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VIAGRA® ~

Rx

CANH BAO PAC BIET:

Thudc nay chi dung theo don ciia béc sy.
Doc ky huéng din sir dung truée khi dung.
Néu cin thém théng tin xin héi y kién bac sy.

Thong bao cho bac 8y nhirng tic dung khong mong muén gip phai khi st dung thuébc.
Khong ding qua liéu chi dinh.

Khong sir dung thudc da qua han dung.
Pé xa tim tay tré em.

TEN SAN PHAM
VIAGRA®

THANH PHAN PINH LUONG VA PINH TiNH

VIAGRA 50 mg: Mcx)i~ vién chtra sildenafil citrat twrong duong v6i 50 mg sildenafil.
VIAGRA 100 mg: Moi vién chtra sildenafil citrat tuong duong vai 100 mg sildenafil.

Danh muc ta dwge:

Cellulose vi tinh thé, calci hydrophosphat (khan), natri croscarmellose, magnesi stearat,
Opadry blue OY-LS-20921 (chua hypromellose, lactose monohydrat, titan dioxid,
glycerol triacetat, mau lake indigo carmin nhom E132), Opadry Clear YS-2-19114-A
(chtra hypromellose, glycerol triacetat)

DANG BAO CHE

Vién nén bao phim.

VIAGRA 50 mg: Vién nén bao phim hinh kim cuong tron, mau xanh. Mot mat cua vién
thubc duoc khic chir “VGR 507, con mit kia duoc khic chir “Pfizer”.

VIAGRA 100 mg: Vién nén bao phim hinh kim cwong tron, mau xanh. Mot rr\l@(i/gxdén
thudc duoc khic chir “VGR 1007, con mit kia duoc khic chir “Pfizer”.

PAC TINH LAM SANG

Chi dinh diéu tri

Sildenafil dung dé diéu tri cac tinh trang rdi loan cuong duong, 14 tinh trang khong c6 kha
nidng dat dugc hodc duy tri cuong cing du dé thoa man hoat dong tinh duc.

Sildenafil chi ¢6 tac dung khi c6 kich thich tinh duc kém theo.

Liéu dung va phwong phap sir dung
Vién sildenafil duoc dung theo dudng uéng.
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Déi v6i ngudi 16m
Hau hét cac bénh nhan dugc khuyén céo dung lidu 50 mg khi can, uéng trude khi quan hé
tinh duc khoang 1 gio.

Duya trén su dung nap va tac dung cta thudc, Ileu c6 thé ting lén 01 mirc tbi da 1a 100 mg
hodc giam t¢i mirc 25 mg. Liéu khuyén cdo téi da 1a 100 mg, s6 lan ding t6i da 1a 1 1an
mdi ngay.

Poi véi bénh nhén suy than

Cac trudng hop suy than nhe hodc trung binh (d6 thanh thai creatinin = 30-80 mL/phut),
thi khong can diéu chinh liéu.

Céc trudng hop suy than ning (d thanh thai creatinin < 30 mL/pht), thi liéu nén ding 1a
25 mg vi d¢ thanh thai cua sildenafil bi giam ¢ nhitng bénh nhan nay.

Déi v6&i bénh nhan suy gan
Li€u nén dung la 25 mg vi d¢ thanh thai cta sildenafil bi giam & nhitng bénh nhén nay (vi
du bénh xo gan).

Péi voi bénh nhan dang phai ding cac thudc khac

Duya vao muc do tuong tic & nhitng bénh nhin dang ding sildenafil ddng thoi voi
ritonavir (xem muc 4.5 Twong tic véi cac thude khdc va cdc dang twong tac khac) thi
khong nén vuot qua mot liéu don téi da 1a 25 mg sildenafil trong vong 48 gid.

Nhitng bénh nhin dang dung cac thudc co tac dung trc ché CYP3A4 (vi du erythromycin,
saquinavir, ketoconazol, itraconazol) thi liéu khoi dau nén dung 1a 25 mg (xem muc 4.5
Twong tac voi cac thude khac va cac dang tuwong tac khac).

Pé han ché nguy co ha huyét ap tu thé trong qua trinh diéu tri, bénh nhan nén dugc diéu
tri 6n dinh khi ding cac thubc huy a giao cam trudc khi bit dau tri lidu véi sildenafil.
Thém vao d6, nén can nhic ding cac lidu sildenafil thap hon khi khoi daugigu tri (xem
muc 4.4 Canh bso va thin trong dic biét khi sir dung va 4.5 Twong tic v a thube
khac va cac dang twong tac khac).

Doi v6i tré em i
Khéng dung sildenafil cho tré em dudi 18 tudi.

Poi véi nguoi gia
Khéng can phai diéu chinh liéu.

Chong chi dinh
Chéng chi dinh dung sildenafil cho nhitng bénh nhan di Gng véi bat ki thanh phan nao

cua thude.

Sildenafil lam ting tic dung ha huyét 4p ctia cc nitrat cip va man tinh. Vi véy chdng chi
dinh dung sildenafil cho nhitng bénh nhan dang dung nhiing chét cung cdp nitric oxid, cic
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nitrat hiru co hay nhing nitrit hiru co duéi bat ky hinh thirc nao du la thudng xuyén hay
ngit quéng (Xem muc 4.5 Twong tac véi cac thude khac va cde dang twong tac khac).

Chéng chi dinh dung ddng thoi céc tac nhan e ché PDES3, bao gdm sildenafil, v4i chét
kich thich guanylate cyclase, nhu riociguat, do cé kha ning gdy ra ha huyét aptriéu
chung.

Canh béo va thin trong dic biét khi sir dung
Phai khai théc tién sir va khdm lam sang ti mi dé chan doan rdi loan cuong duong, dé xac
dinh nhitng nguyén nhan tiém 4n va xéc dinh hudng diéu tri thich hop.

Vi c6 thé c6 mot sb nguy co tim mach lién quan tdi hoat dong tinh duc, nén the“ly thudc
phai chu y t6i tinh trang tim mach cta bénh nhén trudc khi tién hanh diéu tri rdi loan
cuong duong.

Khéng nén dung céc thudc diéu tri réi loan cwong duong & nam gi61 dugc khuyén khong
nén hoat dong tinh duc.

Céc bién cb tim mach nghiém trong bao gém nhdi méau co tim, dot tir lién quan tdi bénh
tim, loan nhip that, xuat huyét nio va con thiéu méu cuc bo thoang qua duogc bdo cdo
trong qua trinh luu hanh st dung sildenafil aé dleu tri rdi loan cuong duong. Hau hét
nhung khéng phai tat ca cac bénh nhan nay da c6 tién str cac yéu té nguy co tim mach.
Nhiéu bién cb trong sb nay dugc bdo cdo xuét hién trong hodc ngay sau khi hoat dong
tinh duc, va mot vai bién ¢ duoc 'bao cdo xay ra ngay sau khi dung sildenafil ma khong
c6 hoat dong tinh duc. Céc bién 6 khac duge bao cdo xay ra tir vai gio' dén vai ngay sau
khi dung sildenafil va c¢6 quan h¢ tinh duc. Khong thé xac dinh dugc liéu cac bién cb nay
¢6 lién quan truc tiép t6i sildenafil, hoat dong tinh duc, bénh nhan dang cé bénh tim
mach, su két hop céc yéu td nay hay cac yéu td khac.

Mot s6 thir nghiém 1am sang cho thdy ring sildenafil ¢ thudc tinh gidn mach toan than
gdy ha huyét 4p thoang qua (xem muc 5.1 Céc dic tinh dwge lwe hoc). Dbi v6i hiu hét
cac bénh nhan, didu d6 c6 anh hudng rét it hoic khong c6 anh huéng gi. Tuy nhién trude
khi ké don, thay thudc phai cht y t6i nhitng bénh nhan c6 tinh trang bénh Iy ma c6 thé bj
anh huong bai tdc dung nay va ddc biét khi c6 thém hoat dong tinh duc. Nhij h nhén
c6 can tro dong chay that trai (vi du hep dong mach chu, bénh co tim phi ?im nghén)
hay mic hoi chung teo da hé thong (syndrome of multiple system atrophy) la nkimng bénh
nhan c6 ting man cam v6i cac yéu té gidn mach, biéu hién bang Su suy glam trdm trong
kha ning khong ché huyét 4p tw dong 1a nhitng ngudi cin phai rit can nhéc khi diéu tri.

Bénh than kinh thi gi4c thiéu mau cuc bd khong do dong mach (NAION), mét bénh hiém
gip va 1a nguyén nhan giy giam thi luc hodc mét thi luc, dugc bdo cdo hiém gip trong
qué trinh luu hanh khi str dung véi cac thude trc ché phosphodiesterase nhém 5 (PDES),
bao gdm sildenafil.

Hau hét nhitng bénh nhan nay da c6 céc yeu td nguy co nhu ty 1€ chén thi giac thap so vai
da thi giac (“dia thi gidc ting™), trén 50 tudi, tiéu dudng, cao huyét ap, bénh mach vanh,
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lipid méu cao va hit thudc. Mot nghién ciru quan sat danh gia liéu rang viée sur dung gan
day cua chat tc ché PDES, nhu mot nhém thudc, c6 lién quan den viéc khai phét cap tinh
NAION hay khong. Két qua goiy ring nguy co bj NAION ting gan gap doi trong vong 5
chu ky bén thai ctia chit tc ché PDES dugc dung. Dua trén y van da xuat ban, ti 1é mic
mai hang ndm cia NAION la 2,5- 11,8 ca trén 100.000 nam gidi do tudi >50 hang nim
trong dan s no6i chung. Trong truong hop mat thi luc dot ngdt, can khuyén bénh nhan
ngtmg dung sildenafil va hoi y kién bac si ngay.

Nguoi da timg bi bénh NAION c6 nguy co téi phat NAION tang Ién. Vi vay béc si can
thao luén v&i nhitng bénh nhén nhu véy vé nguy co nay va viéc liéu ho c6 bi anh hudng
xau néu st dung chét e ché PDES hay khong. Céc chit e ché PDES, ké ca sildenafil,
can duoc dung thén trong & nhitng bénh nhan nay va chi khi loi ich du kién vuot troi so
vdi nguy co.

Can than trong khi chi dinh sildenafil cho bénh nhan dang ding thudc huy a giao cam vi
chi dinh ddng thoi c6 thé dan toi ha huyét ap triéu ching & nhitng bénh nhan nhay cam
(xem muc 4.5 Twong tic véi cac thude khic va cac dang twong tic khac). Dé han ché
nguy co ha huyét ap tu thé, bénh nhan nén diéu tri 6n dinh huyét dong khi ding cac thube
huy a giao cam truge khi bat dau tri liéu bing sildenafil. Nén c4n nhéc bt dau diéu tri
bing sildenafil & cac heu thip (xem muc 4.2 Liéu diung va phwong phap sir dung).
Thém vao d6, bac si can khuyén bénh nhan nhimng viéc can lam trong trudng hop c6 céc
triéu chimg cua ha huyét ap tu thé.

Modt s6 it bénh nhan viém vdng mac sac to c¢6 cac roi loan vé gen phosphodiesterase &
vOng mac, can phai than trong khi diéu tri sildenafil & nhitng bénh nhan nay vi chua c6
nhitng bang chiing an toan.

Céc nghién ctru in vitro trén tiéu cau ngudi cho théy sildenafil c6 anh hudng té1 kha niang
chbng ngung két tleu cdu cua natri nitroprussid (chat cho nitric oxid). Hién nay chua c6
thong tin an toan ve viéc st dung sildenafil trén nhiing bénh nhan bi rdi loan dong mau
hoac loét tiéu hoa cap tinh, vi vay can than trong & nhitng bénh nhan nay.

Can than trong khi ké don cdc tac nhan diéu tri réi loan cuong duong cho nhitng bénh
nhan c6 cac bién dang vé giai phiu duong vét (nhu duong vét gap goc, bénh xo hod thé
hang, hay bénh Peyronie), nhiing bénh nhén c6 bénh ly d& gay cuong dau duong vat

(nhu bénh thiéu mau hdng cau hinh liém, bénh da u tuy, bénh bach cau).

Pi c6 béo céo vé tinh trang cuong duong kéo dai va cuong duong khong mp mugh khi
sir dung sildenafil sau khi thude duge luu hanh. Trong truong hop cuon d éo dai
hon 4 gio, bénh nhén can dén co so y té dé diéu tri ngay lap tirc. Neu cuong difong khong
duge diéu tri ngay c6 thé dan dén mo duong vat bi pha hiy va mét kha ning vinh vién.

Tinh an toan va hiéu qua cua viéc dung két hop sildenafil véi cac chét trc ché PDES khéc,
cac thudc didu tri ting huyét ap dong mach ph01 (pulmonary arterial - PAH) c6 chira
sildenafil (REVATIO) hoic cac thube diéu tri rdi loan cuong duong khac khong dugc
nghién ciru, vi vy khong nén két hop diéu trj cac thude nay.
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Giam hay mat thinh luc dot ngot da dugc bdo cdo trén mot sé lugng nho cac truong hop
sir dung cac chat trc ché PDES, bao gbm sildenafil trong cac thir nghiém lam sang va sau
khi luu hanh. Hau hét cac bénh nhén nay co cac yéu td nguy co déi vai vide giam hay mat
thinh luc dot ngot. Khong thiét lap dugc mdi quan hé nhin qua gitra viéc sir dung cac chat
tic ché PDES va viéc giam hay mat thinh luc dot ngot. Trong truong hop bi giam hay mat
thinh lyc dot ngdt, bénh nhan dugc khuyén nén ngirg udng sildenafil va kham bac si
ngay lap tuec.

Twong tac véi cac thude khac va cic dang twong tac khac

Anh hwéng ciia cac thudc khac ddi véi sildenafil

Cic nghién ciru in vitro

Chuyén hoéa sildenafil dién ra chii yéu bai cac phan nhém cytochrom P450 (CYP) dang
3A4 (dudng chinh) va 2C9 (dudng phu). Vi vy tit ca cdc tac nhan gy tc ché nhiing
phan nhém nay c6 thé lam giam d6 thanh thai cua sildenafil va cac tac nhan gdy kich
thich nhitng phan nhém nay c6 thé lam ting d6 thanh thai cua sildenafil.

Cac nghién ciru in vivo

Céc phan tich dugc dong hoc qua cac dir liéu thir nghiém lam sang cho thdy, khi ding
ddng thoi sildenafil v6i cac tac nhan e ché CYP3A4 (nhu ketoconazol, erythromycin,
cimetidin) s& lam giam dd thanh thai cua sildenafil.

Cimetidin (800 mg), mot téc nhén tc ché cytochrom P450 va l'IC‘Ché khong dac hiéu
CYP3A4, khi dung dong thoi vdi sildenafil (50 mg) s€ lam ting nong d¢ cua sildenafil
trong huyét tuong 1én 56% trén nhirng ngudi tinh nguyén khoe manh.

Erythromycin (500 mg, dung 2 lan/ngay trong 5 ngay) la mot tac nhan tic ché trung binh
CYP3A4, khi dung ddng thoi voi liéu don 100 mg sildenafil, da [am ting dién tich dudi
duong cong sildenafil (AUC) Ién téi 182%. Ngoai ra viéc dung ddng thoi mot lidu don
100 mg sildenafil véi tac nhén tc ché protease cia HIV saquinavir (1200 mg dung 3
lan/ngay), ddy ciing 1a mot tdc nhan giy tc ché CYP3A4, di lam ting Cmax cua
sildenafil Ién t&i 140% va ting AUC lén t6i 210%. Sildenafil khong c¢6 mdt anh hudng
nao t&i dugce déong hoc cia saquinavir (xem muc 4.2 Liéu dung va phwong phap sir
dung). Céc tac nhan tc ché CYP3A4 manh hon nhu ketoconazol va itraconazol ciing s&
¢6 nhitng anh hudng 16n hon.

Viéc dung ddng thoi lidu don 100 mg sildenafil voi tdc nhan Grc ché protease cua HIV
ritonavir (500 mg, dung 2 lan/ngay) mot chit trc ché manh P450, da lam tin

sildenafil 1én t&i 300% (gép 4 lan) va tang AUC trong huyét tuong 1én téi 1

lan). Thoi diém 24 gio sau ding thudc, ndng do cua sildenafil trong huyét tuong van xap
xi 200 ng/mL so v6i 5 ng/mL khi ding mét minh sildenafil. Piéu nay phu hop véi tac
dong rd rét cua ritonavir 1én cac co chét cia P450. Sildenafil da khong c6 anh hudng nao
tGi duge dong hoc cua ritonavir (xem muc 4.2 Liéu dung va phwong phap st dung).

Khi dung sildenafil theo mirc liéu khuyen céo cho nhing bénh nhén dang diéu trj c4c tac
nhan c¢6 kha niang wc ché CYP3A4, ndng do sildenafil tu do t6i da trong huyét twong
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khong vuot qua 200 nM va déu dung nap tét. Nhimg liéu don céc thuée khang axit
(magié€ hydroxid, nhom hydroxid) khong anh hudng t&i sinh kha dung cua sildenafil.

Trong mot nghién ctru trén tinh nguyén vién nam giéi khoe manh, viéc ding ddng thoi
chét ddi khang endothelin, bosentan, (mot chét cam ung CYP3A4 [trung binh], CYP2C9
va co thé ca CYP2C19) & trang thai on dinh (125 mg, 2 lan/ngay) vdi sildenafil & trang
thdi 6n dinh (80 mg, 3 lan/ngay) din dén viec giam AUC va Cmax cua sildenafil tuong
ing la 62,6% va 55,4%. Sildenafil 1am ting AUC va Cmax cta bosentan tuong Ung la
49,8% va 42%. Viéc dung dong thoi véi cac chét cam trng CYP3A4 manh, nhu rifampin,
dugc cho Ia s& lam giam nong d¢ sildenafil trong huyét tuong nhiéu hon.

Dir liéu duge dong hoc trong céc thir nghiém lam sang cho thay réng, cdc tac nhan tc ché
CYP2C9 (nhu tolbutamid, warfarin), (rc ché CYP2D6 (nhu cac thude tic ché tai hép thu
¢6 chon loc serotonin, thuée chéng trdm cam loai 3 vong), thudc loi niéu thiazid, cac chét
trc ché enzym chuyén angiotensin (ACE) va cac thudc chen kénh calci déu khong lam anh
hudng t6i duge ddng hoc cua sildenafil.

Trén nhimg ngudi nam gidi tinh nguyén khée manh khong thay ¢ anh huéng nao cua
azithromycin (500 mg/ngay trong 3 ngay) t6i AUC, Cmax, Tmax, héng s6 toc d¢ thai trir,
thoi gian ban thai cia sildenafil cling nhu chét chuyén héa chinh ctia né.

Anh hwong ciia sildenafil ddi voi cac thube khac

Cic nghién ciru in vitro o

Sildenafil 1a mdt tdc nhan tc ché yéu cac cytocrom P450 phan nhém 1A2, 2C9, 2C19,
2D6, 2E1 va 3A4 (IC50> 150 uM ). ) '

Do sau khi dung liéu khuyén céo thi nong d¢ dinh trong huyét twong cua sildenafil xap xi
1uM, nén sildenafil s& khong lam thay d6i do thanh thai cic co chit cua cac isoenzym
nay.

Cac nghién ciru in vivo

Sildenafil da dugc ching minh 1a ¢ kha ning lam ting tic dong ha huyét 4p cua cac
nitrat cAp va man tinh. Vi vy chdng chi dinh dung sildenafil cing véi cac chét cho nitric
oxid, c4c nitrat hitu co hay nitrit hitu co dudi bat ky hinh thirc nao du la thuong xuyén
hay ngit quiang (xem muc 4.3 Chéng chi dinh).

Trong 3 nghién ctru ddc hiéu vé tuong tac thude-thude, thude huy o giao cam dqxazosin
(4 mg va 8 mg) va sildenafil (25 mg, 50 mg, hodc 100 mg) duge chi dinh do Qi ?{
cac bénh nhan budu lanh tién liét tuyén diéu tri on dinh v&i doxazosin. Quarns doi
tuong nghlen clru nay, cac mirc giam bd sung trung binh cua huyét ap do ¢ tu thé him
ngira lan luot la 7/7 mmHg, 9/5 mmHg, va 8/4 mmHg va cic muc giam b sung trung
binh cta huyét ap do & tu thé ding lan luot la 6/6 mmHg, 11/4 mmHg, va 4/5 mmHg.
Khi chi dinh déng thoi sildenafil va doxazosin trén bénh nhan dang di,éu tri 6n dinh voi
doxazosin, it ¢6 cac bao céo vé nhiing bénh nhan bi ha huyét ap tu thé triéu chL’{ng. Cac
bdo cdo nay bao gdbm chéng mit va mét moi, nhung khong ngat. Chi dinh dong thoi
sildenafil cho bénh nhan dang dung thudc huy a giao cam c6 thé din tdi ha huyét 4p triéu
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4.6.

4.7

4.8

ching & mot s6 bénh nhan nhay cam (Xem muc 4.2 Liéu ding va phwong phap si
dung va muc 4.4 Canh bdo va thén trong dic biét khi sir dung).

Khéng cé tuong tic c¢6 y nghia nao khi chi dinh'dc“)ng thoi sildenafil (50 mg) vai
tolbutamid (250 mg) hodc warfarin (40 mg) (la cac chat dugc chuyén hoa bai CYP2C9).

Sildenafil (100 mg) khéng anh hudng téi duge dong hoc cua céc tac nhén e ché protease
cua HIV nhu ritonavir va saqumawr (ca hai thudc nay déu la co chat cia CYP3A4) (xem
phan trén, Anh hwéng ciia cic thude khac déi voi sildenafil).

Sildenafil & trang thai 6n dinh (80 mg, 3 lén/ngay) lam tdng 49,8% AUC cua bosentan va
tang 42% Cmax cua bosentan (125 mg, 2 lan/ngay) (xem phén trén, Anh hwéng cia cac
thubc khac d6i voi sildenafil).

Sildenafil (50 mg) khong lam tdng thém thoi gian chay mau do aspirin (150 mg).

Sildenafil (50 mg) khong lam tang thém tdc dung ha huyét 4p ctia rugu trén nhitng ngudi
tinh nguyén khoe manh véi nong d¢ toi da trung binh la 0,08% (80 mg/dL).

Khéng ¢6 twong tic c6 y nghia nao giira sildenafil (100 mg) va amlodipin & bénh nhén
tang huyét ap (¢ tu thé nim ngura chi [am ha thém huyét ap 8 mmHg ddi v6i huyét ap tam
thu va 7 mmHg ddi vai huyét ap tim truong).

Phan tich dua trén cac dir liéu an toan cho théy, khong c6 su khac nhau nao vé tac dung
khéng mong mudn & nhitng bénh nhan dung va khong dung sildenafil dong thoi véi céac
thudc ha huyét ap.

Anh huéng trén kha ning sinh san, phu nir c6 thai va thoi ky cho con bi
Khong dung sildenafil cho phu nit.

Nghién clru trén chudt va tho sau khi dang sildenafil dudng ubng, khong thdy cac bang
chimg vé kha nang gy quai thai, giam kha ndng sinh san, hodc nhiing tac dung bat loi
cho su phat trién ctia phoi va thai nhi.

Chua c6 cac nghién ctru ddy du va thich hop trén phu nit ¢é thai va cho con bu.

Anh huéng trén kha ning lai xe va vin hanh may méc

Chua c6 nghién ctu cu thé nao vé anh huong lén kha nang lai xe va véan %}Vrm/c
duoc tién hanh.

Hién tuong chéng mit va thay doi thi lyc da dugc bao cdo trong cac thir nghiém lam sang
véi sildenafil, do vdy bénh nhéan céan biét rd ho phan tng nhu thé nao véi VIAGRA trude

khi lai xe hoac van hanh may méc.

Tac dung khong mong mudn
No6i chung nhitng tac dung khong mong muén chi & mic thoang qua, nhe hay trung binh.

Viagra 50 &100-PI VN Page 7 of 14
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Trong cac nghién ctru liéu ¢6 dinh, tan suat ciia mot vai bién chimg ting theo liéu.

Céc nghién ciru véi lidu cb dinh phan anh sit thuc hon ché d6 liéu khuyén cdo. Ban chat
cac tac dung khong mong mudn trong cac nghién ciru nay tuong tu nhu trong cac nghién
ctru véi liéu cb dinh.

Céc tac dung khéng mong mudn thuong dugc bio céo nhét 1a dau diu va do burng mat.

Bing T4c dung khong mong muén ciia Thube

Phan loai theo hé co | Rat Thuong Thuong giap It giip Hiém gip
quan gap >1/100 va >1/1.000 to >1/10.000 va
>1/10 <1/10 <1/100 <1/1.000

Nhiém khuén va Viém mii

nhiém ky sinh triing

R6i loan hé mién dich Qué man

Réi loan hé than kinh | Pau dau Chéng mit Budn ngu Pong kinh’; dong

kinh tai phat’; ngat

R6i loan mit Mo mét; rdi DPau mit; s¢ 4nh Phu mat sung mat

loan thi giéc; sang; hoa mat; loan | kho mat moi mat;

chung thdy séc
xanh

sac thi; sung huyét
mat; choi mat

l6a mat chiing
thdy sic vang;
chung thay sac do;
rdi loan mét; sung
huyet két mac;
kich g mét; cam
gidc bét thudong &
mit; phit mi mat

R&i loan tim nhip tim nhanh;
danh trong nguc
Réi loan mach méu Do bing mit; ha huyét ap
ndéng birng
R&i loan ho hap, nguc Nghet miii Chay méau cam; tic | Co thit hong; kho

va trung that

xoang

miii; phu mii

R6i loan hé tiéu hoa

Budn non; khé
tiéu

Chung trao nguoc
da day thuc quan;
ndn mura; dau bung
trén; khé miéng

Giam xtc gidc
miéng

R6i loan da va md
dudi da

Phat ban

R6i loan hé co xuong
va mo lién két

Pau co; dau chi

o/
A/

R&i loan hé sinh duc
va vi

Cuong duong
khong mong
mudn’; ; tang cuong
duong
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Phan loai theo hé co | Rat Thudng Thuong gip It gip Hiém gip

quan gap >1/100 va >1/1.000 to >1/10.000 va
>1/10 <1/10 <1/100 <1/1.000

Céc roi loan chung va Cam giac nong Kich tmg

tai noi dung thuoc

Két qua kiém tra/xét Tang nhip tim

nghiém

*ADR duoc x4c dinh sau khi luu hanh thudc

Véi lidu 16n hon lidu da khuyén céo thi cic tac dung khong mong mudn ciing van 14 céc
tac dung da liét ké & trén, nhung ndi chung 1a s& gap nhiéu hon.

Qua phén tich céc thir nghiém 1am sang mu déi c6 d6i chimg gia duoc gdm hon 700
ngudi hang nim dung gia duge va 1300 nguoi hang nam dung sildenafil, khong thiy c6
su khac biét nao giira hai nhém vé ti 1& mic nhdi mau co tim (MI) va ti 1é tir vong do tim
mach. D&i vdi ca hai nhom thi ti 1& nhdi mau co tim (MI) 1a 1,1 trén 100 ngudi hang nam,
con ti 1€ tir vong do tim mach 1a 0,3 trén 100 nguoi hang nam.

4.9 Qus4 liéu
Nghién ctru trén nhitng ngudi tinh nguyén ding liéu don 800 mg sildenafil cho thay cac
tac dung khong mong mudn & liéu nay twong tu nhu & liéu thdp, nhung tan xuit gip va
muc dg thi tang 1én.

Trong trudng hop qua liéu, yéu cau phai cé céc bién phéap hd trg phu hop.

Tham phan than khong 1am ting do thanh théi vi sildenafil gin manh v&i protein huyét
tuwong va khong bi thai trir qua nudec tiéu.

5 CAC PAC TINH DUQC LY HQC

5.1 Cic dic tinh dugc luc hoc ) o )
Sildenafil 1a mudi citrat cua sildenafil, dung duong udng dé diéu tri roi loan cuong
duong. Sildenafil cé tdc dung trc ché chon loc guanosin monophosphat vong (¢cGMP-
cyclic guanosine monophosphate) — phosphodiesterase ddc hiéu typ 5 (PDES).

CO CHE TAC DUNG
Co ché sinh Iy cuong duong vt kéo theo sy giai phong nitric oxid (NO) & thé hang trong
sudt qua trinh kich thich tinh duc.

Sau d6 NO hoat hoa men guanylat cyclase, men nay lam tang ndng do cua c@MP tir 46
lam gidn co tron mach mdu cta thé hang va cho phép dong mau chay vao.

Sildenafil khong c6 tdc dung gian truc tlep trén thé hang phén lap cua ngudi, nhung né
lam téng tac dung cua NO bang céach tc ché PDES3, chit nay c6 tac dung phan hiy cGMP
trong thé hang.

Khi kich thich tinh duc tao ra sy giai phong NO tai chd, thi su uc ché PDES5 cua sildenafil
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s€ lam tang luong cGMP trong thé hang, két qua lam gian co tron va tang dong mau téi
thé hang.

O liéu da khuyén cdo thi sildenafil chi c6 tac dung khi c6 kich thich tinh duc kém theo.
Céc nghién ctru in vitro cho tha‘iy sildenafil &rc ché chon loc PDES.

Tac dung cua sildenafil chon loc trén PDES manh hon cac phosphodlesterase da duogc biét
khac (gap 10 1dn déi véi PDE6, > 80 lan déi véi PDEI, > 700 lan d6i véi PDE2, PDE3,
PDE4 va PDE7- PDEI1).

Tac dung chon loc trén PDES manh gép 4.000 lan so véi PDE3, didu ndy rat quan trong
vi PDE3 la m§t men lién quan tdi sy co bop cua tim.

Cac nghién ciru 1am sang

Tim

Khong c6 sy thay doi lién quan lam sang trén di¢n tim d6 (ECGs) cta nhitng ngudi nam
gioi tinh nguyén binh thuong khi dung céc liéu don sildenafil 1én t6i 100 mg dudng udng.

Sau khi dung liéu 100 mg, huyét ap tim thu giam t6i da trung binh 1a 8,3 mmHg con
huyét 4p tim truong giam tdi da trung binh 1a 5,3 mmHg (do & tu thé nim ngira)

Nhitng anh hudng 1én huyét 4p trén nhiing ngudi dang dung nitrat ddng thoi nhiéu hon
nhung ciing chi thoang qua (xem muc 4.3 Chéng chi dinh va muc 4.5 Twong tac véi cac
thudc khac va cic dang twong tac khac)

Nghién ctu vé huyét dong trén 14 bénh nhan bi bénh dong mach vanh nang (hep > 70% it
nhét 1a 1 dong mach vanh) duoc ding lidu don 100 mg sildenafil thiy ring huyét 4p tim
thu va tdm truong khi nghi ngoi giam di 7% va 6% so v&i huyét ap trudce khi ding thude.
Huyét ap tdm thu dong mach phdi trung binh giam di 9%. Sildenafil khong tac dong téi
cung luong tim va khong anh hudng dong chay qua cac dong mach vanh bi hep, va tao ra
su cai thién (khoang 13%) trong viéc dao ngugc dong chay mach vanh dugc kich thich
bing adenosine (trong ca cic dong mach bi hep va cac dong mach lién quan).

Thir nghiém lam sang mu doi cé dbi ching véi gia dugc trén 144 bénh nhan roi loan
cuong duong va dau thit nguc on dinh. Nhiing bénh nhan nay dung thudc chdng dau thét
nguc thudng xuyén (ngoal trir nitrat). Ho phai gang stc 1am viéc cho téi muc giGi han cla
dau that nguc xudt hién. O nhitng bénh nhan dung liéu don 100 mg sildenafil thi thai gi
kéo cbi xay lau hon (19,9 gidy; khoang tin cay 95%: 0,9 - 38,9 gidy) (c6 ¥ ng
ké) so v&i nhitng bénh nhan dung gia dugce. Thoi gian ging stc trung binh (d ot djé
chinh v6i muc co ban) cho t6i gidi han dau thit nguc 1a 423,6 gidy ¢ nhitng ngudi dung
sildenafil va 403,7 gidy ¢ nhiing ngudi dung gia duoc.

Nghién ctru mu doi ngau nhién, cé d01 chung véi gia duge (véi lidu sildenafil thay dbi, tdi
da 100 mg) trén 568 nam giGi bi réi loan cuong duong va tang huyét ap. Nhing bénh
nhan nay luén ludn phai dung it nhét hai loai thudc chdng ting huyét ap. Két qua
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sildenafil cai thién kha nidng cuong 71% & nhitng nguodi dung sildenafil so véi 18% &
nhitng nguoi dung gia dugc. Ty 1€ giao hgp thanh cdng & nhitng ngudi dung sildenafil
62% s0 vGi 26% & nhitng ngudi dung gia duoc. Ti 1€ gip cac tac dung khong mong mudn
O nhitng bénh nhin nay ciing twong tu nhu ¢ nhitng nhém bénh nhén khéc, ciing nhu
khong thay ddi & nhitng ngudi dung 3 hay nhidu hon céc thude chéng ting huyét ap.

Thi giac

Su khdc nhau trong vi¢c phan biét mau nhe va thoang qua (xanh da troi/xanh 14 cay) dugc
phat hién thay & mot vai truong hgp dung test Farnsworth - Munsell 100 hue sau 60 pht
khi dung liéu 100 mg, con sau 120 phat khong c6 mot anh huong nao dugc chirng minh.
Co ché chinh cua sy thay di phan biét mau c6 lién quan téi viée trc ché PDE6. Loai men
nay c6 nhiéu & véng mac. Cac nghién ctru in vitro chi ra ring sildenafil e ché PDE6 kém
hon 10 lan so véi PDES. Sildenafil khong c6 anh hudng nao trén tinh linh hoat cua thi
luc, sw nhay cam can quang, dién vdng mac do, ap luc trong mit hodc do dong tir.

Trong mdt nghién ciru ngang c6 ddi ching & nhiing bénh nhén thodi hoa diém vang cé
lién quan t&i tubi (n=9) thi sildenafil (liéu don, 100 mg) dugc dung nap tét va khong co
mdt anh hudng nao cd y nghia trén 1am sang 1én cac test thi luc (tinh linh hoat cua thi luc,
ludi Amsler, phan biét mau, tin hi¢u dén giao thong, thi truong ké Humphrey).

Tinh hiéu qua

Tinh hiéu qua va an toan cua sildenafil dugc danh gia trong 21 thir nghiém lam sang mu
doi ng&u nhién c6 ddi ching véi gia duogc trong thoi gian t6i 6 thang. Trén 3000 bénh
nhan rdi loan cuong duong (19-87 tudi) & tat ca cac thé (thé do co quan, thé do tim ly, thé
hdn hop) duge cho dung sildenafil. Hiéu qua cua sildenafil dugc déanh gia bing cac cau
hoi danh gia chung, nhét ky cuong duong, bang cau hoi danh gia chuc nang cuong quéc
té IIEF (International Index of Erectile Function), va bang cau héi danh cho céc dbi tac
tinh duc ctia cac bénh nhan.

Higu qua cua sildenafil la kha ndng dat dugc va duy tri cuong cing du dé tién hanh giao
hgp. Hiéu qua nay da dugc chiing minh qua tat ca 21 nghién ctru trén va dugc duy tri qua
céc nghién ctru mé rong kéo dai (trén 1 ndm). Trong cac nghién ciru ding liéu ¢6 dinh, ti
1€ cai thién kha nang cuong 1a 62% (v6i lidu sildenafil 25 mg), 74% (v&i liéu sildenafil 50
mg), va 82% (voi liéu sildenafil 100 mg) so sanh vdi két qua 25% & nhom dung gia duoc.
Ngoai su cai thién kha nang cuong thi sildenafil con cai thién sy khodi cam, su thoa mén
khi giao hgp va sy hai long chung.

Eoai - _cacalt o Ny 4

A

Qua cac thir nghiém thay rang:
Trén cac bénh nhan dai thao dudng, ti 1€ cai thién kha ndng cuong cua sﬂdenaﬁ .
so v&i 16% & nhitng nguoi dung gia dugc. \

Trén cac bénh nhéan cit tuyén tién liét triét dé thi ti 1& nay 1a 43% so vGi 15% & nhiing
nguoi dung gia dugc.

Trén cac bénh nhan chédn thuong tuy song thi ti 1& nay 12 83% so vdi 12% & nhitng nguoi
dung gia dugc.
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52 Céac dic tinh dugc dong hoc
Dugc dong hoc cua sildenafil twong tng voi liéu trong khoang liéu khuyén cao.

Sildenafil dugc chuyén hoé chinh tai gan (chu yéu qua cytochrom P450 3A4) va céc chit
chuyén hod cuia né c6 hoat tinh gidng chét me (sildenafil).

Hip thu )
Sildenafil dugc hap thu nhanh sau khi uéng, véi sinh kha dung tuyét ddi trung binh
khoang 41% (dao dong tir 25-63%)

Trén in vitro, nong d6 3,5 nM sildenafil e ché men PDES5 cua ngudi khoang 50%. Trén
ngudi, ndng do sildenafil tu do tbi da trung binh sau khi dung mét liéu don 100 mg 1a xap
xi 18 ng/mL hoac 38 nM.

Céc ndng do to1 da dat dugc trong huyét tuong tir 30-120 phut (trung binh 60 phut) dugc
quan st khi udng thude luc doi.

Thirc dn c6 ham lugng m& cao lam giam kha niang hap thu cia sildenafil, vdi thoi gian
giam trung binh Tmax 1a 60 phut, va Cmax gidm trung binh 29%, trai lai murc d¢ hép thu
khong anh hudng dang ké (Dién tich dudi duong cong giam 11%).

Phan bo
Thé tich phan bé thudc trung binh ctia sildenafil (Vss) 1a 105 L, phan b tap trung vao cac
mo.

Sildenafil va chat chuyén hoa & vong tuan hoan I6n ciia n6 1a N-desmethyl gén 91 96%
vao protein huyét twong. Viéc gin vao protein huyét tuong khong phu thude vao nong do
téng clia no.

Nong d6 cua sildenafil trong tinh dich cua nhiing nguoi tinh nguyén khoe manh sau khi
ubng thudc 90 phiit 1a nhé hon 0,0002% liéu st dung (trung binh 188 ng).

Chuyén hod 7 ’
Sildenafil dugc chuyén hoa chu yéu boi cac men CYP3A4 (duong chinh) va CYP2C9
(duong phu) c¢é ¢ gan.

desmethyl hod, va sau d6 lai dugc chuyén hoa tiép.
Céc chat chuyén hod nay c6 hoat tinh chon loc déi v6i PDE tuong tu nhu 51ld
trén in vitro tinh chon loc d6i véi PDES xap xi 50% cua chit me.

Céc chét chuyén hoa & vong chuyén hoa chinh cua sildenafil tao ra tir qua %inh N-

1} vz

O nhitng ngudi tinh nguyén khoe manh, nong do trong huyét trong cua cac chét chuyén
hoa xap xi la 40% ndng d6 chat me.
Chét chuyén héa N- desmethyl lai duoc chuyén hoa tiép tuc, ¢6 thoi gian ban huy la 4

gio.
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Thai trir
D4 thanh thai toan b cta sildenafil 1a 41 L/h véi nira thoi gian pha cubi la 3-5 gio.

Sau khi dung dudng uong hay tiém tinh mach, sildenafil duoc thai trir cha yéu qua phan
duéi dang chat chuyen héa (khoang 80% liéu uéng) va mot phan nhé qua nude tiéu
(khoang 13% liéu udng).

Dugc dong hoc & ciac dbi twgng bénh nhan diic biét

Nguoi gia

Trén nhiing ngudi gia khoe manh (tir 65 tudi trd 1én), d6 thanh thai cia sildenafil giam di,
két qua la nong d¢ sildenafil va chét chuyén hoa c6 hoat tinh N-desmethyl trong huyét
tuong cao hon khoang 90% so vdi nong d6 nhitng chat nay & nhiing ngudi tinh nguyén tré
khoe manh (tir 18-45 tudi). Do su gin két sildenafil vao protein huyét twong phu thudc
vao tudi, ndng do tu do cia sildenafil trong huyét twong ting turong tng khoang 40%.

Nguwoi suy thin

Trén nhitng ngudi suy than nhe (dd thanh thai creatinin = 50-80 mL/phat) hay trung binh
(d6 thanh thai creatinin = 30-49 mL/phut), khi dung mdt liéu don sildenafil (50 mg),
khong théy o bat cur su thay ddi nao vé duoc dong hoc.

Trén nhiing nguoi suy than nang (dd thanh thai creatinin < 30 mL/phat ), d§ thanh thai
cta sildenafil bi giam, da lam ting xdp xi gdp doi dién tich dudi dudng cong AUC
(100%) va Cmax (88%) so v&i ngudi & cung d tudi nhung khong bi suy than (xem muc
4.2 Liéu dung va phwong phap sir dung).

Thém vao do, cac gia tri Cmax va AUC cia chit chuyén héa N-desmethyl ting c6 y
nghia 200% va 79% lan lugt & cac doi tugng suy than nang so vdi & cac doi tuong chuce
nang than binh thuong.

Nguoi suy gan

Trén nhiing ngudi xo' gan (Child-Pugh A, Child-Pugh B), d6 thanh thai cua sildenafil bi
giam, két qua lam ting dién tich dudi _duong cong AUC (85%) va Cmax (47%) so vai
nguoi khong bi suy gan ¢ cung do tudi (xem muc 4.2 Liéu diang va phwong phap sir
dung). Dugc dong hoc cua sildenafil & bénh nhan suy gan niang (Child Pugh C) chua
dugc nghién ctu.

53 Cic dir liéu an toan tién 1Am sang
Khéng tim thdy bing ching nao vé kha nang gdy ung thu trong mot ngl 'en%ugu rén

chu6t cong kéo da1 24 thang dung lleu Ién gép 42 lan (tinh theo mg/kg) va ga
(tinh theo mg/m ) so v6i lidu tdi da da khuyén cao dung trén ngudi (
Recommended Human Dose - MRDH) va mét nghién ciru khac trén chudt nhit ké
18-21 thang voi liéu 16n gip 21 lan (tinh theo mg/kg) va gép 2 lan (tinh theo mg/m ) so
vé6i lidu ding tdi da & nguoi da duoc khuyén cdo (MRDH).

Cac test giy dot bién & vi khuan va in vivo déu am tinh.
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LPD Title : Sildenafil Citrate

LPD date: Sep 10, 2017

Country: Vietnam

Reference CDS :Version 14.0 Reference CDS Date : December 04, 2015

Khéng ¢6 mot anh hudng nao lén tinh chuyén dong va hinh thai cta tinh trang sau khi
dung lieu don 100 mg sildenafil trén nhitng ngudi tinh nguyén khde manh.

6. CAC PAC TINH DUQC HQOC

6.1. Tuwong ky,
Khong cé.

6.2.  Thoi han sir dung )
36 thang ke tir ngay san xuat.

6.3.  Than trong dac biét khi biao quan
Khong bao quéan & nhiét d6 qua 30°C.

6.4.  Tinh chit va dung lwgng ciia bao bi déng géi
Hop 1 vi x 4 vién nén bao phim.
Hoép 1 vi x 1 vién nén bao phim.

Tiéu chuén: Nha san xuit.
Nha sin xuit: Fareva Amboise, Zone Industrielle, 29 route des ies, 37530
Poce sur Cisse, France
®: Nhan hiéu da dang ky.

LPD date: September 10, 2017
Reference CDS Date : December 04, 2015
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Pham Shi Vin Hank
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