g fnd
A BAOA NN - 29442

MAXXSAT

Rx Thuoc ké don

MAXXSAT

Sildenafii 50 mg

oD




https://trungtamthuoc.com/

LT R LT
i i, S e iy,

-
o

B _

MAOOCSAT 50
Sacenel 50 mg

LR T T ey
T 1T

ey dp—y i paa® Uy I

By e & el W A= BT
ik ael clin, ni  aly

e

z

- em —

8616 SX, HD: dugc in trén vi thubc

MAXOGSAT 50
Sécaral 5] mg

v—.-—.-_-q

Bbe e & ool et WE
e P g

J“-‘.

“h-ﬂ_i‘lll

Bt gt 8l ] A WO
e TRy

Jﬁ-ﬂ'“-

-
-

s

{“ Ty e



https://trungtamthuoc.com/

MAXXSAT 50/ MAXXSAT 100
Vién nén Sildenafil Citrate 50 mg/100 mg

DE xa thm tay tré em

Dyc k§ haurdmg diin sir dyng trude khi diing
Thube niy chi ding theo don thude

THANH PHAN CONG THUC THUOC:
MAXXSAT 50: Mbi vién nén bao phim chin:
Thdnh phén hoat chir:
Sildenafil Citrde ... cvernnsacanians 70.5 mg
tueng duong vai Sildenafil................ 50 mg
Thainh phin td diwge: Microcrystalline cellulose, anhydrous calcium hydrogen phosphate,
croscarmellose sodium, maize starch, colloidal anhydrous silica, magnesium stearate,
hypromellose, htanium dioxide, lactose, purified talc, lake indigo carmine, propylene

glycol.
A MAXXSAT 100: MJi vién nén bao phim chira:
Thinh phdn hogr chdr:
Sildenafil Cltrate ... 141 mg
twong duong vai Sildenafil................ 100 mg

Thdnh phin td dwpe: Microcrystalline cellulose, anhydrous calcium hydrogen phosphate,
croscarmellose sodium, maize starch, colloidal anhydrous silica, magnesium stearate,
hypromellose, titanium dioxide, lactose, purified tale, lake indigo carmine, propylenc
glyeol.

DANG BAO CHE
Vién nén bao phim
M td sin : Vién nén bao phim, hinh thudn, mdu xanh.

CHi P|NH

MAXXSAT 50/ MAXXSAT 100 sir dung 8¢ ditu tri rdi logn chire ning cuong duong o
nam gidi, 14 tinh trang khdng ob kha ndng dat duge hodic duy tri sy cuomg cimg cia duong
viit di 8¢ théa miin hogt dfng tinh dyc. ,

Dé sildenafil o6 hidu qua, kich thich tinh dyc 13 biit bufe.

LIEU DUNG VA CACH DUNG

Litu ding

Sir dyng & nguid lim

Lidu khuyén cdo 1 50 mg sikdenafil, ubng khi cin khoing mdt gidr trude

duc. Dym trén hidu qui va khd nling dung nap, lidu sildenafil ¢6 thit duge dén 100
hojc gidm 1 25 mg. Lidu 1di da ditng 1 100 mg sildenafil, di y.

E&m trong bl fin ¢6 thé lim chilm tic dung ol thude so véi udng lic dé myc

Bac tinh dwge ding hoe).

Sir dyng cho cic dbi tugmg dje bife:

Ngmdight R .
Diéu chinh lidu 14 khong yéu clu dbi voi ngudi gid (= 65 wdi)
Binh nhiin suy thin:

Céic khuyén cdo vé lidu duge md t trong “sir dung & ngudi Iom™ dp o
nhin suy thin mirc 4§ nhe dén trung binh (49 thanh thai creatinin tir 30-80
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cimetidine (R00mg), mdt chit ic ché cytochrome P450 vi chit e ché khong dic hifu
CYP3A4, voi sildenafil (50 mg) lim ting ndng 4 sildenafil trong huyét twong lén $6%.
Nt &p buri 14 mt tie nhin gly (e ché qud trinh chuyén héa ciia CYP3A4 & thinh rudt vi
6 thé lim ting nhe ndng d{ sildenafil.
Liéu don thude khing acid (magnesi hydroxyd /nhdm hydroxyd) khdng dnh hudng dén sinh
khé dyng cia sildenafil.
Miic dil céc nghién ciru tuong tic cy thé khong duge thire hida dbi véi th ci cic thube, phin
tich duge dgng hoc & ngudi cho thily nhém cic chit i ché CYP2C9 (nhu tolbutamid,
warfarin, phenytoin), céc chdt dre ché CYP2D6 (nhu cde chdt e ché chon loc i hip thy
scrotonin, thudc trdm cdm 3 vong), thiazide vil cde thudc lgi tidu lign quan, thude lgi
niéu quaivi thudc lgi lifu gt kali, céc chit irc ché men chuyén angiotensin, thudc chen kénh
calci, thube d6i khing beta-adrenergic bojic cac chit giy cim img chuyén héa CYP450 (nhw
rifampicin, cdc barbiturat) khong 6 dnh huimg dén duge djng hoc cia sildenafil. T
mit aghién ciu & nhitng nam gién tinh nguyén khoe manh, sir dung ddng thin thude doi
endothelin, bosentan, (m{t tic nhin giy cidm tmg CYP3A4 [trung binh], CYP2CY vi
b thé ci CYP2C19) & trang thii on dinh (125 mg x 2 lan/ngdy) véi sidenafil & trang thii da
dinh (80 mg x 3 lin/ngdy) lim gidm AUC vi Cpy clia sildenafil twong img 1 62,6% vi
$5.4%. Vi vily, ding phoi hgp thudc irc ché CYPIA4 manh, nbw rifampin, s& lim gidm ndog
d sildenafil trong twong manh hon nita.
Nicorandil 14 mt chit két hgp ciia hogt hoa kénh kali va nitrat. Do thinh phin chin nitrar,
thubc 6 khd ning gy twong tic manh mé véi sildenafil,
Anh huimg ciia siidenafil dbi véi thude khie
Céc mghién ciru in vitro:
Sildenafil 14 chit irc ché yéu cda cytochrome P450 phin nhom 1A2, 209, 2C19, 2D6, 2E|
v 3A4 (ICS0> 150 uM). Sau khi ding liéu khuyén cdo thi ndng 40 dinh trong huyét teong
el sidenafil khodng 1 UM nén 6 thé sildenafil 52 khong lam thay ddi &) thanh thii cic co
Khéng c6 dir ligu vé twong tic cia sildenafil vi cic chit (e ché phosphodiesterase khong
d3ec hidu nhir theophylline hojdic dipyridamole.
Cic mghién cirw in vive:
m&wﬁmmmuﬁmwmmmﬁmmﬁmm(mmm-
tinh dugre hee hoc), sildenafil o6 thé ldm ting tic dung ha huyét dp cia cée nitrat, vi chéng
chi dinh ding sidenafil véi cac chit cho nitric oxid hofic nitrat dudi bit ky hinh thic nio
(xem myc Chdng chi dinh).
Riociguat: Cic nghién clnu tidn 1im siing cho thily tic dung ha buydt &p ting thém khi kit
hop céc chit ic ché PDES véi riociguat. Trong céc nghién cir lam sing, riociguat di duge
chimg minh 1 lim ting thc dung ha buyét dp cia che chit (e ché PDES. Khong co bing
chimg vé tic dyng lim sang c6 lgi tir sy két hop niy trén cic dbi tugng nghién ciru. Khing
sir dung ddng thavi riociguat voi cie chit e ché PDES, bao gdm sildenafil (xem mye Chiny
chi djnh).
Sir dyng ding thoi sildenafil cho bénh nhin dang diéu trj vwoi thude chen alpha b thé din
dén ha huyét 4p tridu chimg & mdt sb it ngudi nhay cim. Diéu ndy rit co thé xdy ra trong
vong 4 gio sou khi ding sildenafil (xem muc Lidu ding v cach ding va myc Canh bio wi
thein trong khi diing thudc). Trong ba nghién ciru dc hiu vé tuong tic thudc - thube, thubc
chen alpha doxazosin (4 mg vi 8 mg) v sildenafil (25 mg, 50 mg hoje 100 d
quamnmmmmyhﬁhlmmumwmnﬁuw
doxazosin. Quan sét trén nhing dbi tugng nghién cin niy, céc mirc gidm bd sung binh
cia huyét 4p do & twr thé ndm ngira lin lugt 1d 7/7 mmHg, 95 mmHg, vi 8/4 mmHg, vh céc
mirc gidm bd sung trung binh ciia huyé dp do & tu the dimg lin hugt 14 6/6 mmHg, |14

mmHg, vi 4/5 mmHg. Khi sit dung dng thoi sildenafil vi doxazosin & binh nhia derfdktu

tri bn dinh voi doxazosin, it 6 cic bio oo vé nhimg binh nhin bj by huyét ipMa?
chimg. Cic bio céo ndy bao gdm chéng mit vi mét méi, nhung khing ngit.
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Céc truimg hop suy thin ning (43 thanh thii creatinin < 30 mUiphia), thi néa xem xét lidu
diing 14 25 mg vl 4§ thanh thai cla sildenafil bj gidm & bénh nhin ndy. Dya trén hidu
qué v kha niing dung nap, néu clin thiét c6 thé ting liéu lén dén S0mg, 100me.

Binh nhin suy gan

Vi sy thanh thai sildenafil gidm & nhitng bénh nhén bj suy gan (vi du nhu xo gan) cin xem
xtuﬁduuliauﬁw;.Dmuhhﬂuwlﬂmmgmmoémémlﬂunsmnp
100mg khi cin thiée.

Tré em

Khong dilng sildenafil cho ngudi dudi 18 tubi.

Dbi voi binh nhin dang sic dung thube khic

Ngogi tnit ritonavir duge khuyén céo khong nén sit dung ddng thin voi sildenafil (xem miyc
c&amﬁwrwwdmmxwmm&mnmammmﬁ
trj dbng thoi vai thude ire ché CYP3A4 (xem muyc Tieomg tdc, tromg ky cia thudc).

B¢ han ché nguy co by buyét dp tw thé & bénh nhin diéu trj bng thudc chen alpha, biah
ohdn nén duge didu trj dn dinh bing cic thube chen alpha trude khi bit diu tri ligu bing
sildenafil. Ngodi ra, nén bit diu ding sildenafil & lidu 25mg (xem myc Canh hio vd thin
trpng khi ding thude vi myc Twemg tdc, teomg ky cia thudc).

Phuong phip sir dung
Vién sildenafil st dyng theo dudmg udng,

) CHONG CHI DINH
Bénh nhin qué min véi sildenafil hodic bit ky thinh phin ndo cia thude.
Phis hgp véi céc tic dung di biét cila thude di véi con dudmg nitric oxyd/ cyclic guanosine
monophosphate (cGMP) (xem muyc Bic tink duge ding hoc), sildenafil ldm thng khé ning
ha huyét dp cla nitrat, va vide didu trj ddng théi véi céc chit cho nitric oxyd (nhu amilic
nitrit) bodic nitrat & bit ky dang ndo 1a ching chi dinh.
Chéng chi dinh sir dung ddng thi chit (e ché PDES, bao gdm sildenafil, vii cc chlt giy
cim img cyclase guanylate, ching han nhu riociguat vi ¢4 thé din dén ha huyét dp widu
chimg (xem mye Tieomg tdc, twong ky ciia thidc).
Khong nén sir dung céc thubc chdng rdi logn cuong dwong, ké ci sildenafil & nam gioi
hop véi ddng tinh dyc (nbar bénh nhin bj roi logn tim mach nghiém trong
nhur dau thit ngye khong da dinh hojdc suy tim ning).
chi dinh diing sildenafil & nhilng bénh nhin nhitg bénh nhin bj mét thi lyc mt bén
do thi¢u madu cye b thiin kinh thi gide khing do viém ddag mach (NAION), bilt ké voi vige
lidu trude d6 6 hay khdng vide phoi nhidm voi chit (e chd PDES (xem myc Cdnk bdo v
rhin trong khi ding thudc).
D) an todin clia sildenafil chua durge nghién cir & che nhom binh nhin sau do 46 chng chi
dinh cho bénh nhin: suy gan niing, hy huyét dp (huyét dp <90/S0 mmHg), binh nhin ¢6 tién

o sir djt quy hojic nhdi miu co tim gin dy va céc rdi logn ving myc thodi hoa di truyén nhu
viém ving mac thodi hoa sde vb (m nho trong sb bénh nhin nay c6 rbi loan di truyén
cia gen phosphodiesterase & viing mac).

CANH BAO VA THAN TRONG KHI DUNG THUOC

Cin xem xét tidn sir v thim khim 1im sing 84 chin dodn rdi logn chirc g
vil x4c dinh nhitng nguyén nhin tiém dn truée khi diéu tri duge 1§,

Cic yu th co tim mach
Tn:ﬁckhiﬂbkk?dihﬁr&bmchﬂcﬂmm&mgm.&cﬂdm:mm
tinh trang tim mach cia bfnh nhin, do c6 thé xdy ra rii ro ddi véi tim khi quan hé tinh duc,
Sildenafil gy gidin mach, din dén ha huyét 4p nhe vi thodng qua (xem myc Hc tink diepc
mc»z;.Tmmummﬁm.m.mﬂmmmwmmmm ng
tibm dn ndo d6 co thé bj dah himg bit Joi boi tie dyng gilln mach, dlic bift 13 kb
vdi hogt d0ng tinh dyc. Bénh nhin min cim véi cic yéu 1 gilin mach bao gom 4
nhin ¢ cén trd dong chiy thit trdi (vi dy hep ding mach chi, binh co tig

2
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nghén) hay mic hi chimg teo da b thong hiém gip, bidu hi¢n biing su suy gidm trim trong
kha ndng kiém sodt huyét &p ty dong.

Sildenafil lim ting tic dyng ha huyét &p cla nitrat (xem myc Chdng chi dink).

Céc bién ¢d tim mach nghiém trong. bao gbm nhdi miu co tim, dt tir lién quan dén biénh
tim, logn nhip thit, xult huyét nlo , con thiéu méu cyc b) thodng qua, ting huyét &p va hy
huyét ap dugc bio cio trong qud trinh hru hinh sit dung sildenafil didu tr rdi loan cuong
duong. Hiu hét nhung khong phdi tit ci bénh nhdn niy d3 b tidn sir che yéu 1d nguy co tim
mach trude diy. DB o6 bdo cdo nhidu bifn cd xdy ra trong hodc ngay sau khi hogt ddng tinh
dyc, vi mdt vii bidn b duge bdo cho xdy ra ngay sau khi ding sildenafil ma khdng c6 hogt
xéc dinh duge ligu cde bién ob ndy c6 lién quan trye tiép dén che

Ciin thin trong khi sir dung cic thude didu tri rdi loan cuong duong, bao gdm cd sildenafil
cho nhimg binh nhin c6 cic bién dang vé gidi phlu duong viit (nhu duong vit glip khic,
bénh xo hoa thé hang, hay bénh Peyronic) bodc & nhitng bénh nhin ¢6 cde tinh trang cb the
&mmwmmm{m thidu mdu hbng clu hinh lidm, binh da u tiy
hodc bénh bach cdu).
Trong qud trinh hns hinh thude, 38 cb béo cho vé chimg cuong cimg kéo dii vi crong dau
duong viit khi ding sildenafil. Trong tneémg hop cuong duwong kéo ddi hon 4 gio, bénh nhin
cln duge b trg y 1€ ngay Iip tirc. Néu cuong dau diomg vit khing dwoc didu tri ngay lip
- tirc, c6 thé din dén thn thuong mé va méit kha ning duong vinh vidn,
Sir dyng dbng thid véi chit de ché PDES hoje cic thude diéu trf cuong duong khic
Sy an todn vi hidu qud cla vige phdi hop sildenafil véri céc chiit érc ché PDES khdc, holic
trong diu trj ting 4p dong mach phdi (PAH) cb sir dung sildenafil (REVATIO), che
phuong phip diéu trj ri loan cuomg duong khac chua duge nghién cin. Vi vy, khuyén cdo
khing nén phdi hap cbe thude niy.
Anh hwimg dén thj lye
Di ob cdc bo cho suy gidm thi lyc lién quan dén vige sir dung sildenafil v cie chit de ché
PDES khic (xem myc Tde dung khing mong mudn ciia thude). Trudmg hop bénh thidu mibu
cuc b thin kinh thj gide khdng do viém ddng mach, mit bénh hiém gip 43 dugc bio cio
trong mdt nghidn ciru quan sit liln quan dén vige sir dung sildenafil va cic chlt ire ché
PDES khic (xem myc Tde dung khdng mong mudn), Bénh nhin nén duge thong bio ring
ng trimg hop b suy gidm thi lye 33t ngdt, bo nén ngimg sir dyng sildenafil vi tham khio
¥ kitn bic 5§ ngay Hip tirc.
Sir dyng ding théd vid ritonavir
Khdng sir dung ddng théi sildenafil voi ritonavir.
Sir dyng déng théi véi thube chen alpha
Cin thin trong khi ding sildenafil cho bénh nhin dang sit dyng thude chen alpha, vi sit dung
- ddng thir cb thé din 1n ha dp ¢ trigu chimg & nhilg bénh nhiin nhay cdm (xem myc
Twong tac, neomg ky ciia 1 L%Wﬁﬁﬂﬂynmgmlﬁbnumﬁp
sildenafil. D¢ giam thidu nguy co gidm huyét ap tr thé, binh nhin cin phii in dinh huyét
rmmmmmmMﬂmmwmmﬂuwm ildenafil. Nén bt
difu trj vori lifu 25 mg sildenafil (xem myc Liéu diing vd cdch ditng)! i ra, béc si
cdn khuyén bénh nhin nhimg viéc cln lim trong trudmg hop ha huyét 4p tri
Anh hwimg dén thir glan miu
Cic nghién cira in vitre trén ti dnnﬂﬁchoth&yﬁlmmoéinhbwladénthtnlng
ching két tip tifu cdu cia natri ni id. Khéng cé thing tin an todn ve vifc sd dyng
sildenasil trén nhimg bénh nhin bj rdi logn xudt huyét hodc loét da diy. Vi viiy, chi nén
ding sildenafil khi di c6 nhitng dinh gid gitra bgi ich va nii ro & nhimg binh nhin ni

Ming phim cia vién nén bao phim sildenafil chim lactose. Bénh nhin co cic ‘P;#%“" )
truyén hiém gip khdng dung ngp lactose, thifu hyt Lapp lactase, hay hip thu £ glucars: 1
galactose khdng nén sir dung thube ndy. £ ,'lﬂiL*I-E'HN?J

Khong sit dung sildenafil cho phy nik.

e
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SUDUNG THUOC CHO PHY NI" CO THAI VA CHO CON BU

Maxxsat 50/100 duge chi dinh 8é sir dung cho phy nit.

Chura ¢b nghién ol ¢y ¢l vi o6 kiém sodt & phy nir mang thai hodc cho con bi.

Khdng cb che tic dyng phy lién quan duge tim thiy trong cdc nghién ciru sinh sén & chudt
cong vé tho sau khi sildenafil.

Khéng c6 anh hudmg dén khé ning di chuyén hodc hinh théi cda tinh tring sau khi udng liéu
gllmmﬁwbmmlMWMM(mm Bic tink dwge dng

ANH HUONG CUA THUOC LEN KHA NANG LAT XE VA VAN HANH MAY MOC
%ﬁnﬂﬂnu&uvﬁhﬁhﬂucﬁaﬂu&lhkﬂnﬁ:lﬁuﬂvﬁhﬁhmﬁyuﬁcw
Hign tugng chong mjt vi thay ddi thi lye 43 duge bio clo trong céc thir nghi¢m lim sing
khi diing sildenafil, bénh nhin cdo phdi nhin thirc duge cich co thé ho phin (mg voi
sildenafil trude khi 1ii xe hode vin hinh miy moc.

TUONG TAC, TUONG KY CUA THUOC

Anh hwomg cia céc thube khic dén sildenafil
Céc curu in vitro:
hoa sidenafil difn ra chii yéu bin cytochrome P450 (CYP) cie phin nhom 3A4 (con

dudmg chinh) vi 2C9 (con dudmg phy). Vi vy, cic chit irc ché cic phin nhim isoenzyme

niy cb thé lim gidm 83 thanh thai cisa sildenafil va cic thubc gdy cam img céc phin nhom

isoenzyme niy o6 thé lam ting 49 thanh théi sildenafil,

Céc nghién ciu in vivo:

Cic phin tich duge d9ng hoc qua céc dir ligu thir nghigm 1im sing cho thiy khi phdi hap

sidenafil voi cac chit e ché CYP3A4 (nhu ketoconazole, erythomycin, cimetidine) lim

gidm d9 thanh thii sildenafil. Mc di khdng o sy gia ting chc tic dyng khdng mong mudn

khi phdi hop sildenafil v cic chilt (e ché CYP3A4 & nhing bénh nhin ndy, nhung nén cin

nhic lidu 25mg khi bit diu didu trj. 4

Sir deng dbng théi vai thude (e ché HIV protease ritonavir, mdt chit e ché manh P540, o

trgng thii da dinh (500 mg x 2 e/ ngly) voi sildenafil (Jidu don 100 mg) Bm ting Cou ciin

sildenafil 1én 300% (4 lin) va ting dién tich dudi duimg cong cia sildenafil (AUC) trong

huyét lén 1000% (11 ln). Tai thévi diém 24 gi¢r sau khi ddng thudc, ndng 4§ sildenafil

mmmvﬁmmmww.mmmugswwmgwm

sildenafil. Didu ndy phit hop véi anh buong b rit ciia ritonavir trén cic chit nén P450.

Sildenafil khong gty dnb huing dén duge ding hoc cia ritonavir. Dya vdo nhimg két qud

o/ dwnﬁngbocniy,lhﬂn;nhﬁhgdﬂn;&éiﬁld:mﬁlvﬁrﬁmﬁr(mmpcf&nﬁb&o
Wi thin trong khi dung thudc) vi trong blt ky truimg hop nao, lidu 18i da cia sildenafil
khdng vugt qui 25mg trong vong 48 gid.
Sir dung ddng thori thudc ire ché HIV protease saquinavir, mot chit irc ché CYPIAS, & trang
thii dn djnh (1200mg x 3 lin/ngdy) véi sildenafil (lidu don 100 mg) lim ting C\.. 1én 140%:
umaucnalmmummmﬂummmmm ipdvir
{(xem muyc Lidu ding vd cdeh dung). Cic chiit (e ché CYP3IA4 manh hon nhu ke
vi itraconazole s& cd tic dung manh hon,
Sir dyng théi erythromycin, mit chiit irc ché trung binh CYP3A4, & trang thai dn djnh
(500mg x 2 y trong 5 ngiy) voi sildenafil lidu don 100 mg lAm ting dién tich dudi
duimg cong cia sildenafil (AUC) Ién 182%. O nhing nam gidi tinh nguyén khoe manh,
khong c6 bing chimg vé tic dung cla azithromycin (S00mg mdi ngdy trong 3 ngiy)sed
AUC, Cuss Tomas, hiing sb téc 49 thii triz, thivi gian bin thii cia sildenafil hojc pheth
cmﬁmmmnﬁ.dmmﬁmwuﬁemmm
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Khéng ¢t sy tuong tic ¢b § nghia ndo khi ding ddng théri sildenafil (50mg) voi tolbutamide
(250mg) holic warfarin (40mg) K cic chit duge chuyén hoa bii CYP2CY.

Sildenafil (S0mg) khdng lim gia thng thiri gian chiy mdu do acid acety! salicylic (150mg).
Sildenafil ( khdng lim thng thc dung h #p cia nagu & nhimg ngud tinh nguyéa
khée manh vén 4 cdn trong méu 18i da trung binh 80 mg/dl,

Cic nhom thude hy buyét dp sau diy: thubc Igi nidu, thubc chen beta, thude ire ché ACE,
thudc i khing angiotensin 11, cic thubc chéng ha huyét &p (thubc lam giln mach v tic
ﬁmwmmﬁcmmmﬁmmmm_mmwﬁﬂm
thude chen alpha — adrenergic di cho thiy khdng c6 sy khdc bift vé tic dung khdng mong
mubn khi so sinh & binh nhin sit dyng sidenalfil so véi gid dugc. Trong mit nghién cin
tuong the oy thé, sir dung ddng théri sildenafil (100mg) véi amlodipine & bénh nhin ting
huyét 4p, mirc gidm thém trung binh céia huyét 4p tim thu do & tw thé ndm ngir 14 8 mmHyg
Mirc gidm thém trung binh ca huyét dp tm trwong do & te thé ndm ngira khoing 7 mmHy.
Nhimg mirc gidm thém trung binh cia buyét dp ndy ciing twomg ty nhur khi st dyng mdt
minh sildenafil cho nhitng nguii tinh nguyén khée manh (xem myc Bdc rinh dirge liee hpc).
Sildenafil (100 mg) khing gdy dnh huimg dfn dupe ddng hoe cita cée chit ic ché HIV
protease saquinavir va ritonavir, ¢ hai déu I co chdt cia CYPIA4.

O nhitng ngudi tinh nguyén khoe manh, sildenafil & trang thii én dinh (80 mg x 2 a/ngay)
lim ting AUC v Cyu ctia bosentan (125 mg x 3 ln/ngiy) lén twong img 1 49,8% vi 42%.

mwmmunmvémmnmm.mm&mﬁcmwﬁm

TAC DUNG KHONG MONG MUON

Tém tit bd so' an toin

Tinh an todn cis sildenafil dya trén 74 nghiln cing 1m sdng mi ¢di, b adi chimg gid duge

duge tidn hinh & 9570 bénh nhin, Che tée khéng mong mubn gip nhdt trong

¢he nghién clru [im sing & nhing bénh nhin dicu trj véi sildenafil 13 dau con dd bimg.

khé tiéu, nghen mii, chéng mjt, bubn ndn, ndng bimg, rbi logn thi gidc, chimg nhin xanh vi

thi lye mir. Céc phin (mg bdr lgi 1 gidm sit sau khi thube lnu hinh d3 duge thu thip trong

thiri gian wc tinh > 10 niim. Do khong phii tht ci céc phin dng bt ki déu duge béo cio

cho chil s hiru sdn phdm vk dua viko co sir dif 1igu an 10dn, thn sult céc phin dng ndy khdng

thé xéc dinh duge mit cich chic chin.

Bing li§t ké cic dyng khing mong mubn

Trong bing cic thc dyng khéng mong mudn quan trong dudni dly, xdy m trong cic thir
iém ldm sing voi ty 1@ cao hom so voi gid duge duge 1i¢t ke theo bé co quan vé tin suli:
thimg gip (21 / 10), thuebmg gip (=1 / 100 dén <1/10), it ghp (=1 / 1.000 dén <1/100),

hidm glp (=1/ 10.000 dén <1 / 1.000).

e’ Bing 1: Cic tic dyng khéng mong mubn quan duge bio cio xdy ra véd 17 I cao
hon ghi duyge trong cic nghién cdu lim sing of sodl vih cie tie dyng khiing mong
mubn dwye bio cho qua glim sit khi lvu hinh thubc

P
(= 1/10) <1/10) <1/100) “‘m’/_
Nhidm khudn vi Vidm mii =
nhiém k¢ sinh tring |
Rbi logn hé miln dich Qua min
RS logn hé thin kinh [Dau ddu ~ [Chéngmfit  [Ngi gh
Hp buyét ép
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Com d6 bimg
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Roi logn h tiéu hoa 'Bdn non o - —
Ko titu diyquuh Giam xdc gidc miéng
i
Rﬁi‘hmqhvim Phat ban Hdi chimg Stevens-
dudi da (SJS),*
Hogi tir biu bi
. ilm ddc (TEN)*
Roi logn b co xuomg Des 0 —
v mé lién két Pau dlu chi
m‘ﬂwlﬁhﬂﬁh Huy®t ni¢u —
Réi logn hé sinh dye Xubt huyét duong
vl v Vi,
ICurong dau duong
m!
Tinh dich ¢t mdu,
cuong duony
vib ti vi tri didu trj Mt moi
Ciim gidc ndng
(Cic két qui xét Tang nhip tim
{nghi¢m ]

*Chi due bio cho trong qud trinh liu haah thudbe

:;::n murmmmmm&mmmmmﬂyﬁcm
*** Rdi fogn tiét nuoe mie: kb mit, rbi logn I doo, thng it aude mit

QUA LIEU VA CACH XU TRI

Trong céc nghién ciru & ngudi tinh nguyén ding lidu don 800 mg sildenafil cho thily cdc tic
mwmmw&u#li&unﬂmwnuiﬁh&hmwﬂmﬁ:ﬂMﬂ

mmm.u&muﬁmﬁlmmmmmmmmemm
dung khing mong mudn (dau diu, 46 bimg, chong mit, kho tiéu, xung huyét mii, thay ddi

thi lyc) ting len,

Trong trudng hop ding qud lidu, yéu clu phii o6 cdc bign phip hd wy chuln. Loc thin
khong lim ting 4% thanh thii do sildenafil gin két chit ché véi protein huyét tuong vi

o’ khdng bj thai trir qua nude tidu.
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Sildenafil 1a mt chit irc ché manh v chon lpe cila cGMP - men phosphodiesterase djc hidu
tus-ps(mss;m;mémummmmmmhaymnwmmmvan.f
hogt ddng ngogi vi clia sy cuong cimg. Sildenafil khing o6 tic dyng gilin tre tiép trén thé
hang phén lip clia nguti, nhung nd lim ting thc dung cia NO trén md ndy. Khi con dudng
NO/cGMP duge kich hogt, nhu xiy ra kich thich tinh dyc thi sy ire ché PDES cita sildenafil
s& lim ting ndng 4§ cGMP trong thé hang. Vi viy, kich thich tinh dyc 1 chn thid dé
sildenafil cho hifu qui duge I nhu mong dei,
Higu qua dwyge djng hoe )
Céc nghién cina in vitro cho thy ring sildenafil (e ché chon loc men PDES- enzyme tham
gia vio qud trinh lim cuong cimg duong vit. Téc cia sildenafil chon loc trén PDES
manh hon cic men phosphodiesterases khic duge biét dén rt nhidu: ghp 10 tn tic tic dyng
chon loc trén PDEG- enzyme tham gia trong qui trinh quang tai nap & ving mac. O lidy
khuyén cdo 15i da, tic dyng chon loe trén PDES ca sildenafil gip 80 lin sso voi PDEI vi
700 lin d8i v6i PDE 2, 3, 4,7, 8,9, 10 vi 11. Djc bige, sildenafil c6 tic ddng chon loc trén
PDES cao hon 4000 in so véi trén PDE3, 14 dang déng dilng coa phosphodiesterase dic
higu véi cAMP, tham gia trong sy co bdp co tim.
Hifu qui vi an toin lim sing
Hai nghién ciru 1im sing d8 duge thidt ké dic bigt 8¢ danh gid théi gian tpo m sy cuony
cimg dé dap img kich thich tinh dyc sau khi sir dyng sildenafil. Trong nghidn ciru phép ghs
bién ddi the tich duong viit (sit dyng dyng cy RigiScan) & nhimg binh nhin nhin &n. Sau khi
sit dyng sildenafil, thi gian trung binh dé khoi phit cho nhimg ngwdi o6 dwge 4 cuong
cimg 60 % (40 && quan h¢ tinh dyc) 14 25 phit (khodng 12 — 37 phit). Trong mt nghiéa el
RigiScan riéng bigt, sildenafil viin co thé o ra sy cuong duong 8é dip img kich thich tinh
dyc 4-5 gidr sau khi udog.
Sildenafil gdy gidm buyét dp nhe va thodng qua m trong da sb cdc trudmg hop khon
chuyén thinh cdc dnh hudmg Mm sing. Sau khi ding liéu 100 mg, huyét dp tim thu gidm 16i
da trung binh do & tu thé ndm ngira 1i 8,3 mmHg. Sy thay d&i huyét 4p tim truong tuony
img do & tu thé ndm ngia 1A 5,3 mmHg. Sy gidm huyét 4p ndy phit hop véi tic dong Hm
gilin mach cia sildenafil, c6 thé 1A do ndng 49 ¢GMP ting Kn trong co trom mach méw
Khdng cb sy thay d8i lién quan dén lim sing trén dign tim 8 (ECG) cia nhiing ngudi nam
gidi tinh nguyén khée mynh khi ding cic lidu don sildenafil Kn dén 100mg duimg udag.
Nghién cinu vé& huyét ddng trén 14 bénh nhin bj binh ding mach vinh ndng (hep > 70% it
14 mdt dhng mach vinh) duge ding lidu don 100 mg sildenafil thiy ring huyét dp tim
thu va tim truong khi nghi ngoi gidm di 7% va 6% so voi huydt &p trude khi ding thube,
huyét 4p tim thu ddng mach phdi trung binh gidm di 9%. Sildenafil khong tic ddng dén

r6i logn chire nling cuomg dwong vi dau thilt ngye dn dinh, nhimg béh nhin ndy thisimg
- xuyén sir dung céc thubc chéng dau thit ngyc (trir nitrat). Két qud thu duge 63 cho thiy
khdng cb sy khic bift co lién quan trén lim sing gitra sildenafil v gid duge trong thin gian
han ché com dau thiit ngye.
Su khdc nhau trong vife phin bigt mau nhe vi thodng qua (xanh da woi/xanh 14 cly) duge
phét hién thdy & mit vii tnedmg hop diing kiém tra Famsworth-Munsell 100 hue sau 1 giir
khi diing lidu 100 mg, vi khdng cd dnh hudmg rd ring sau 2 gidr sau khi déng lidu. Co ché
chinh cia sy thay d8i phin bigt mdu cb lién quan dén vie ic ché PDEG, men lién quan dén
mﬁﬁﬁmgﬁm#%m.SMMﬁmmmlliﬂhm:J
mmimwmymmemmwmma&mpi nhillar
bénh nhin thodi hée diém ving c6 lién quan 11 wdi (n=9) thi sildenafil ( lidu 43
@3 cho thily khing c6 mit dnh huimg ndo c6 ¥ aghla trén lim sdng 1én cdc bii
Iye (tinh linh hoat cia thi lyc, ludi Amsler, phin bigt miu, tin hidu dén giao MR
truong ké Humphrey),
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nit c6 thai va cho con bii). S
Thlqﬂih&mgﬂﬂcuimﬂndz
Mot nghién ciru lim sing vin sildenafil dugc tidn hanh & hon 8000 bénh nhin trong 4§ tud:
tr 19 dén 87 rubi. Cic nhom binh nhin dupc dai dién boo gdm: i gid(19,9%), binh
shin ting huyét dp (30,9%), dii théo duimg (20,3%), binh tim thidu miu cyc b (5,8%),
miu nhi¢m md (9,8%), tdn thuong tiy sbng (0.6%), trim cim (5,2%), cit b tién ligt twyén
qua ni¢u dgo (3.7%), phiu thuit cit tyén tién 1iét trigt 4é (3,3%). Cic nhom bénh nhin
khéng duge dai dién hofic bj logi trir khoi ciic thir nghiém lim sing: bénh nhin phiu thudt
xuong chiu, binh nhin sau xa tri, bénh nhin suy thin hofic suy gan ning vi bnh nhin bj
céc nguy co tim mgch nhit djnh ndo d6 (xem myc Chdng chi dink)

Trong nghién ciru ding liéu cd djah, ty I cdi thign kha ning cuong duong ciia sildenafil lia
lugt 14 62% (voi lidu 25 mg), 74% (v lidu S0 mg) va 82% (v6i licu 100 mg) so voi két qui
25% & nhdm ding gid duge. Trong céc thit nghiém lim sing c6 kidm sodt, ty I¢ ngumg diing
sildenafil thip va twong duomg voi gid duge.

Trong tht cd cic thir nghigm, bio cao vé ty ¥ binh nhin cdi thign kh ndng cuong duong cils
sildenafil nhur sau: rbi logn cwong duang do yéu 16 tim Iy (84%), ri logn cuomg duong do
d:ﬂun&lph&hop{mdihmmm:mgmuwwm{ﬂ%}.n@ﬁim_nﬁi
(67%), dai théo duimg (59 ), bénh tim thitu méu cuc bd (69%), cao buyét ap (68%), cét bo
tién ligt tuyén qua nidu dao TURP (61%), phiu thujt clt bo tuyén tién 1iét trigt dé (43%,), thn
thiromg vy sdng (83%), trm cam (75%). Tinh an todn v hidu qué cha sildenafil duge duy
trl trong cdc nghién cins ddi han.

PAC TINH DUQC DONG HOC

p thu: Sildenafil duge hip thu nhanh chong. Ndng 40 dinh huyét twong dat dug:
trong vong 30 dén 120 phit (trung bink 60 phiit) khi ding duimg trong lic dbi. Sinh
khi dung tuyét dbi dudmg ubng trung binh khodng 41% (khodng 25-63%). Sau khi ung,
AUC v Cogs clia sildenafil ting ty 18 thufin véi lidu trong khodng liéu khuyén cio (25-
100mg). Khi sildenafil duoc ubng trong bita an, tdc 83 hip thu gidm clng voi théi gian tmax
chiim trung binh Li 60 phit vi ndng 30 Coe gidm trung binh k 29%.
Phin bd: Thé tich phin bd trung binh & trang thii én dinh (Vd) cda sildenafil 14 105 1, phin
bd vio che trong cic md. Sau khi udng lidu don 100 mg sildenafil, ndng 40 15i da trung bink
cia sildenafil trong huyét twong khodng 440 ng/mL (CV 40%). 96% sildenafil (va chir
chuyén hoa lru thdng chinh ki N-desmethyl) gin két vi protein huyét twong, didu niy cho
thiy ring néng 49 sildenafil ty do 18i da trung binh trong huyét wong I 18 ng/ml (38 aM)
Khi ning gin két véi protein huyét twong khdng phy thude vio nbng d tdog cia thude,
Néng 4§ cia sildenafil trong tinh dich cita nhimg ngudi tinh nguyén khoe manh sau 90 phit
khi udng lidu dom 100 mg 14 nho hom 0,0002% so voi liéu sit dyng (trung binh 188 ng)
Chuyén héa: Sildenafil duge chuyén hoa chis yéu boi iscenzyme microsomal CYP3A4 (con
duimg chinh) va CYP2C9 (con duimg phy) & gan. Chit chuyén héa hru thdng chinh ciia
sildenafil 14 N-demethylation. Chit chuyén hoa ndy c6 khd niing chon loc phosphodiesterase
twomg tyr nhur sildenafil v hoat lyc in vitro d8i véi PDES 14 khodng 50% so véi thubie ban
. Ndng 9 trong huyét twong ciin chilt chuyén hoa nity chidm khodng 40%. Chit chuyda
héa N-desmethyl tiép tyc duge chuyén bba, voi thivi gian bén thai cudi cling khodng 4 gid.
Thii trir: Thanh thii todn thin cla sildenafil 14 41 L/gio véi giai dogn g nipddi
thai trir 13 3-5 gi¢. Sau khi ding m{t trong hai ubng hode tiém tinh si il
duge bii tift qua phiin chi yéu & dang céc chilt ¢ hoa (kbodng 80% lidu i mt
lugmg it hon due b tiét trong nudc tidu (khodng 13% lidu ubng).
Duge ddng hoc trén cdc abi tugng djc bift

ﬂ. a3
Nhitng ngudi gid khoé manh (65 tudi tro Kén) 0 thanh thii cia sildenafil gidm di 8P 13 —-C 0N,
ndng 45 sildenafil vi chit chuyén hio cb hogt tinh N-desmethy! trong huyét tughy ¢ v NE

{3 taacn et &
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90% so ndng d¢ nhimg chit niy & nhimg ngudi tinh nguyén khoe manh (tir 1845 wii). Do
sy gin két sildenafil vao protein huyét twomg phy thuje vio d9 wdi, ndng dé tv do cia
sildenafil trong huyét twong ting nrong img khodng 40%.

Bénh nhin suy thin
amwmwimmm&nmblnhmmwmmmm
80 ml/phit), khi diing mt liéu don sildenafil 50 mg, khong thiy c6 sy thay 8di vé duge
ddng hoc, dién tich dudi dudmg cong 1ém (AUC) vi Co trung binh cisa chit chuyén héa N-
desmethyl ting 1én twong img ki 126% vi 73% so voi nhimg ngudi tinh nguyén 6 todi vi
khdng bj suy thin. Tuy nhién, do sy bién ddi gilta cic 4di tugng cao, sy khic bigt ndy khéng
cd § nghla thbng ké. O nhimg ngudi tinh nguyén suy thin ning (40 thanh thii creatinine <30
mi / phit), &) thanh thai sildenafil b gidm, 43 lm ting AUC v Cyus tuong img 1 100% va
88% so vdi nhimg ngudi tinh n & cung 4 nhung khing bj suy thin. Thém vio d, cic

gid tr} Cone v AUC ciia chilt hia N-desmethyl ting 6 § nghia tuong dmg 1i 200%
v 79% & che di tupng suy thin nding so véi cie dbi tugng c6 chire ning thin binh thuimg.
Bénh nhén suy gan

O nhilg ngudi tinh nguyén bj xo gan mirc &9 nhe dén trung binh (xo gan child A, va xo gan
Child B) d) thanh thii sildenafil bj gidm, két qui lim ting di¢n tich dudi duimg cong
AUC(B4%) vit Coune (47%) 50 v6i ngudi tinh nguyén khdng bj suy iy i, Duge
ddng hoe cha sildenafil & nhimg bénh nhin suy gan niing chua dwge

s QUY CACH PONG GOl
Hip chira | vi x 4 vién nén bao phim.

PIEU KIEN BAO QUAN
Béo quin & nhift ) dudi 30°C, noi khd rio, trinh dnh sing.

DUNG
;ﬂuﬂﬁnnyihxﬂt.

TIEU CHUAN CHAT LUQNG
Tidu chudn co s
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