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MAXXSAT 50
Sildenafil 50 mg

M3i vién nén bao phim chira:
Sildenafil citrate

twong duong voi sildenafil 50 mg

Bao quan: & nhiét d§ dudi 30°C,

noi khd rdo, tranh nh sang
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Sildenafil 50 mg

Ma! vién nén bao phim chira:
Sildenafil citrate
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Bao quan: & nhiét 85 dudi 30°C,
noi khd réo, trénh anh séng
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M3 vién nén bao phim chira:
Sildenafil citrate

twong dwong véi sildenafil 50 mg
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noi khd réo, tranh &nh séng
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MAXXSAT 50/ MAXXSAT 100
Vién nén Sildenafil Citrate 50 mg/100 mg

Pé xa tim tay tré em
Poc ky huéng din sir dung truéc khi ding
Thudc nay chi diung theo don thudc

THANH PHAN CONG THUC THUOC:
MAXXSAT 50: Moi vién nén bao phim chira:

Thanh phan hoat chat:
Sildenafil Citrate ...........ccocvevuennenne. 70.5 mg
tuong duong véi Sildenafil................ 50 mg

Thanh phan ta dwoc: Microcrystalline cellulose, anhydrous calcium hydrogen phosphate,
croscarmellose sodium, maize starch, colloidal anhydrous silica, magnesium stearate,
hypromellose, titanium dioxide, lactose, purified talc, lake indigo carmine, propylene

glycol.
~ MAXXSAT 100: MGi vién nén bao phim chira:
Thanh phan hoat chat:
Sildenafil Citrate ..........cccocevervennnene. 141 mg
tuong duong véi Sildenafil................ 100 mg

Thanh phan té dwoc: Microcrystalline cellulose, anhydrous calcium hydrogen phosphate,
croscarmellose sodium, maize starch, colloidal anhydrous silica, magnesium stearate,
hypromellose, titanium dioxide, lactose, purified talc, lake indigo carmine, propylene
glycol.

DANG BAO CHE
Vién nén bao phim
M3 ta san phadm: Vién nén bao phim, hinh thuén, mau xanh.

CHI PINH

MAXXSAT 50/ MAXXSAT 100 sir dung dé diéu tri réi loan chirc ning cuong duong &
nam gidi, la tinh trang khong c6 kha ning dat dugc hodc duy tri sy cuong cung ciua duong
vat du dé thoa man hoat dong tinh duc.

Pé sildenafil c6 hidu qua, kich thich tinh duc 14 bét budc.

LIEU DUNG VA CACH DUNG
Liéu diing

Sir dung ¢ ngudi lon

Liéu khuyén céo 1a 50 mg sildenafil, uéng khi can khoang mot gio trude khi quan hé tinh
duc. Dya trén hi¢u qua va kha ning dung nap, lidu sildenafil c6 thé dugc ting 18n, dén 100
mg hodc gidm téi 25 mg. Liéu t6i da khuyén dung 1 100 ~mg sildenafil, dm?g\M
Uodng thudc trong bira dn c6 thé 1am cham tac dung ctia thudc so vai udng lac d6 muc
Dac tinh dwoc dong hoc).

Sir dung cho cac ddi twgng dic biét:

Nguwoi gia

Diéu chinh lidu 1a khong yéu ciu ddi voi nguoi gia (> 65 tudi)
Bénh nhén suy thdn:

Céc khuyén céo vé liéu diung dugc md ta trong “sir dung & ngudi 16n” p duk
nhén suy than mirc d6 nhe dén trung binh (d¢ thank thai creatinin tir 30-80 ml/phd
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Cac truong hop suy than ning (d0 thanh thai creatinin < 30 ml/phut), thi nén xem xét lidu
dung 1a 25 mg vi d0 thanh thai cua sildenafil bi gidm ¢ nhitng bénh nhan nay. Dua trén hi¢u
qua va kha ning dung nap, néu cin thiét c6 thé ting lidu 1én dén 50mg, 100mg.

Bénh nhén suy gan

Vi sy thanh thai sildenafil giam & nhitng bénh nhén bi suy gan (vi du nhu xo gan) can xem
xét st dung lleu 25mg. Dya trén hi¢u quéa va kha nang dung nap, c6 thé tang liéu 1én 50mg,
100mg khi can thiét.

Tré em

Khong dung sildenafil cho ngudi dudi 18 tudi.

Doi véi bgnh nhén dang sie dung thuéc khdc

Ngoai trir ritonavir dugc khuyén céo khong nén st dung dong thoi véi sildenafil (xem muyc
Canh bao va than trong khi ding thuéc), thi nén bét dau liéu 25mg & nhung bénh nhan diéu
tri dbng thoi voi thude e ché CYP3A4 (xem muc Twong tac, tuong ky cia thuéc).

Pé han ché nguy co ha huyet ap tu thé & bénh nhan diéu trj bang thudc chen alpha, bénh
nhan nén duge diéu tri én dinh bing cac thudc chen alpha trudce khi bét dau trj lidu bang
sildenafil. Ngoai ra, nén bit diu dung sildenafil & liéu 25mg (xem myc Canh bdo va thin
trong khi ding thuéc va muc Twong téc, twong ky ciia thuoc).

Phwong phip sir dung

Vién sildenafil sir dung theo dudng udng.

CHONG CHi PINH

Bénh nhan qua min véi sildenafil hodc bét ky thanh phan nao cua thudc.

Phu hop véi céc tac dung da biét cia thudc ddi voi con dudng nitric oxyd/ cyclic guanosine
monophosphate (¢cGMP) (xem muc Ddc tinh dwoc dong hoc), sildenafil 1am tang kha nang
ha huyét 4p cta nitrat, va viéc diéu tri dong thdi voi cac chét cho nitric oxyd (nhu amilic
nitrit) hogc nitrat & bt ky dang nao 1a chdng chi dinh.

Chdng chi dinh sir dung ddng thoi chét rc ché PDES, bao gdm sildenafil, véi cac chit giy
cam tng cyclase guanylate, ching han nhu riociguat vi ¢6 thé din dén ha huyét ap triéu
chimg (xem myc Twong tac, tuong ky cua thuéc).

Khéng nén sir dung cic thubc chéng rdi loan cuong duorng, ké ca sildenafil & nam gioi
khong thich hgp vdi hoat dong tinh duc (nhu bénh nhén bi roi loan tim mach nghiém trong
nhu dau théit nguc khong 6n dinh hodc suy tim ning).

Chdng chi dinh dung sildenafil & nhitng bénh nhan nhitng bénh nhan bj mét thj lyc mot bén
do thiéu mau cuc b thin kinh thj gidc khong do viém dong mach (NAION), bit ké vdi viée
liéu trudc d6 co hay khong viée phoi nhiém véi chit e ché PDES (xem muc Cdanh bdo va
thdn trong khi ding thuéc).

D¢ an toan cua sildenafil chua dugc nghlen clru & cac nhom bénh nhéin sau do d6 chdng chi
dinh cho bénh nhén: suy gan néng, ‘ha huyét ap (huyet ap <90/50 mmHg), bénh nhén c6 tién
sir d6t quy hodc nhdi mau co tim gén ddy va cac rdi loan vong mac thoai hoa di truyén nhu
viém vong mac thoai hoa sic td (mdt phan nho trong sé bénh nhan nay co rdi loan di truyén
cua gen phosphodiesterase & vong mac).

CANH BAO VA THAN TRONG KHI DUNG THUOC ;
Cén xem xét tién sir va tham kham 1am sang dé chén doén rdi loan chic na ong duong,
va xac dmh nhitng nguyén nhén. tiém 4n trude khi diéu tri duge 1y.

Cic yéu tb nguy co' tim mach

Trudc khi bit dau bat ky diéu tri ri loan chirc ning cuong duong nao, bac si can xem xét

tinh trang tim mach cta bénh nhan, do c6 thé xay ra rui ro dbi voi tim khi quan h¢ tinh dyc.
Sildenafil gdy gidn mach, din dén ha huyét 4p nhe va thoang qua (xem muc Ddc tinh dugc

luc hoc). Trude khi ké don vdi sildenafil, bac si nén can nhéc liéu bénh nhan cé tmh tran _

tiém 4n nao d6 co6 thé bj anh hudng bat loi bai tac dung glan mach, dac bi¢t la k
voi hoat dong tinh duc. Bénh nhin min cam véi cac yéu t6 giin mach bao gdm
nhén c6 can trd dong chay that trai (vi du hep dong mach chi, bénh co tig




https://nhathuocngocanh.com/



~

https://nhathuocngocanh.com/

ngh&n) hay mic hoi ching teo da hé thdng hiém gip, biu hién bing sy suy giam trim trong
kha ning kiém soat huyét ap tw dong. ,

Sildenafil lam ting tdc dung ha huyét ap cua nitrat (xem muc Chong chi dinh).

Cac bién cb tim mach nghiém trong, bao g6m nhdi méu co tim, dot tir lién quan dén bénh
tim, loan nhip that, xuat huyét ndo , con thiéu mau cuc bd thoang qua, ting huyet ap va ha
huyét ap dugc bao cao trong qua trmh Ivu hanh st dung sildenafil didu tri rdi loan cuong
dwong. Hau hét nhung khong phai tit ca ’bénh nhan nay da co tién sir cac yéu té nguy co tim
mach truée ddy. Da c6 bao cdo nhiéu bién ¢ xay ra trong hodc ngay sau khi hoat dong tinh
duc, va mdt vai bién cb dugc bao cao xay ra ngay sau khi dung sildenafil ma khong c6 hoat
dong tinh dyc. Khong the xéac dinh dugc liu cac bién ¢ nay c6 lién quan truc tiép dén cac
yéu t& nay hay do céac yéu t khac.

Chirng cwong dau dwong vat

Cén than trong khi sir dung cac thube dléu tri rdi loan cwong duong, bao gbm ca sildenafil
cho nhitng bénh nhan c6 cac bién dang vé gidi phdu duong vat (nhu dwong vt gip khuc,

bénh xo hoa thé hang, hay bénh Peyronie) hoic & nhing bénh nhan c6 cac tinh trang co thé
din dén chimg cuong dau duong vat (nhu bénh thiéu mau hdng cau hinh liém, bénh da u tiy
hodc bénh bach cau).

Trong qua trinh lwu hanh thudc, di c6 bao céo vé chimng cwong cimg kéo dai va cuong dau
dwong vat khi dung sildenafil. Trong truong hop cuong duong kéo dai hon 4 gio, bénh nhan
can dugc hd trg 4 te ngay lap tirc. Néu cuong dau duong vét khong duqc di€u tri ngay lap
tirc, c6 thé din dén tén thuong md va mét kha ning cuong duorng vinh vién.

Str dung dong thoi v6i chét trc ché PDES hoic cic thudc diéu trj crong duong khic

Sy an toan va hi¢u qua cua viéc phéi hop sildenafil v&i céc chét irc ché PDES khéc, hoic
trong diéu tri tang ap dong mach phdi (PAH) c6 sir dung sildenafil (REVATIO), hoic cic
phuong phap diéu tri rbi loan cuong duong khac chwa dwgc nghién ciru. Vi vy, khuyén cao
khéng nén phi hgp cac thudc nay.

Anh huédng dén thi luc

Da cb céc bao cdo suy giam thi lyc lién quan dén viéc sir dung sildenafil va cac chét {rc ché
PDES5 khac (xem muc Tédc dung khéng mong mudn cia thuéc). Trudng hop bénh thiéu mau
cuc bd than kinh thj giac khong do viém ddng mach, mdt bénh hiém gdp da dugc bao céo
trong mdt nghién ctru quan sat lién quan dén viéc sir dung sildenafil va cac chét wc ché
PDES khéc (xem muc Tédc dung khéng mong mudn). Bénh nhin nén dugc thong bio ring
trong truong hgp bi suy giam thi luc dot ngdt, ho nén ngirng str dung sildenafil va tham khao
¥ kién bac sy ngay lap tirc.

Sir dung ddng thdi véi ritonavir

Khong st dung ddng thoi sildenafil voi ritonavir.

Sir dung ddng thoi véi thude chen alpha

Céan than trong khi dung sildenafil cho bénh nhan dang sur dung thubc chen alpha, vi sir dung
ddng thoi co thé din t6i ha huyet ap c6 triéu ching ¢ nhitng bénh nhan nhay cam (xem muc
Tuong tac, twong ky cua thuéc). Piéu nay rit c6 thé xay ra trong vong 4 gio sau khi ding
sildenafil. Dé giam thiéu nguy co giam huyét 4p tu thé, bénh nhan cin phai on dinh huyet
dong hoc sau khi dung cac thudc chen alpha trude khi bét dau diéu tri v6i sildenafil. Nén bt
diu diéu tri voi lidu 25 mg sildenafil (xem muc Liéu ding va cach ding)\Ngpai ra, bac si
cin khuyén bénh nhan nhitng viéc cin lam trong trudng hop ha huyét ap triéhefimg:

Anh huéng dén thoi gian chéy mau

Céc nghién ctru in vitro trén tiéu ciu ngudi cho théy sildenafil cé anh huong dén kha ning
chéng két tap tiéu cau cua natri nitroprussid. Khong cé thong tin an toan vé viéc si dung
sildenasil trén nhitng bénh nhén bj rdi loan xudt huyét hoic loét da day. Vi vay, chi nén
dung sildenafil khi da c6 nhirng danh gié gitra 1¢i ich va rii ro ¢ nhirng bénh nhan na
Mang phim cta vién nén bao phim sildenafil chira lactose. Bénh nhan c6 cac vag
truyén hiém gip khong dung nap lactose, thiéu hut Lapp lactase, hay hip thu
galactose khong nén sir dung thudc nay.

Khong str dung sildenafil cho phu nir.
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SU DUNG THUOC CHO PHU NU CO THAI VA CHO CON BU

Maxxsat 50/100 khong dugc chi dinh dé sir dung cho phu ni.

Chua c6 nghién ctru day du va c6 kiém soat & phu nir mang thai hodc cho con bu.

Khong c6 céc tic dung phuy lién quan dugc tim thiy trong cac nghién ctru sinh san & chudt
cong va tho sau khi udng sildenafil.

Khéng c6 anh hudng dén kha ning di chuyén hoic hinh théi cta tinh tring sau khi udng liéu
don 100 mg sildenafil & nhitng ngudi tinh nguyén khée manh (xem muc Pdc tinh dugc dong
hoc). :

ANH HUONG CUA THUOC LEN KHA NANG LAI XE VA VAN HANH MAY MOC
Chua c6 nghién ciru vé anh huéng cta thude 1én kha nang lai xe va van hanh may méc dugc
tién hanh.

Hién tugng chong mit va thay d01 thi luc di dugc bdo céo trong cac thir nghiém 1am sang
khi ding sildenafil, bénh nhan cin phai nhin thic dugc cich co thé ho phan ung voi
sildenafil trudc khi lai xe hodc van hanh may moc.

TUONG TAC, TUONG KY CUA THUOC

Tuong tic thudc

Anh huéng ciia cic thube khac dén sildenafil

Cac nghién ciru in vitro:

Chuyén hoa sidenafil di&n ra chii yéu bdi cytochrome P450 (CYP) cac phan nhom 3A4 (con
dudng chinh) va 2C9 (con dudng phy). Vi viy, céc chat e ché cac phan nhom isoenzyme
nay c6 thé lam giam d9 thanh thai cua sildenafil va cac thubc gdy cam tmg cac phan nhom
isoenzyme ndy c6 thé 1am ting do thanh thai sildenafil.

Cdc nghién ciru in vivo:

Cac phén tich dugc dong hoc qua cac dir ligu thir nghiém 14m sang cho thdy khi phbi hop
sidenafil voi cac chét (rc ché CYP3A4 (nhu ketoconazole, erythomycin, cimetidine) 1am
gidm do thanh thai sildenafil. Mic du khong c6 sy gia ting cac tic dung khéng mong mudn
khi phéi hop sildenafil véi cac chét e ché CYP3A4 & nhitng bénh nhan nay, nhung nén can
nhic liéu 25mg khi bét dau diéu tri.

Str dung déng thoi voi thude e ché HIV protease ritonavir, mgt chét e ché manh P540, &
trang thai 6n dinh (500 mg x 2 14n/ ngay) véi sildenafil (lidu don 100 mg) 1am ting Cpax clia
sildenafil 1én 300% (4 1in) va ting dién tich dudi ducmg cong cua sildenafil (AUC) trong
huyét tuong 1én 1000% (11 14n). Tai thoi diém 24 gio sau khi ding thudc, ndng do sildenafil
trong huyét tuong van con khoang 200ng/ml, so véi khoang Sng/ml khi dung mdt minh
sildenafil. Piéu nay phu hop véi anh hudng rd rét cua ritonavir trén cac chét nén P450.
Sildenafil khong giy anh hudng dén dugc dong hoc cia ritonavir. Dya vao nhing két qua
dugc dong hoc nay, khong nén ding dff)ng thoi sildenafil véi ritonavir (xem muc Canh bado
va thdn trong khi ding thudc) va trong bit ky trudng hop nao, lidu t6i da cua sildenafil
khong vuot qua 25mg trong vong 48 gio.

St dung ddng thoi thube e ché HIV protease saquinavir, mot chét tc ché CYP3A4, & trang
thai én dinh (1200mg x 3 1in/ngay) vdi sildenafil (liéu don 100 mg) 1am ting Cpay 1én 140%
va tang AUC 1én 120%. Sildenafil khong gy anh huong 1én dwogc dong hoc cy saquipdvir
(xem muc Liéu dung va cach dung). Cac chat (tc ché CYP3A4 manh hon nhu kgtocehazole
va itraconazole s€ c6 tac dung manh hon.

Str dung dong thoi erythromycin, mgt chét tc ché trung binh CYP3A4, ¢ trang thai 6n dinh
(500mg x 2 lan/ngay trong 5 ngay) véi sildenafil liéu don 100 mg lam ting dién tich dudi
duorng cong cua sxldenaﬁl (AUC) len 182% 0] nhung nam glO’l tmh nguyén khoe manbh,
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cimetidine (800mg), mot chit wc ché cytochrome P450 va chét wc ché khong dic hiéu
CYP3A4, voi sildenafil (50 mg) lam tdng ndng d¢ sildenafil trong huyét trong 1én 56%.
Nudc ép budi 1a mdt tic nhan gy e che qua trinh chuyén hoa cia CYP3A4 & thanh rudt va
¢6 thé 1am ting nhe ndng do sildenafil.

Liéu don thubc khang acid (magnesi hydroxyd /nhém hydroxyd) khong anh hudng dén sinh
kha dung cua sildenafil.

Mic du cac nghién ciru twong tac cu thé khong duoc thyc hién d6i voi tt ca cac thudc, phén
tich dugc dong hoc & ngudi cho thay nhém cac chat wc ché CYP2CY (nhu tolbutamid,
warfarin, phenytoin), cac chit tc ché CYP2D6 (nhu cac chét e che chon lgc tai hap thu
serotonin, thudc chéng trdm cam 3 vong), thiazide va cic thuoc loi tiéu lién quan, thudc loi
ni¢u quaiva thudc i liéu giir kali, cac chét (rc ché men chuyén angiotensin, thudc chen kénh
calci, thuc ddi khang beta-adrenergic hodc cac chat gdy cam (ing chuyén hoa CYP450 (nhu
rifampicin, cic barbiturat) khong c6 anh huong dén dugc dong hoc cua sildenafil. Trong
mot nghién ctru ¢ nhitng nam gi6i tinh nguyén khoe manh, sir dung ddng thoi thude déi
khang endothelin, bosentan, (mdt tac nhén gy cam ing CYP3A4 [trung binh], CYP2C9 va
c6 thé ca CYP2C19) ¢ trang thai 6 6n dinh (125 mg x 2 lan/ngay) v6i sidenafil & trang thi on
dinh (80 mg x 3 lan/ngay) lam giam AUC va Cpax cua sildenafil tuong tng 1a 62, 6% va
55,4%. Vi viy, dung ph01 hop thude ttc ché CYP3A4 manh, nhu rifampin, s& lam giam ndng
do sildenafil trong huyet tuong manh hon nira.

Nicorandil 1a mot chat két hop ctia hoat hoa kénh kali va nitrat. Do thanh phin chira nitrat,
thudc c6 kha ning giy tuo‘ng tdc manh mé vdi sildenafil.

Anh huéng ciia sildenafil di véi thudc khac

Cdc nghién cveu in vitro:

Sildenafil 1a chit tc ché yéu cua cytochrome P450 phén nhom 1A2, 2C9, 2C19, 2D6, 2E1
va 3A4 (IC50> 150 uM). Sau khi dung liéu khuyén céo thi ndng d¢ dinh trong huyét twong
cta sidenafil khodng 1 uM nén c6 thé sildenafil s& khong lam thay ddi d¢ thanh thai cic co
chit cuia cac isoenzyme nay.

Khéng cé dir liéu vé twong tac cua sildenafil va cac chit tc ché phosphodiesterase khong
ddc hi¢u nhu theophylline hodc dipyridamole.

Cdc nghién ciru in vivo:

Phu hop véi anh hudng da biét ciia n6 trén con dudng nitric oxide/cGMP (xem muc Pdc
tinh dwoc luc hoc), sildenafil cé thé 1am tang tac dung ha huyét ap cua céc nitrat, va chéng
chi dinh ding sidenafil v6i cac chét cho nitric oxid hodc nitrat dudi bat ky hinh thirc nao
(xem muc Chong chi dinh).

Riociguat: Cac nghién ciru tién 1am sang cho thdy tic dung ha huyét ap ting thém khi két
hop cac chét irc ché PDES5 véi riociguat. Trong cic nghién ctru 1am sang, riociguat da dugc
chimg minh 13 1am ting tic dung ha huyét ap ctia cac chit rc ché PDES. Khong c6 bing
chimg vé tac dung 1am sang c6 loi tir sy két hop nay trén cac dbi twgng nghién ctru. Khong
sir dung ddng thoi riociguat vai cic chit trc ché PDES, bao gdm sildenafil (xem muc Chéong
chi dinh).

Str dung ddng thoi sildenafil cho bénh nhan dang diéu trj v&i thudc chen alpha c6 thé din
dén ha huyét 4p triéu chimng & mét sb it ngudi nhay cam. Diéu nay rit cé thé xay ra trongD
vong 4 gi¢ sau khi dung sildenafil (xem muc Liéu dung va cach ding va muc Canh bdo va
thdn trong khi ding thudc). Trong ba nghién ctru dic hiéu vé twong tac thude - thude, thudc
chen alpha doxazosin (4 mg va 8 mg) va sildenafil (25 mg, 50 mg hodc 100 mg) duoc du '
dong thoi & bénh nhan ting san tuyén tién liét lanh tinh (BPH) diéu tw
doxazosin. Quan sat trén nhiing aéi tuong nghién clru nay, cac mic giam bd sung trting binh
clia huyét ap do ¢ tu thé ndm ngira lan lugt 12 7/7 mmHg, 9/5 mmHg, va 8/4 mmHg, va cac
muc giam bd sung trung binh cla huyet ap do & tu thé ding lan luot 1a 6/6 mmHg, 11/4
mmHg, va 4/5 mmHg. Khi sir dung ddng thoi sildenafil va doxazosin ¢ bénh nhan '
tri on dinh v6i doxazosin, it c6 cac bao céo vé nhitng bénh nhan bj ha huyet ap A
chimg. Cac bao céo nay bao gdém chéng mit va mét méi, nhung khong ngét.
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Khong c6 sy turong tac co ¥ nghia nao khi dung dong thoi sildenafil (50mg) véi tolbutamide
(250mg) hodc warfarin (40mg) 1a cac chit dugc chuyén héa bai CYP2C9.

Sildenafil (50mg) khong lam gia tdng thdi gian chay mau do acid acetyl salicylic (150mg).
Sildenafil (50mg) khong lam téng téc dung ha huyét ap ciia ruou & nhitng ngudi tinh nguyén
khée manh véi nong do cdn trong mau t6i da trung binh 80 mg/dl.

Céc nhém thubc ha huyét ap sau day: thudc loi niéu, thudc chen beta, thudc trc ché ACE,
thudc d6i khang anglotensm 11, cac thudc chong ha huyet ap (thuoc lam gidn mach va tac
dung trung wong), cic thudc chen noron thin kinh giao cam, thudc .chen kénh calci va cic
thuoc chen alpha — adrenergic d4 cho thiy khong cé su khéac biét vé tac dung khong mong
mubn khi so sanh & bénh nhan st dung sidenalfil so véi g1a dugc. Trong mdt nghién ciru
tuong tac cy thé, sir dung ddng thoi sildenafil (100mg) véi amlodipine & bénh nhéan ting
huyét ap, mutc gidm thém trung binh ctia huyét 4p tam thu do & tu the nam ngtra la 8 mmHg.
Mic giam thém trung binh ctia huyét 4p tim truong do ¢ tu thé nim ngira khoang 7 mmHg.
Nhiing mitc giam thém trung binh ciia huyét 4p nay ciing tuong ty nhu khi sit dung mot
minh sildenafil cho nhitng nguoi tinh nguyén khoe manh (xem muc Ddc tinh dege lic hoc).
Sildenafil (100 mg) khéng gdy anh hudng dén dugc dong hoc cla céc chét &rc ché HIV
protease saquinavir va ritonavir, ca hai déu la co chét cua CYP3A4.

O nhitng nguoi tinh nguyén khoe manh, sildenafil & trang thai 6n dinh (80 mg x 2 lan/ngay)
lam tang AUC va Cmax clia bosentan (125 mg x 3 lan/ngdy) 1én twong tng 13 49,8% va 42%.
Tuwong ky ciia thudc:

Do khong c6 cac nghién ciru vé tmh tuong ky cua thude, khong trén 13n thudc nay véi céc
thudc khac

TAC DUNG KHONG MONG MUON

Tém tit hd so an toan

Tinh an toan cua sildenafil dya trén 74 nghién ciru 14m sang mu doi, c6 ddi chung gia dugc
duoc tién hanh & 9570 bénh nhén. Cic tac dung khong mong mudn thudng gap nhét trong
cac nghién clru 1am sang & nhirng bénh nhén diéu tri v6i sildenafil 1a dau dau, con d6 bimg,
khé tidu, nghen mili, chong mit, budn nén, ndng bing, rdi loan thi giac, chung nhin xanh va
thi luc mo. Cac phan tmg bat loi tir giam sat sau khi thudc Iuu hanh da dugce thu thip trong
thoi gian udc tinh > 10 ndm. Do khong phai tit ca cac phén ung bat lgi déu dugc béo cao
cho chti s& hitu san phdm va dwa vao co s dir lidu an toan, tAn suit cac phan ng nay khong
thé xé4c dinh duge mot cach chic chén.

Bang li¢t ké cic dung khéng mong mudn

Trong bang cac tic dung khong mong mudén quan trong dudi ddy, xay ra trong cac thir
nghiém 1am sang vai ty 1€ cao hon so véi gia duge duge liét ké theo hé co quan va tan sudt:
Rit thuong gip (21 / 10), thuong gip (=1 / 100 dén <1/10) , it gip (=1/1.000 dén <1/100),
hiém gip (=1 / 10.000 dén <1 / 1.000).

Bang 1: Cic tic dung khéng mong mudn quan trong dugc bio cdo xiy ra véi ty 1§ cao

hon gia dugc trong cic nghién ctru 1Am sang c6 kiém soat va cdc tic dung khong mong
, ” .z 14 . 2 A

mu6n dwgc bdo cdo qua gidm sat khi luu hanh thudc

Phén loai theo hé co R4t thwong |[Thwomg gip  |it gip Hiém gip
quan gap (= 1/100 va = 1/1000 va = KIPP00 va
(= 1/10) <1/10) <1/100) <1/1990)
Nhilém khuén va Viém miii
nhi€m ky sinh tring
Rdi loan h¢ mién dich Qué min |
R&i loan hé thin kinh [Pau déu Chéng mat Ngu ga Tai bién mach mau |
: Ha huy¢ét ap ndo, Z2808542 D
Con thi¢
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thodng qua,*

Dong kinh*

Ddng kinh tai phat*
Ngét

ROi loan mat

Bién dang mau
sdc truc quan
*%

”. .
RO6i loan thj
giac,

Nhin m¢&

ROi loan tiét nudce
matH**

/Pau mat,

S¢ énh sang,
Loa mét,

Sung huyét mit,
Chéi mat,

Viém két mac

Thiéu méu cuc b
than kinh thi gidc
khong do viém ddng
mach

(NAION), *

TAc mach trung tdm
vOng mac,*

Xuét huyét vong
mac,

Xo cting dong mach
vong mac,

R&i loan vong mac,
Téng nhan ép,
Khuyét tat thi
truong,

Chung song thi,

Thi lyc giam,

Cén thi,

Moéi mét,

Hién tugng dém den
& thé thay tinh,

Réi loan méng mit,
T4t gidin dong ti,
Nhin thiy quang
sang,

Phu mit,

Sung mit,

R4i loan mit,

Ting ap két mac,
Kich uing mét,

Cam giac bét thuong
o rnét,

Phi mi mit,

Phai mau ciing mac

Ri loan tai va mé Chong mit, biéc

dao U tai

R6i loan tim Tim daR nhanh Dég tir do tim,*

Danh trong nguc  |Nhoi mau co'tim,

Loan nhip that*
Rung t3 1
Dau that\pglre khorg
on dinh

Réi loan mach méu Con néng bung [Tang hqyét ap

Con do bung  |Ha huyét ap
Réi loan ho hip, Nghet mili Chdy mau cam  |Khan hong
nguc va trung that Tac xoang Kho miii
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R6i loan hé tiéu hoa Bon n.(“m Chung trao ngugc |Giam xuc giac miéng
Kho tiéu da day thuc quan
Noén
Dau bung trén
_ Kho6 miéng
(l};n .l(()ian da va mo Phat ban Hoi chitng Stevens-
Gi da Johnson (SJS),*
Hoai tir bi€u bi
nhiém dgc (TEN)*
Réi loan hé co xuong Pau co
vamo lién két Pau dau chi
Réi loan than va tiét Huyét niéu
niéu
Réi loan hé sinh duc Xuét huyét duong
va vu vat,
Cuong dau duong
vat,*

Tinh dich ¢6 mau,
Téng cuong duong

- Céc rdi loan toan than DPau nguc, Cau git
va tai vi tri diéu tri Mét moi
Cam giac néng
Cac két qua xét Tang nhip tim
nghi¢m

*Chi dugc béo céo trong qué trinh luu hanh thude

**Bién dang mau sdc tryc quan: chirng mu lyc, loan sic thi, chimg nhin xanh, chitng thdy sic do,
chitng thay sic vang

*** Roi loan tiét nuéc mét: kho mit, réi loan 1¢ dao, tang tiét nuéc mit

QUA LIEU VA CACH XU TRi

Trong céac nghién clru ¢ ngudi tinh nguyén dung liéu don 800 mg sildenafil cho thdy cac tac
dung khong mong muon & lidu nay tuong ty nhu & liéu thip, nhung ty 18 mic va muc do
trAm trong ting lén. Lleu 200 mg sildenafil khong lam tang hi¢u qua nhung lam ty 1¢ céc tac
dung khéng mong mudn (dau dau, dé bing, chong mit, khé tiéu, xung huyét miii, thay ddi
thi lyc) tang 1én.

Trong trudng hop ding qué lidu, yéu cdu phai c¢6 cic bién phap hd trg chuin. Loc than
khéng lam ting do thanh thai do sildenafil gin két chit ch& véi protein huyét twong va

" khong bi thai trir qua nudc tiéu.

PAC TINH DU()C LUC HQC

Nhém dugc 1y: Tiét nidu; Thude dugc sir dung trong diéu tri r6i loan cwong dwong.
Ma ATC: G04B E03

Co ché tac dung i
Sildenafil 1a thudc diéu trj rdi loan chirc ning cwong duong dung dudng uong g dicu
ki¢n binh thudng, nghia la v&i sy kich thich tinh duc, thudc c6 tac dung phuc hd
cuong duong bi suy yéu bing cach ting luu lugng mau dén dwong vat.

Co ché sinh 1y chiu trich nhiém cho sy cwong cing cua duong vit lién quan dén'sT giai
phong mtrlc oxxde (NO) trong thé hang trong suot qua trlnh k1ch thlch tmh duc. Sau do,

mau chay vao.
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Sildenafil 1a mot chét e ché manh va chon loc cia cGMP - men phosphodiesterase dic hiéu
tuyp 5 (PDE5) trong thé hang, 13 noi ma men PDES phén hity cGMP. Sildenafil c6 mét vung
hoat dong ngoai vi cua su cuong cimg. Sildenafil khong co tac dung gidn truc tiép trén thé
hang phén 13p cta nguoi, nhung né lam ting tac dung cua NO trén mé nay. Khi con dudng
NO/cGMP dugc kich hoat, nhu xay ra kich thich tinh dyc thi sy e ché PDES cua sildenafil
s& 1am ting ndng d6 cGMP trong thé hang. Vi vdy, kich thich tinh duc 1a can thiét dé
sildenafil cho hi¢u qua dugc 1y nhu mong doi.

Hi¢u qua dugc djng hoc

Céc nghién ciru in vitro cho thiy ring sildenafil rc ché chon loc men PDES- enzyme tham
gia vao qué trinh 1am cuong cing duong vat. Téac dung cua sildenafil chon loc trén PDES
manh hon céc men phosphodiesterases khac dugc biét dén rat nhidu: gip 10 14n tac tic dung
chon loc trén PDE6- enzyme tham gia trong qué trinh quang tai nap & vong mac. O liéu
khuyen c4o tdi da, tac dung chon loc trén PDES cua sildenafil gip 80 lan sso véi PDEI va
700 lan ddi véi PDE 2,3,4,7,8,9, 10 va 11. Dic biét, sildenafil c¢6 tic dong chon loc trén
PDES cao hon 4000 lan so véi trén PDE3, 1a dang dong ding cua phosphodiesterase dic
hi¢u véi cAMP, tham gia trong su co bop co tim.

Hi¢u qua va an toan lam sang

Hai nghién ctru 1dm sang da duoc thiét ké dic biét dé danh gia thoi gian tao ra sy cuong
clng dé dap ung kich thich tinh duc sau khi sir dung sildenafil. Trong nghién ctru phép ghi
bién ddi thé tich duong vét (sir dung dung cu RigiScan) & nhitng bénh nhén nhin dn. Sau khi
stt dung sildenafil, thoi gian trung binh dé khoi phéat cho nhimng ngudi c6 duge do cuong
ctng 60 % (di dé quan hé tinh duc) la 25 phut (khoang 12 — 37 phut). Trong mdt nghién ciu
RigiScan ri€ng biét, sildenafil van c6 thé tao ra sy cuong duong dé dép tng kich thich tinh
duc 4-5 gio sau khi udng.

Sildenafil gay giam huyét 4p nhe va thoéng qua ma trong da sé cac trudng hop khong
chuyén thanh cac anh hudng 1am sang. Sau khi dung liéu 100 mg, huyet 4p tAm thu giam tdi
da trung binh do ¢ tu thé nam ngira 13 8,3 mmHg. Sy thay d6i huyét ap tdm truong tuong
{ng do-& tu thé nim ngira 14 5,3 mmHg. Sy giam huyét ap nay phi hop véi tac dong lam
gidn mach cua sildenafil, cé thé 1a do néng d6 ¢cGMP ting 1én trong co tron mach méu.
Khéng c6 su thay ddi lién quan dén 1am sang trén dién tam ) (ECG) ctia nhiing ngudi nam
gidi tinh nguyén khoe manh khi dung cic lidu don sildenafil 1én dén 100mg dudng udng.
Nghién cuu vé huyét dong trén 14 bénh nhén bj bénh dong mach vanh ndng (hep > 70% it
nhét 1a mot dong mach vanh) dugc dung lidu don 100 mg sildenafil thiy ring huyét ap tam
thu va tdm truong khi nghi ngoi giam di 7% va 6% so véi huyét ap trudc khi ding thudc,
huyét 4p tdm thu dong mach phdi trung binh giam di 9%. Sildenafil khong tic dong dén
cung lugng tim, va khong lam giam luu lugng mau qua dong mach vanh bi hep.

Trong mot thir nghi€m lam sang mu doi, c6 dbi chuing gid dugc danh gia trén 144 bénh nhan
ri loan chirc niing cuong duong va dau thit nguc 6n dinh, nhimng bénh nhan nay thuong
xuyén sit dung cac thubc chéng dau thit nguc (trir nitrat). Két qua thu dugc di cho thiy
khong co6 su khac biét co lién quan trén lam sang giira sildenafil va gia dugc trong thoi gian
han ché con dau that nguc.

Su khac nhau trong viéc phéan biét mau nhe va thodng qua (xanh da trdi/xanh 14 cdy) duoc
phat hién thay & mot vai truong hop dung kiém tra Farnsworth-Munsell 100 hue sau 1 giv
khi dung liéu 100 mg, va khong c6 anh hudng rd rang sau 2 gio sau khi ding lidu. Co ché
chinh cua sy thay ddi phén biét mau c6 lién quan dén viéc (rc ché PDE6, men lién quan dén
qué trinh quang tai nap & vong mac . Sildenafil khong c6 anh hudng nao trén/tink linh hoat
cua thi luc, sy nhay cam cén quang. Trong mét nghién ctru c6 d6i chimg gia'd
benh nhan thoa1 hoéa dlem vang co lién quan torl tu01 (n—9) th1 snldenaﬁl ( heu d

txluérng ké Humph}ey).
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Khong c6 anh huéng dén kha ning di chuyén hoc hinh théi cia tinh trung sau khi udng liéu
don 100 mg sildenafil ¢ nhitng ngudi tinh nguyén khée manh (xem muc Str dung cho phu
nit cé thai va cho con bu)

Théng tin bd sung vé cic thir nghiém lam san

Mot nghién ciru 18m sang véi sildenafil dugc tién hanh & hon 8000 bgnh nhan trong d6 tudi
tir 19 dén 87 tudi. Céc nhém bénh nhén dugc dai dién bao gom: ngudi gia(19,9%), bénh
nhan tang huyét ap (30, 9%), dai théo dudng (20, 3%), bénh tim thiéu mau cuc bd (5,8%),
méu nhiém mé (9, 8%), tén thuong tuy song (0,6%), trdm cam (5,2%), cét bo tién ligt tuyén
qua ni¢u dao (3,7%), phau thudt cit tuyén tién liét triet dé (3,3%). Céac nhoém bénh nhéin
khong dugc dai dign hodc bj loai trir khéi céc thir nghiém 14m sang: bénh nhan phiu thuit
xuong chiu, bénh nhén sau xa tri, b¢nh nhan suy than hoic suy gan ning va bénh nhan bj
c4c nguy co tim mach nhét dinh nao d6 (xem muc Chéng chi dinh)

Trong nghién ciru dung lidu ¢b dinh, ty I¢ cai thi¢n kha ning cwong dwong cia sildenafil lan
luot 13 62% (v6i lidu 25 mg), 74% (véi lidu 50 mg) va 82% (véi licu 100 mg) so véi két qua
25% & nhom dung gia dugc. Trong céc thir nghiém 1am sang c6 kiém soat, ty 18 ngung dung
sildenafil thap va tuong duong véi gia dugc.

Trong tat ca cac thir nghlcm bao cao v€ ty I¢ bénh nhan cdi thi¢n kha nang cuong duong ctia
sildenafil nhu sau: roi loan cuong dwong do yéu t6 tam 1y (84%), réi loan cuong duong do
cac yéu t6 phbi hop (77%), rdi loan cuong dwong gy ra bdi co quan (68%), nguoi cao tudi
(67%), dai thao duomg (59 ), bénh tim thiéu méu cuc b (69%), cao huyét ap (68%), cét bo
tién liét tuyen qua niéu dao TURP (61%), phiu thuét cit bo tuyén tién liét tridt dé (43%), ton
thuong tity séng (83%), trim cam (75%). Tinh an toan va hiéu qua cua sildenafil dugc duy
tri trong céc nghién ctru dai han.

DAC TINH DUQC BQNG HOC
Hap thu: Sildenafil dugc hép thu nhanh chéng. Ndng do dinh trong huyét tuong dat dugc
trong vong 30 dén 120 phut (trung binh 60 phut) khi dung duong udng trong luc do6i. Sinh
kha dung tuyét d6i duong udng trung binh khoang 41% (khoang 25- -63%). Sau khi ubng,
AUC va Cpax cua sildenafil tang ty 1¢ thuén voi lidu trong khoang lidu khuyén céo (25-
100mg). Khi sildenafil dugc uong trong bita an, téc d6 hap thu giam cung vdi thoi gian tmax
chim trung binh 1a 60 phut va néng d9 Crax gidm trung binh 1a 29%.

Phan bo: Thé tich phin b6 trung binh ¢ trang thai on dinh (Vd) cta sildenafil 1a 105 1, phan
bé vao cac trong cac mb. Sau khi udng lidu don 100 mg sildenafil, ndng d ti da trung binh
cta sildenafil trong huyét tuong khoang 440 ng/mL (CV 40%). 96% sildenafil (va chét
chuyén hoa luu thong chinh la N-desmethyl) gén két voi protein huyét trong, diéu nay cho
thiy ring nong do sildenafil tu do t6i da trung binh trong huyét tuong la 18 ng/ml (38 nM).
Kha ning gdn két v6i protein huyét twong khéng phu thude vao ndng do tong cia thude.
Néng d6 cua sildenafil trong tinh dich ctia nhimg ngudi tinh nguyén khée manh sau 90 phut
khi udng liéu don 100 mg 1a nhé hon 0,0002% so véi lidu sir dung (trung binh 188 ng)
Chuyén héa: Sildenafil dugc chuyén hoa chi yéu béi isoenzyme microsomal CYP3A4 (con
dudng chinh) va CYP2C9 (con dudng phu) & gan. Chat chuyén héa luu thong chinh cia
sildenafil 1a N-demethylation. Chét chuyén héa ndy c6 kha ning chon loc phosphodiesterase
tuong tir nhu sildenafil va hoat luc in vitro dbi voi PDES 1a khoang 50% so vai t,hu(”)c ban
dAu. Nong dd trong huyét twong cia chit chuyén hoa nay chiém khoang 40%. Chit chuyén
héa N-desmethyl tiép tuc dwgc chuyén hoa, véi thoi gian ban thai cudi cing lghoéng 4 gio.,
Thai trir: Thanh thai toan than cua sildenafil la 41 L/gi¢ véi giai doan cudhgupg nirg’doi
thai trir 13 3-5 gi¢. Sau khi dung mdt trong hai dudng udng hodc tiém tinh madky)sildenafil
duge bai tiét qua phan chu yeu ¢ dang céac chét chuyén hoa (khoang 80% liéu u va mét
lugng it hon dugc bai tiét trong nudc tidu (khoang 13% liéu udng).
Dwgc ddng hoc trén cac ddi twgng dic biét

Nguwoi gia

Nhirng ngudi gia khoe¢ manh (65 tudi tros 1én) d6 thanh thai cia sildenafil giam di
nong do sildenafil va chét chuyén hao c6 hoat tinh N-desmethyl trong huyét tu
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90% so nong do nhitng chét nay & nhitng ngudi tinh nguyén khée manh (tir 18-45 tudi). Do
su gin két sildenafil vao protein huyét twong phu thudc vao do tudi, nong d6 tu do cua
sildenafil trong huyét twong ting tuwong ung khoang 40%.

Bénh nhan suy thdn

o nhitng ngudi tinh nguyén bi suy than nhe dén trung binh (d¢ thanh thai creatinine tur 30-
80 ml/phut), khi ding mét liéu don sildenafil 50 mg, khong thiy c6 sy thay ddi vé duoc
dong hoc, dién tich duéi dudng cong 1én (AUC) va Cpax trung binh ctia chit chuyén hoa N-
desmethyl tang 1én twong g 1a 126% va 73% so véi nhiing ngudi tinh nguyén c6 tudi va
khong bi suy thén. Tuy nhién, do sy bién ddi giira cac ddi tugng cao, sy khac biét nay khong
c6 y nghia théng ké. O nhitng ngudi tinh nguyén suy than nang (46 thanh thai creatinine <30
ml / phut), d§ thanh thai sildenafil bi giam, da lam tang AUC va Cp.x turong tng 1la 100% va
88% so voi nhung ngudi tinh nguyén ¢ cung d nbung khéng bi suy than. Thém vao do, cac
gia tri Cax va AUC ctia chit chuyén héa N- -desmethyl ting c6 y nghia tuwong ung la 200%
va 79% & cac ddi tugng suy thdn ning so vdi cac dbi tugng cd chirc ndng than binh thudng.
Bénh nhén suy gan

O nhirng ngudi tinh nguyén bi xo gan mirc do nhe dén trung binh (xo gan child A, va xo gan
Child B) d9 thanh thai sildenafil bi giam, két qua lam ting dién tich dudi duorng cong
AUC(84%) va Cppax (47%) so voi nguodi tinh nguyén khong bi suy g
dong hoc cua sildenafil & nhitng bénh nhédn suy gan ning chua duge n

QUY CACH PONG GOI
Hop cht’ra 1 vi x 4 vién nén bao phim.

PIEU KIEN BAO QUAN
Bao quan ¢ nhiét d§ dudi 30°C, noi khd réo, tranh 4nh sang.

HAN DUNG
24 thang ké tir ngay san Xuét.

TIEU CHUAN CHAT LUQNG
Tiéu chuan co s&

TEN, PIA CHI CUA CO SO SAN XUAT THUOC
FOURRTS (INDIA) LABORATORIES PVT. LIMITED
Vandalur Road, Kelambakkam-603 103, An Do
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