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CANH BAO PAC BIET:

Thubc niy chi diing theo dom ciaa béc .
Brk hwimg diin sir dgng trwire khi ding.
Néu ciin thém thing tin xin hii ¥ kién bic s§.
Thing bio cho bic 5§ nhimg tac dung khing mong mubn gip phai khi sir dyng thude.
Khéng diing qui lidu chi dinh.

Khéng sir dyng thude dii qué han ding.

D4 xa tim tay tré em.

TEN SAN PHAM
VIAGRA®

THANH PHAN PINH LUQNG VA DINH TINH

VIAGRA $0 mg: M3i vién chira sildenafil citrat tvomg dwong véi 50 mg sildenafil,
VIAGRA 100 mg: M3i vién chira sildensfil citrat teong duong vai 100 mg sildenafil.

Danh myc td duye:

Cellulose vi tinh the, calci hydrophosphat (khan), natri croscarmellose,
Opadry blue OY.LS-208921 (chim hypromeliose, lactose monohyd
glyeerol trizcetal, miu lake indigo carmin nhém E132), Opadry Cl
(chia hypromellose, glycero] tracetat)

DANG BAO CHE

Vién nén bao phim.

VIAGRA S0 mg: Vién nén bao phim hinh kim cuong trdn, mbu xanh Mt m3 cla vidn
thude duepe khie chir *VGR 50™, obn m3t kia duge khie chir “Plizer”,

VIAGRA 100 mg: Vién nén bao phim hinh kim cuomg tron, miu xanh, Mt mit cia vién
thude duge khic chir “VGR 1007, con mit kia dirpe khic chiy ~Pfizer”.

DAC TINH LAM SANG

{'Iid]nhdi!ulﬂ

Sildenafil ding d¢ didu tri cdo tinh trang r8i logn cuvmg duong, 14 tinh trang khong cd khi
nang dgt duoe hodic duy tri curomg cimg di dé thoa min hogt ddag tinh dyc.

Sildenafil chi o6 tic dung khi ¢6 kich thich tinh dyc kém theo.

Lidu diing vi phweng phip sir dyng
Vién sildenafil dupe ding theo duwdmg ubng.
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Ddi viri ngwin lém
Hiu hét cic bénh nhin dwoc khuyén céo ding liéu 50 mg khi ciin, uéng trudc khi quan hé
tinh dyc khodng | gio.

Dyrt trén sy dung nap va tae cisa thude, liéu 6 thé ting Jén 161 mire t4i da s 100 mg
hojc gidm 1 mie 28 mg. Lidu khuyén cdo 18i da 13 100 mg. sb lin ding t6i da 13 1 lin
mbi ngdy.

Ddi vl binh ahin suy thin

Ciic tnromg hop suy thin nhe hodic trung binh (49 thanh thi creatinin = 30-80 mi/phix),
thi khéng cn diéu chinh liéu, _

Cac tnsimg hep suy thin niing (49 thanh thii creatinin < 30 mL/phi), thi lidu nén ding 14
25 mg vi &) thanh thai ciia siklenafil bj giam & nhimg bénh nhén nay.

Déi v béah nhin suy gan
Lidu nén ding 1 25 mg vi 40 thanh thii cda sildenafil bj gidm & nhimg bénh nhiin nay (vi
dy b{nh xo gan).

Pdi viri binh nhin dang phii ding céc thube khie

Dy vdo mie &) twong tie & nhitng bénh nhin dang ding sildenafil dong thin vai
ritonavir (xem myc 4.5 Twong tic v cac thude khic vi cie dang twong tic khic) thi
khéng nén vupt qui mit lidu don 1bi da L 25 mg sildenafil rong vong 48 gidy

Nhimg bénh nhin dang ding cie thude cb te dung e ché CYP3A4 (vi dyugxythromy
saquinavir. ketoconazol, itraconazol) thi liéu khéi ddu nén ding l1a 25 4.5
Twong the véi che thube khdc v cic dang twomg tic khic)

Dé han ché nguy co ha huyé dp tr thé trong qua trinh diéu tri, bénh nhin nén duge diéu
tri 6n dinh khi dimg cic thude huf @ giso cam trude khi bit du i lidu voi sildenafil.
Thém vio 46, nén cdn nhde ding cée lidu sildenafil thip bon khi khoi diu didu trj (xem
muc 4.4 Cinh bio va thin trong djc bift khi sir dyng va 4.5 Twong tic véi cic thude
khiic vi cde dang twong tic khac).

Déi vird tré em
Khéng ding sildenafil cho tré em duwdi 18 tudi.

Di v ngui
Khén;r;n‘plﬂi!:liﬂudﬂnhliéu.

Chdng chi djnh
Chéng chi dinh diing sildenafil cho nhimg bénh nhin dj (mg vii hit ki thinh phin nio
<l thudc.

Sildenafil 1am tang tic dung ha huyét dp cia cée nitrat cdp va man tinh, Vi vily chdng chi
dinh diing sildenafil cho nhitng bénh nhdn dang ding nhimg chit cung cip nitric oxid, cic
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nitrat hivu ¢o hay nhitmg nitrit hitu co dudi bt ki hinh thirc nio dit 1 thuimg xuyén hay
ngit quing (Xem muc 4.5 Twong tic v cic thude khic vii cic dang twomg tic khéc),
Chéng chi dinh diing ddng théi céc tée nhin G ché PDES, bao ghm sildenafil, vén chiit
kich thich guanylate cyclase, nhu riociguat, do o6 khd ning gly ra hy huydt dptridu
chimg.

Chhbhﬂﬂ:wuﬂ:biﬁkﬁhidﬂu
Phii khai thic tién sir vt khim lém sing ti mi & chdn doén rdi loan cuomg duong, 8é xic
dinh nhimg nguyén nhin tiém dn va xéc dinh huimg didu trj thich bop.

Vi co thé o6 mit sd nguy cor tim mach lién quan t&i hoot ddng tinh dyc, nén thily thude
phii chi ¥ w1 tink trang tim mach cisa bénh nhén trwée khi tién hinh didu tri rdi Joan
cuong duomg.

Khong nén diing céc thude didu trj rbi boan cuomg duomg & nam gidi dupe khuyén khing
nén hoat djng tinh dyc.

Céc bién o6 tim mach nghiém trong bao gbm nhéi miu co tim, 41 tir lién quan téi binh
tim, logn nhip thit, xult buyét ndo vi con thidu mau cpc b thoing qua duge bio cdo
trong qué trinh lwu hdnh st dung sildenafil dé didu tr rbi logn cuong duomg. Hiu hét

khéng phii tht cd cée bénh nhin ndy @3 cb tidn sit che yvéu th nguy co tim mach,

Nhidu bién ¢b trong sb nay duge béo cdo xudt hidn trong hodc ngay sau khi hoat
tinh dyc, vii mt viii bién cb duge béo cdo xiy ra ngay sau khi diing sildenfifil ma
¢ hogt ding tinh dye, Ciic bién ob khac duge b céo iy ra tiz viii gidr A8
khi diing sildenafil va c6 quan hé tinh dyc. Khong thé xie dinh duge ligu chbin
¢d lidn quan trye tidp 161 sildenafil, hogt ding tinh dyc, binh nhdn dang NOb

mach, sy két bop cic yéu 16 ndy hay cac yéu 1 khic,

Mt 56 thir nghi¢m 1im sing cho thiy ring sildenafil ¢6 thuéc tinh gidn mach toan thin
gily ba huyét dp thodng qua (xem muyc 5.1 Cie dde tinh dege lye hoe). Dbi v hilu hét
céc bénh nhin, diéu do b dnh hudomg rit it hode khing ob dnh huiomg gi. Tuy nhién e
khi ké dom, thiy thude phii chil § toi nhimg béah ahin ¢ tinh trang bah 13 ma o6 thé bj
dnh huimg béi te dyng ndy v d3c bi¢t khi cd thém hogt &dag tinh dyc. Nhimg bénh nhin
cb cin trd dong chiy this tréi (vi du bep ddng mach chi, bénh co tim phi dgi tie nghén)
hay mic hi chimg teo da b thing (syndrome of multiple system atrophy) i nhimg bénh
nhin o6 ting mdn cam véi cic yéu 1 giln mach, biéu hién biing sy suy gidm trdm trong
kha ning khing ché huyét dp ty ddng 1i nhimg nguwin cin phai rit ciin nhic khi didu tri.

Bénh thiin kinh th gide thibu mdu cyc b kbhdng do ddng mach (NAION), mét bénh hiém
gdp va 14 nguyén nhin gy giam thi hye hode mét thi lye, duge bio cdo hiém glp trong
qué trinh huu hanh khi s dung van cic thude i ché phosphodiesterase nhom 3 (PDES),
bao gbm sildenafil.

HAu hét nhomg bénh nhiin nay 84 cé cic yéu 15 nguy co nhu 19 1 chén thi gide thdp so voi
din thi gidc (“dia thi gidc ting™), trén 50 twdi, tidu dwimg, cao huyét dp, bénh mach vanh,

Viagra $0 &100-51 FY Fage Sf 14
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lipid mdu cao va hit thudc. Mt nghién ciru quan sit dinh gid li¢u ring viée sir dyng gin
diy cia chit e ché PDES, nhu mét nhom thude, ¢6 lién quan dén viéc kheri phit cdp tinh
NAION hay khong. Két qua ggi ¥ riing nguy co bj NAION tang gin gip dbi trong vong
chu ky bén thii ciia chit irc ché PDES dugc ding. Dya trén y viin 45 xudt ban, ti I¢ mic
mdi hing ndm cda NAION 14 2.5- 11,8 ca trén 100.000 nam giéi dé twdi 250 hang ndm
trong ddn sd néi chung. Trong tnrémg hop mét thi lue dét ngdt, cdn khuyén bénh nhin
ngimg diing sildenafil va héi ¥ kién bdc si ngay.

Nguoi di timg bi bénh NAION c6 nguy co tai phat NAION tang lén. Vi viy béc si cin
thio lufin véi nhimg bénh nhin nhu viy vé nguy co nay va viée ligu ho cd bj inh huimg
xiu néu sir dyng chit irc ché PDES hay khong. Cic chit e ché PDES, ké ci sildenafil,
cén duge ding thin trong & nhimg bénh nhén ndy va chi khi lgi ich dy kién vugt tei so
Vi nguy co.

Cién thin trong khi chi dinh sildenafil cho bénh nhin dang ding thube huy a giao cam vi
chi dinh ddng théi co thé din 1&i ha huyét dp tri¢u chimg & nhimg bénh nhin nhay cam
(xem myc 4.5 Twong tie viri ciic thude khie v cie dgng twomg tic khic). D¢ han ché
nguy co hg huyét dp tr thé, binh nhin nén didu tri dn dinh huyét dong khi ding cée thube
huy @ giao cim trede khi bit diu trj ligu bang sildenafil. Nén cin nhic bit diu didu i
bing sildenafil & cdc liéu thip (xem myc 4.2 Lidu ding vi phuong phip sir dung).
Thém vio d6, béc si ¢in khuyén bénh nhin nhimg vige cin lim trong trudmg hop o6 céc

triéu chimg cta hy huyét dp nr thé.

Mot sd it bénh nhin viém vOng mac siic 18 6 cdie rdi logn vé gen p o
vong mgc, ciin phii thiin trong khi diéu trj sildenafil & nhimg binh nhén niy b
nhimg bang chimg an todn.

Cac nghién ciru in vitro trén tidu cdu ngudi cho thiy sildenafil cd anh hutmg 16 kha nang
ching ngimg két tidu cdu cla natri nitroprussid (chdt cho nitric oxid). Hién nay chua cé
théng tin an todn vé vige sit dung sildenafil trén nhimg b¢nh nhan bj rdi loan ddng mau
hodc loét tiéu hod clp tinh, vi viy cin thin trong & nhimg bénh nhin ndy.

Cén thin trong khi ké dom cie the nhin didu trj i loan cuong duong cho nhimg bénh
nhin cd cic bién dgng vé giai phiiu duong vii (nhu duong viit gip géc, bénh xo hod thé
hang, hay bénh Peyronic), nhimg bénh nhiin ¢6 bénh 1y d¢ giy cuong dau duong vit
(nhir bénh thiéu mau hdng ciu hinh liém, bénh da u tuy, bénh bach ciu).

D4 ¢ bdo cdo vé tinh trang cuong duong kéo dii vi cuong duomg khdng mong mudn khi
sit dyng sildenafil sau khi thue duge luu hinh. Trong treomg hop cuong duong kéo dai
hon 4 gio, bénh nhin cén dén co s& y té dé didu trj ngay lap 1ie. Néu cuong duong khong
duge didu tri ngay ¢6 thé din dén md duong viit bj pha hity va mét kha ning vinh vién.

Tinh an todn va hidu qua cta viée ding két hop sildenafil véi cée chilt ire ché PDES khic,
cic thube didu tri ting huyée ép dong mach phdi (pulmonary arterial - PAH) ¢6 chim
sildenafil (REVATIO) hodc cac thude diéu tri rdi logn cuong duong khic khéng duge
nghién cir, vi vy khéng nén két hgp didu trj cic thube nay.

Fiagras 36 & 100-FF 1N Page 4 off 14
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Giam hay mét thinh lyc d§t ngdt 83 duge bio cho trén mdt s lugng nhéd cic trudmg hop
sir dung cdc chit irc ché PDES, bao gdm sildenafil trong cde thir nghiém lim sing vi sau
khi liru hanh. Hiu bét céc bénh nhin ndy c6 cée yéu th nguy co ddi vai viée giam hay mét
thinh lyc 43t ngdt. Khdng thiét lip duge mbi quan hé nhin qua giita viée sir dung cic chit
tre ché PDES va vide gidm hay mit thinh lyzc dgt ngt. Trong trutmg hop bi gidm hay mit
thinh lye ddt ngdt, bénh nhin duge khuyén nén ngimg uong sildenafil va kham béc si
ngay lip e,

4.5, Twomg tic vi cic thude khic va che dang twomg tic khic
Anh hurémg caa cic thube khic ddi visi sildenafil
Cic nghién ciru in vitro <
Chuyén hoa sildenafil didn ra chi yéu béi cic phin nhom cytochrom P450 (CYP) dang
3A4 (duimg chinh) v 2C9 (dudmg phy). Vi vily tht ¢ cac tie nhin gdy (e ché nhimg
phén nhom ndy ¢6 thé lim gidm d¢ thanh thai cia sildenafil va cic tic nhin gy kich
thich nhimg phiin nhom ndy ¢6 thé lam ting 46 thanh thai cia sildenafil.

Ciic nghién ciru in vivo

Cic phin tich duge ding hoc qua cde dir lidu thir nghiém lim sang cho thiy, khi ding
dbng thii sildenafil véi cde tic nhin (e ché CYP3A4 (nhir ketoconazol, erythromyein,
cimetidin) s& lam gidm d thanh thai cia sildenafil,

Cimetidin (800 mg), mt tic nhin (¢ ché cytochrom P450 vi irc ché khong dic higu
CYP3A4, khi ding dbng thoi vi sildenafil (50 mg) s& lam ting nong d¢ cia sildenafil
trong huyét twomg 1én 56% trén nhimg ngudr tinh nguyén khée manh.

Erythromycin (500 mg, ding 2 lin/ngdy trong 5 nghy) 1A mdt the nhin (e ché
CYP3A4, khi ding thiri v lidu dom 100 mg sildenafil, 43 ldm tang
duimg cong sildenafil (AUC) lén tdi 182%. Ngodi ra vige ding ddng thoi
100 mg sildenafil véi téc nhin e ché protease cia HIV saquinavir (1200 m
lin/ngdy), diy cling 14 mdt tic nhin giy (rc ché CYP3A4, di lim tang Cmax cia
sildenafil 1én t&i 140% va ting AUC lén t&i 210%. Sildenafil khéng c6 mdt inh hudmg
nio i duge ding hoe cia saquinavir (xem muyc 4.2 Liéu ding vi phuong phip sir
dung) Cic tic nhén (e ché CYP3A4 manh hon nhu ketoconazol va itraconazol cling s&
cd nhimg anh hudmg lém hon.

Vige ding dbng thiri lidqu don 100 mg sildenafil véi téc nhdn e ché protease cila HIV
ritonavir (300 mg, ding 2 lin/ngay), mit chit ire ché manh P450, 3 lam ting Cmax cia
sildenafil 1én t&i 300% (gdp 4 1an) vii ting AUC trong huyét tuomg lén tii 1000% (glp 11
ldn). Théd diém 24 gio sau diing thude, dd cia sildenafil trong huyét rwong vin xip
xi 200 ng/ml. so v&i 5 ng/ml khi ding mdt minh sildenafil. Didu nay phil hop véi tde
ding rd rét cia ritonavir 1én cdc co chiit clia P450. Sildenafil i khong c6 dnh huémg nio
ti durgre ddng hoe cia ritonavir (xem myc 4.2 Lidu ding va phwong phép sir dung)

Khi dung sildenafil theo mirc liéu khuyén cdo cho nhimg bénh nhin dang diéu trj céc the
nhiin ¢6 khi ning e ché CYP3A4, nong d§ sildenafil 1y do thi da trong huyét twong

Faagra 50 4 100-P1 FN Page Saf 14
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khong vugt qui 200 nM vi déu dung ngp t5t. Nhimg liéu dom cac thude khing axit
(magi& hydroxid, thdm hydroxid) khéng dnh huéng 11 sinh khé dyng cta sildenafil,

Trong mdt nghién ciru trén tinh nguyén vién nam gidi khoe manh, vige dimg dong théi
chit d6i khing endothelin, bosentan, (mgt chit cim img CYP3A4 [trung binh], CYP2C9
vit ¢6 thé ca CYP2C19) & trang théi on dinh (125 mg, 2 lin/ngiy) véi sildenafil & trang
théi dn dinh (80 mg, 3 lin/ngay) din dén viée gidm AUC va Cmax cia sildenafil twong
img li 62,6% va 554%. Sildenafil lam ting AUC vi Cmax cia bosentan twong img la
49,8% va 42%. Vige ding ddng thii véi cde chit cam img CYP3A4 manh, nhu rifampin,
dupe cho 13 s& lam giam ndng d§ sildenafil trong huyét tuong nhiéu hon.

D ligu duge ddng hoe trong céc thir nghiém 1im sing cho thiy riing, céc tdc nhin ire ché
CYP2C9 (nhur tolbutamid, warfurin), ée ché CYP2D6 (nhir céc thude e ché tii hip thu
o c:En loe serotonin, thude chdng trim cam logi 3 vong), thude lgi nifu thiazid, cée chit
ire che enzym chuyén angiotensin (ACE) vi céc thudc chen kénh calci déu khing lim dnh
huémg 16 duge ddng hoc cia sildenafil.

Trén nhimg nguoi nam gidi tinh nguyén khoe manh khong thiy ¢6 anh huémg ndo ca
azithromycin (500 mg/ngdy trong 3 ngdy) toi AUC, Cmax, Tmax, hing sb tde dd thai trir,
thén gian bén thai cia sildenafil ciing nhr chét chuyén héa chinh cia no.

Anh huimg cia sildenafil ddi véi cac thude khic ’

Ciic nghién ciru in vitro _
Sildenafil 1d mt tic nhdn ie ché yéu chc cytocrom P450 phan nhém 142, 2C9, 2C19,

2D6, 2E1 va 3A4 (IC50 > 150 uM ). ) _
Do sau khi diing liéu khuyén cdo thi ndng dd dinh trong huyét neong cia sil
1uM, nén sildenafil s& khong lam thay ddi a9 thanh théi céc co chilt clia cac

ndy.

Ciic nghién ciru in vivo

Sildenafil d3 duge chimg minh 13 ¢6 khi ning lam ting tic ddng ha huyét dp cis céc
nitrat cdp v man tinh. Vi vily ching chi dinh ding sildenafil cling v cde chit cho nitric
oxid, cdc nitrat hitu co hay nitrit hitu co dudi bit ki hinh thirc nao di 13 thuimg xuyén
hay ngdt quiing (xem muyc 4.3 Chong chi djnh).

Trong 3 nghién ciru djic hidu vé twong tic thube-thube, thude huy a giao cam doxazosin
(4 mg vi 8 mg) v sildenafil (25 mg, 50 mg. hojc 100 mg) duge chi dinh déng théri cho
cic bénh nhin budu linh tién liét wyén diéu tri 6n dinh v6i doxazosin. Quan sét cde dbi
wgng nghién ciru ndy, céc mirc gidm bd sung trung binh clia huyét &p do & tu thé nim
ngira lan hegt 1 7/7 mmHg, 95 mmHg, va 84 mmHg va céc mire gidm bo sung trung
binh ciia huyét ép do & tu thé dimg lin lwot 14 6/6 mmHg, 11/4 mmHg, va 4/5 mmHg.
Khi chi dinh déng théri sildenafil v doxazosin trén bénh nhin dang diéu trj dn dinh véi
doxazosin, it ¢é céc bio cdo vé nhimg bénh nhin bj ha huyét dp tu thé trigu chimg. Cac
bdo cdo ndy bao pdm chong mat vi mét moi, nhumg khong ngdt. Chi dinh ddng thoi
sildenafil cho bnh nhin dang ding thude huy @ giao cim o thé din i ha huyét ap triéu

Fisgra 30 & 100-07 1Y Page 8o 14
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chimg & mit sb bénh nhin nhay cim (Xem myc 4.2 Liéu ding via phuwong phip sir
dyng va myc 4.4 Cinh bio va thiin trong diic bi¢t khi sir dyng).

Khong co tuong the ¢ ¥ nghia ndo khi chi dinh ddng thii sildenafil (50 mg) véi
tolbutamid (250 mg) hodc warfarin (40 mg) (la céc chit duge chuyén hod bai CYP2C9).

Sildenafil (100 mg) khong anh hudmg téi duge déng hoe cia cée tac nhan irc ché protease
ciia HIV nh ritonavir vit saquinavir (ca hai thude nay déu 1 co chat ciia CYP3A4) (xem
phiin trén, Anh hwémg cia edc thube khic di véi sildenafil).

Sildenafil & trang thii dn dinh (80 mg, 3 lin/ngdy) lam ting 49,8% AUC cia bosentan vi
ting 42% Cmax cia bosentan (125 mg, 2 lan/ngay) (xem phin trén, Anh hwimg cia clic
thube khic déi véi sildenafil).

Sildenafil (50 mg) khdng lam ting thém théi gian chdy mdu do aspirin (150 mg).

Sildenafil (50 mg) khéng lam tang thém téc dyung ha huyét 4p ciia regu trén nhimg nguii
tinh nguyén khoe manh véi nérng. & toi da trung binh 1a 0,08% (80 mg/dL).

Khing cd twong tic ¢ ¥ nghfa nio gilra sildenafil (100 mg) vi amlodipin & nhin
tang huyét &p (6 tu thé nAm ngira chi lam ha thém huyét ip 8 mmHg ddi véi huyét dp tim
thu vi 7 mmHg ddi véi huyét dp tim truong).

Phin tich dya trén cde dit li¢u an toén r:ho!héy, khéng 6 su khéc nhau nio Ve tic dyng
khing mong mudn & nhimg bénh nhin ding va khong ding sildenafil dong thii vi cic
thudc ha huyét ép.

Anh hwimg trén kha ning sinh sin, phy ni ¢6 thai vi thii ky cho con bi
Khong ding sildenafil cho phu nit.

Nghién ciru trén chudt va thé sau khi ding sildenafil duimg uéng, khong thiy
chimg vé kha ning giy quai thai, gidm kha ndng sinh san, hofic nhimg téc d
cho syt phét trién ciia phdi vi thai nhi.

&

Chura c6 cic nghién ciru ddy dil va thich hgp trén phy ni¥ ¢ thai v cho con b

Anh hwimg trén kha ning ldi xe vi viin hinh miy méc
Chura c6 nghién ciu ¢y thé ndo vé dnh hudng [én kha ndng 1di xe va vin hinh may méc
duye tién hanh.

Hién tugng chéng mit va thay d6i thi luc 42 duge béo cdo trong chc thir nghifm 1im sing
vii sildenafil, do vy bénh nhin cén biét rd ho phan img nhu thé ndo vii VIAGRA trude
khi 141 xe hod¢ vin hinh may méc.

Tic dyng khing mong mudn )
N6i chung nhimg tac dung khéng mong mudn chi & mix thodng qua. nhe hay trung binh.
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Trong cde nghién ciru lidu cd dinh, tin sudt cla mét vai bién chimg tang theo liéu.

Cic nghién ciru véi lidu cé dinh phan dnh sit thye hon ché 8 lidu khuyén cdo. Bin chit

céc tic

ciru vii liéu cb dinh.

dung khéng mong mudn trong cdc nghién ¢u ndy tuong ty nhy trong cic nghién

Cic tic dyng khing mong mudn thuémg duge béo céo nhit 14 dau diu va do bimg mit.

Biing Tic dung khing mong muén cia Thude

Phin logi theo b co | Rat Thwdmg | Thuwimg gip Itgap Hiém giip
quan gip 21100 va =1/1.000 to =110.000 va
=1/10 =1/10 <1/100 =<1/1.000
Nhiém khudn va Viém miii
nhiém ky sinh tring
Rai loan hé mién dich Cud min
Réi logn hé thin kinh | Dau diu Chong mt Buon ngu Bong kinh'; ddn
kinh tdi phdt ; n
R&i logn mit M mat; roi Dau mat; so dnh Phil mit; sung mat;
logn thi gidc, | sing: hoa mit; khé mit, mdi mit;
chimg thay sdc | sdc thi; sung huy o mat; chimg
xanh mit; chdi mit thy sl vang;
chimg thiy sic dd;
rdi loan mét: sung
h g
ki
g
mit; ph
R&i logn tim nhip tim nhanh;
dinh [l
Raéi logn mach miu Do bimg mat; ha huyét dp
néng bimg
R&i logn hé hap. ngyc Nghet miii Chay mau cam; thc | Co thiit hong; khé
va trung that xoang mii; phil mdi
Réi logn hé tiéu hoa Buon nén; khé | Chimg trdo ngwoe | Gidm xibe gide
tidu dp diy thye quin; | midng
ndn mira; dau bung
trén; khi miéng
Rai logn da vi md Phit ban
dirdi da
Rdi loan hi ¢o xuong Dau co; dau chi
v md lién
Rdi logn hé sinh dyc Cuomg duomg
vi via k.h&ag_ mong

mudn’; ting cuomg
duomg
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Phin logi theo hi eor | Rdt Thwdmg | Thwimg giip | it gap Hiém gap

quan gip 217104 va 21/1.000 1o 2110.000 va
=1/10 <1/10 <1104 <1/1.000

Cise rdi logn chung va Cam gidc ning Kich img

ti noi ding thude

Két qua kiém tra/xét Tang nhip tim

| nghi¢m

*ADR duoc xic djnh sau khi huu hanh thude

Vi liéu Iém hon liéu di khuyén cdo thi che tac dung khong mong mudn ciing vin la cée
tic dyng di li¢t ké & trén, nhumg néi chung 13 s& gip nhidu hon.

Qua phin tich céc thir nghiém lim sing mi d6i c6 ddi chimg gia duge gém hon 700
ngudi hing nim dimg gia duoe va 1300 ngudi hing ndm ding sildenafil, khing thiy co
su khdc biét ndo gi hai nhom vé ti 1é médc nhdi mdu co tim (MI) va ti } tir vong do tim
mach. D6i véi ¢ hai nhom thi ti 1€ nhéi méu co tim (MI) 1a 1,1 trén 100 ngudi hang nam,
con ti I tir vong do tim mach 13 0,3 trén 100 nguiéi hing nam.

49  Qui litu
Nghién cina trén nhitng ingudi tinh nguyén dimg ik don 800 mg sildenafi] cho thly cie
tic dung khing mong mudn & liéw nay twong ty nhu & lidu thip, nhung tin xudt gip va
mite 46 thi ting 1én.

Trong truimg hop qué lidu, véu ciu phii ¢ cac bi¢n phap hd trg phi hep.

Thém phin thin khong lam ting dé thanh thai vi sildenafil gin manh véi
romg v khong bj thai trir qua nudc tidu.

s CAC DAC TINH DUQC LY HQC

51 Cide die tinh durge Iye hoe
Sildenafil 12 mudi citrat cia sildenafil, dimg dubmg ubng dé diéu trj rdi logn cuong
duong. Sildenafil c6 tic dyung irc ché chon loc guanosin monophosphat vong (cGMP-
cyelic guanosine monophosphate) — phosphodiesterase djc higu typ 5 (PDES).

CO CHE TAC DUNG

Co ché sinh 1§ cuomg duomg vit kéo theo sy giai phong nitric oxid (NO) & thé hang trong
sudt qud trinh kich thich tinh dyc.

Sau dé NO hogt hod men guanylat cyclase, men nay lam ting ndng 49 cha cGMP tir do
lim gifin co tron mach méu cia thé hang va cho phép ddng miu chiy vio,

Sildenafil khéng c6 tic dung gidn trye tiép trén thé hang phin Lip cia ngubi, nhung nd
lam l.ln& tic dung ciia NO bing cdch (e ché PDES, chit nay o6 thc dung phin hiy cGMP
trong the hang.

Khi kich thich tinh dye tgo ra sy gidi phong NO tai chd, thi sy trc ché PDES cita sildenafil

Vhagra 30 & 1001 1N Page #Fof
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ése’é!&mtnng lugmg cGMP trong thé hang, két qua lam gidin co trom vi ting dong méu 161
hang.

O lidu 42 khuyén cdo thi sildenafil chi ¢6 tac dung khi ¢6 kich thich tinh dyc kém theo.
Céc nghién ciru in vitro cho thiy sildenafil trc ché chon lpe PDES.

Téc dyng cua sildenafil chon loc trén PDES manh hon céc phosphodiesterase di dirge biét
khac (gap 10 lan dbi véi PDES, > 80 lin ddi vai PDEL, > 700 lin dbi v&i PDE2, PDE3,
PDE4 va PDET7- PDE11).

Téc dyung chon loc trén PDES manh gip 4.000 Kin so véi PDE3, didu ndy rit quan trong
vi PDE3 ld mdt men lién quan téi sy co bop cia tim,

Ciac nghién ciru lim sing

Tim

Khéng 6 sy thay 83i lién quan lim sang trén di¢n tam 6 (ECGs) ctia nhimg ngudi nam
gi6i tinh nguyén binh thudmg khi diing céc liéu don sildenafil 1én téi 100 mg duimg udng.

Sau khi ding lidu 100 mg, huyét dp tim thu gidm t5i da trung binh 13 83 mmHg cdn
huyét 4p tim trwong gidm i da trung binh 14 5,3 mmHg (do & 1w thé ndm ngira)

Nhimg anh huémg lén huyét dp trén nhimg nguii dang ding nitrat déng thei nhidu hon
nhumg ciing chi thodng qua (xem mye 4.3 Chang chi djnh va muyc 4.5 Tuong tic véi cic
thubc khic vi cic dang twomg tic khic)

Nghién ciru vé huyét ddng trén 14 bénh nhin bj binh djng mach vanh ndng (hep > 70% it/
nhdt 14 1 dong mach vinh) duge ding liéu dom 100 mg sildenafil thiy ring huyét dp

thu va tim truong khi nghi ngoi giam di 7% va 6% so voi huyét dp trude khi d
Huyét dp tim thu ddng mach phdi trung binh giim di 9%. Sildenafil khénghé
cung legmg tim va khong dnh hudmg dong chay qua cde djng mach vanh bj hepd
sy i thign (khoidng 13%) trong vige dio nguge dong chidy mach vinh duge kich thich
bdng adenosine (trong cd cic ddng mach bj hep vil cdc dhng mach lién quan),

Thir nghiém lim sing mi d6i ¢6 ddi chimg véi gid duge trén 144 bénh nhén rdi logn
cuomg duong va dau thit nguc dn dinh. Nhimg bénh nhén ndy ding thudc chéng dau thit
ngyc thudmg xuyén (ngoai trir nitrat). Ho phii ging sire ldm vide cho toi mire gidi han cla
dau thit ngye xudt hién. O nhimg bénh nhin dung liéu don 100 mg sildenafil thi thi gian
kéo cdi xay lau hom (19,9 gidy: khoang tin cdy 95%: 0.9 - 38,9 giy) (c6 ¥ nghia thing
ké) so v&i nhimg bénh nhin ding gid duge. Thoi gian ging sirc trung binh (duge diéu
chinh v&i mire co ban) cho 141 giéi hgn dau thit ngue 1a 423,6 gidy & nhimg ngubi ding
sildenafi] vi 403,7 gidy & nhimg ngudni ding gia duge.

Nghién ciru mil i nglu nhién, c6 dbi chimg véi gia duge (véi lidu sildenafil thay di, tdi

aalﬂ-ﬂmg)uenswmmgiaibiréilmcmgdmuamhuy&agNh bénh
nhdn ndy ludn ludn phii ding it nhit hai logi thude ching wing huyét dp. Két qua
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sildenafil ¢cdi thién khd ndng cuomg 71% & nhimg ngudi ding sildenafil so vai 18% &
nhimg ngudi dimg gid duge. Ty ¢ gino hgp thinh cdng & nhimg nguidi ding sildenafil
62% s0 v 26% & nhimg ngui ding gia duge. Ti 1é glip cae tie dung khéng mong mubn
& nhimg bénh nhin nay ciing tuong ty nhr & nhimg nhém bénh nhin khie, cling nhu
khong thay déi & nhimg ngudi dimg 3 hay nhiéu hon céc thude chéng ting huyét ap.

Thi gidge

Sur khéc nhau trong viée phin biét mau nhe vi thodng qua (xanh da tréi/xanh 4 edy) duge
phit hién thiy ¢ mt vai truemg hop diing test Farnsworth - Munsell 100 hue sau 60 phit
khi ding liéu 100 mg, con sau 120 phit khing c6 mot anh hwimg nio duwge chimg minh.
Ca ché chinh cia sy thay ddi phén biét méu cd lién quan 151 viée i ché PDES. Logi men
ndy c6 nhiéu & ving mac. Céc nghién ciru in vitro chi ra ring sildenafil (rc ché PDE6 kém
hon 10 lan so véai PDES. Sildenafil khing cd dnh huimg nao trén tinh linh hogt cia thj
Iye, sy nhay cam can quang, dién ving mac 49, dp lye trong mit hogic do dong 1.

Trong mdt nghién cirs ngang ¢b dbi chimg & nhimg bénh nhin thodi hod diém ving ¢6
lién quan i tudi (n= 9) thi sildenafil (lidu dom, 100 mg) duge dung nap 1ot v khdng co
m{t dnh hudmg ndo co ¥ nghia trén lim sing 1én cde test thj lye (tinh linh hoat cta thj lyc,
ludi Amsler, phin bi¢t mau, tin hid¢u dén giao théng, thi truémg ké Humphrey),

Tinh hi¢u qua
Tinh hi¢u qua va an todn cia sildenafil duge dinh gia trong 21 thir nghi¢m ldm sing ma
46 nghu nhign c6 86i chimg véi gia duge trong thoi gian 151 6 thang. Trén 3000 bénh
nhéin rbi logn cuong duong (19-87 wdi) & it ci cic thé (thé do co quan, thé do tim 1y, thé
hdn hop) duge cho ding sildenafil. Hifu qua cia sildenafil duge danh gid biing cic ciu
héi didnh gid chung, nhit ky cwomg duong, bing c¢iu hdi dinh gid chirc ning emg‘quﬁ-c
t¢ IIEF (International Index of Erectile Function), v& bang ciu hoi danh cho cde doi tde
tinh dye ciia cde bénh nhin.

Hiéu qua ciia sildenafil 13 khi nang dat dupe va duy tri cuong cimg di dé ti
h;rp.l-liéuquﬁnﬂydaduwchﬁnsminhqualildm nghién clru trén va duge qua
cic nghién ciru mé rdng kéo dii (trén | nim). Trong céc nghién ciru ding liéu co dinh, ti
1é cai thién kha ning cwong i 62% (véi lidu sildenafil 25 mg), 74% (voi lidu sildenafil 50
mg), vi 82% (vén lidu sildenafil 100 mg) so sanh vii két qua 25% & nhém ding gia duge.
Ngodi sy cai thién kha niing cuong thi sildenafil con cai thi¢n sy khodi cim, sy thoa min
khi giao hop va sy hii long chung.

Qua cic thir nghi¢m thiy riing:

Trén cic bénh nhin dii thio dudmg, ti 1 cdi thi¢n khd ning cuong cia sildenafil 14 39%
50 v 16% & nhimg ngudi ding gia duoc.

Trén céc bénh nhin ct wyén tién 1i¢t widt € thi ti 1§ nay la 43% so véi 15% & nhimg
ngudi ding gia duge.

Trén cic bénh nhén chin thuong tuy song thi ti 1¢ niy 1a 83% so véi 12% & nhimg nguéi
ding gid duge.
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Cie dic tinh duge djng hoe
Duge dong hoe cia sildenafil tuong tmg véi lidu trong khodng liéu khuyén céo.

Sildenafil dugc chuyén hod chinh tai gan (chi yéu qua eytochrom P450 3A4) v cc chit
chuyén hod cia né ¢6 hoat tinh gidng chit me (sildenafil).

Hiip thu
Sildenafil duge hip thu nhanh sau khi uing, voi sinh khi dung tuyét ddi trung binh
Khodng 41% (dao ding tir 25-63%)

Trén in vitro, nong 4 3,5 nM sildenafil (e ché men PDES cia nguiri khoang 50%. Trén
ngudr, ndng 49 sildenafil ty do ti da trung binh sau khi ding mét liéu don 100 mg i xdp
xi 18 ng/mL hojc 38 nM.

Cic nong df 15i da dat duge trong huyét twong tir 30-120 phiit (trung binh 60 phiit) duge
quan sét khi udng thude 1Ge d6i.

Thire &n ¢6 him lugng mir cao lim gidm khi nang hip thu cda sildenafil, véi thii gian
giam trung binh Tmax 1 60 phit, va Cmax gidm trung binh 29%, trii lgi mic 4§ hip thu
khdng dnh hudmg ding ké (Dién tich dudi dudmg cong giam 11%).

Phin bd
Thé tich phin bd thudc trung binh cia sildenafil (Vss) la 105 L, phin bé tip trung vio cic
mé.

Sildenafil vi chit chuyén hod & vong tuin hoin I6m ciia n6 14 N-desmethy] gin 151 96%
viio protein huyét twong, Vide gin viio protein huyét twong khing phy thude vio ndng dd
‘&g cua nd. /

Nong d5 cua sildenafil trong tinh dich cia nhimg ngudni tinh nguyén khoe
udng thude 90 phit ki nho hon 0,0002% li¢u sir dung (trung binh 188 ng).

Chuyén hod

Sildenafil duge chuvén hoa chi yéu bén cde men CYP3IAS (dudmg chinh) va CYP2C9
(dwomg phy) ¢ & gan.

Cac chit chuyén hod & vong chuyén hod chinh cia sildenafil 1o ra tr qud trinh N-
desmethyl hod, va sau dé lai duge chuyén hoa tiép.

Cic chdt chuyén hod nay cé hogt tinh chon loc ddi véi PDE tuong ty nhy sildenafil v
trén in vitro tinh chon loc ddi viéi PDES xdp xi 50% cia chit me.

O nhimg nguri tinh nguyén khoe manh, ndng 4§ trong huyét twomg cia cdc chit chuyén
héa xp xi i 40% ndng 40 chit me.

Chfit chuyén héa N- desmethy! lai duge chuyén héa tiép tuc, ¢6 thoi gian bdn hay la 4
gib.
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Thai trir
D9 thanh thai toin bj cia sildenafil 1d 41 L/ véi nir théai gian pha cudi 1a 3-5 gia,

Sau khi ding duong udng hay tiém tinh mych, sildenafil duge thii trir cht yéu qua phin
dudi dang chit chuyén héa (khoéng 80% lidu ubng) v mdt phin nhé qua nude tidu
(khoang 13% liéu ubng).

Duwge djng hoe & cie doi fwgmg b§nh nhin djc bift

Ngudi gid

Trén nhimg nguini gia khioe manh (tir 65 tudi tror én), dd thanh thai cia sildenafil giam di,
két quit la ndng d9 sildenafil va chit chuyén hoa co hoat tinh N-desmethy! trong huyét
turong cao hon khoang 90% so vai nong 86 nhimg chét ndy & nhimg ngwiri tinh nguyén tré
khoe manh (tir 18-45 tudi). Do sy gin két sildenafil vio protein huyé tuomg phy thude
vaio tudi, nong 44 ty do cia sildenafil trong huyét twong ting twong (mg khodng 40%.

Neuwdri suy thin

Trén nhimg nguini suy thin nhe (49 thanh thai creatinin = 50-80 mL/phit) hay trung binh
(8 thanh thai creatinin = 30-49 mL/phit), khi diing mdt liéu don sildenafil (50 mg),
khing thily c6 bit cir sy thay ddi néo veé duge ding hoe.

Trén nhimg nguéi suy thin niing (49 thanh thai creatinin < 30 mL/phit ), d¢ thanh thai
ca sildenafil bj giam, da lam ting xdp xi gdp déi dién tich dui duomg cong AUC
(Iﬂﬁ?g v Cmax (88%) so vén ngudri & cung d§ tudi nhumg khong bj suy than (xem muc
4.2 Li¢u dung v phuong phép sir dung).

Thém vao 46, céc gid trj Cmax vt AUC cia chit chuyén hoa N-desmethy] ting co ¥
nghla 200% vA 79% 1in lugt & céc ddi twgmg suy thin ning so véi & cic dbi tugmg chire
nding thiin binh thutmg.

Nguedni suy gan

Trén nhimg ngudi xo gan (Child-Pugh A, Child-Pugh B), dd thanh thai cta sil I bj
gidm, két qud lam ting dign tich dudi duimg cong AUC (85%) va Cmax (47 i
nguod khdng bj suy gan & cling d§ twdi (xem myc 4.2 Lien ding va phwrong

dyng). Duge ding hoe cia sildenafil & bénh nhin suy gan ning (Child Pugh C) chia
duge nghién el

Ciic dir ligu an toan tidn lim sing

Khong tim thiy bing chimg ndo vé khi ning giy ung thu trong mt nghién ciru trén
chudt cbng kéo dii 24 thing ding liéu Ién gip 42 lin (tinh theo mg/kg) v gin gip 3 lin
(tinh theo mg/m’) so v&i lidu 1di da dd khuyén cdo dimg trén ngudi (Maximum
Recommended Human Dose - MRDH) vi mt nghién ciru khéc trén chudt nhit kéo dai
18-21 thing véi lidu 16n géip 21 lin (tinh theo mg/kg) va gip 2 1dn (tinh theo mg/m®) so
visi lidu diing t5i da & nguin 43 duge khuyén cdo (MRDH).

Céc test giy dot bién & vi khudn vit in vivo déu m tinh.
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Khong ¢6 mdt dnh huémg ndo 1én tinh chuyén dong va hinh théi cia tinh tring sau khi
diing liéu dom 100 mg sildenafil trén nhimg ngudi tinh nguyén khée manh.

6. CAC PAC TINH DUQC HOC

6.1. Twong ky
Khéng cd.

6.2,  Thii hgn sir dyng
36 thang ké tir ngay san xudt.

6.3.  Thiin trong dic biét khi bio quin
Khong bdo quin & nhiét dd qua 30°C.

6.4.  Tinh chit va dung lugng cia bao bi déng gbi
Hop 1 vi x 4 vién nén bao phim.
Hop 1 vi x 1 vién nén bao phim.

Tiéu chudin: Nha sin xuit.
Nhi sin xudt: Fareva Amboise, Zone Industrielle, 29 route des Industng g 1530
Poce sur Cisse, France
¥. Nhin hiéu i dang ky.

LPD date: September 10, 2017
Reference CDS Date : December (4, 2015
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