibrosis, Peyronie’s disease) ‘MSE]N&J’J&I‘VISJ
nne Lml\‘mmﬁm’ﬂmﬂ@ priapism ldun (LT S|ckle cell
anemia, multiple myeloma, leukemia)

- anuAeUnAawnisueain: Insawniiia
mmmﬂnmmqm‘mmmuwmlmn@miammﬂmu
mmaamuamom’sﬂuwmﬂﬂimuwlunau PDE-5 inhibi-
tors L7 Non-Arteritic Anterlor Ischemic Optlc Neuropa-
thy (NAION) ﬁafusjﬂ'sU’?iaﬁaamwml,meﬁuﬁ

- msamﬁumﬂﬁﬁu- ANLNBMINARIVBINT
VlmluammuwauvﬁsammmLammivlﬂﬂuiﬂﬂm
wsauﬂummmaamauuﬂmﬂumﬂwﬁlmmnau PDE-
5 inhibitors Imwmmummsmnmmawmms
FUUTEMUEURZWUUNNE VU7 muﬂﬁmmamau 9 ¢a
NAION 7% N33l cup-to-disc ratio (9“1’1 (“crowded disc”)
Isavaaaidaaila lsaiwvam lsannudulaiings
laluduluifoags auumu,a Jengunni 50 1

- mwmuia%mmuuummi WaNLALINS o
sfansaueSasauniuaanagasluymeiin1sldon
Avanafil uaﬂmﬂu@aaiwaamﬂ%’luwﬂawlmm Alpha-
Blockers IﬂsJmhﬂmnlmwmuia%mwmvmaul,sum
Avanafil uazA2313081 Avanafil sl,umm@mma@mmwm
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- mI3diRereanialnd: lEuanuIT AT
Nl]’lil‘ﬂ&lﬂ’n Aaasanfindnd iasanssldlafinng
ﬂm:r’]ﬂi“‘ﬁ‘ﬂﬁﬂ’]WLLa mmﬂaa@nﬂuwﬂmnauu

a3yl

13AREBUANTIDNINNINA (Erectile Dysfunction)
Lﬂuﬂ’]’lliﬂﬂWﬂ@‘UE]EJIWD”]U&GE]’]U WAz ummmﬂmmu
Iuwﬂaﬁﬂl,ﬂukﬂl,iaim'lae] o Iiﬂmﬁmuiamm
Tsawnnu lsarala mmlunau PDE-5 Inhibitorsl4ur
Sildenafil, Tadalafil, Vardenafil L8z Avanafil datduen
RAN MNNTINBN ‘[mmlumjwffﬁﬂs:’ﬁw%mwinﬁ IR
LARAMULANGEII UM UL FTIAUAFATUATEINNT LIRS
U5zx96 lag Avanafil Lﬂumlmmﬂwwmmumaiw
nalunsaangnifiiiuas cano1n1s LRt sl szaadung
atisvasoiinlunga waadnslsAawendiadidos
smmwalumﬂwﬂ’m lamawnzlungugtholamila
LRzMABALEER FINNIL umﬂﬂnmnamamwm% zifia
UAINILITTRINILLRE wnl%wﬂaﬂtﬂﬂﬂaww@ula%mmw
mu’smumaaummmLmﬂmm"l,@ FarIsdaslinng
ﬂswmumwmaswadwﬂwﬂaum =finslEenasldo
ﬂauu smLﬂuaﬂm@waﬂml'ﬁmnauummmﬂum
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