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A \ P A
R..\‘ thude nay chi dieng theo don thudc

VIVAX-100

(Vién nén bao phim Sildenafil 100mg (duwéi dang citrat)
Thuoc nay chi ditng theo don ciia bic sy,
Dé xa tam tay tré em,

Doc ky huwdng dan siv dung trwde khi dimg

THANH PHAN CONG THUC THUOC

MOi vién chira:

Sildenafil 100 mg (dudi dang citrat)

Ta duge: Microerystallin cellulose; Dibasic calei phosphat; Povidon: Colloidal silica khan;
Croscarmellose natri; Magensi stearate; Microcrystallin cellulose pH 102; Talc tinh khiét;
Hypromellose: Indigo Carmine Lack: Titan dioxid:

DANG BAO CHI: Vién nén bao phim mau xanh. hinh thoi, hai mat 16i, mot mét co khic
s6 100,

CHI DINH:

Didu trf 161 loan chire nang cuong duong ¢ nam gidi, ¢o nghia 1a khong thé dat duoc hoac
duy Ui sy cuong duong di dé hoat dong tinh due mong mudn.

Dé sildenafil ¢4 hi¢u qua, bat bude phai ¢o kich thich tinh duc.

CACH DUNG, LIEU DUNG

Liéu luong;

S dung o ngwoi lon:

Liéu khuyén cdo 1a 50 mg dung khi can thiét khoang I gi¢r trudre khi hoat ci(}ng tinh duc. Dua
tén hi¢u qua va sy dung nap, liéu ¢ thé @ng 1¢n (61 100mg hodc giam AuongJ con 25mg.
Lidu téi da khuyén cio la 100mg. Téan xuét ding khuyén cdo t6i da 1a 1 1dn mdi ngay. Néu

Sildenafil duge dung véi thie an, sy khoi phat tac dung cua thude ¢6 thé bi cham lai so v
udng khi doi.

Cae doi trong diacbitt
Nguwoi cao tuii:

Khong yéu céu dicu chinh licu ¢ nguoi cao udi (265 tudi)

Bénh nhdn suy then

DGi vai bénh nhan suy thin nhe 61 trung binh (d9 thanh thai creatinin: 30-80ml. /phat) su
dung licu nhu md ta trong phin “Su dung nguoi lon”,
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Vi do thanh thai sildenafil bi giam ¢ bénh nhan suy thdn ngng (dd thanh thai creatinin < 30
mL/phit) nén xem x¢ét lidu 2511153 Dua trén hi¢u qua va sy dung nap, lidu ¢6 thé dugce ting
tmg bude t6i SOmg ¢ 100me néu cin,

Bénh nhdn suy gan:
Vi dg thanh thai creatinin bi giam ¢ bénh nhan suy gan (vi du xo gan), xem xét licu 25111&,
Dya trén hi¢u qua va sy dung nap, liéu ding c6 thé tang timg bude 16i SOmg t6i 100mg néu

cén,
Tré em:
Khong chi dinh Sildenafil cho tré dudi 18 tudi.

St dung o bénh nhédn dang dimg thudce khce

Ngoai trlr ritonavir khong duge khuyén cdo su dung dmw thoi vai sildenafil, mot lidu khoi
diu 25mg nén duge xem xét st dung ¢ bénh nhan dang dugce trj lidu véi cde chit e ché
CYP3A4.

Dé giam thidu nguy co ha huyét 4 ap thé dimg tién tricn ¢ bénh nhéin dang tri li¢u vai thude e
ché alpha, bénh nhan nén duge 6n dinh tj lidu e ché alpha trude khi bét dau tri liéu vai
sildenafil. Ngoai ra. nén xem xét bit diu voi lidu 25mg sildenalfil,

Céch dung;
Dung duodng uong.

CHONG Clli PINH

Man cam véi sildenalil hodc vai bat ky td duge ndo cta thude

Xem xét tdc dung da biét trén nitric oxid/chu trinh guanosin monophosphate (¢cGMP),
sildenatil duoc lhﬁy la lam tang tac dung ha dp cua nitrat, va su dung dong thoi véi cac
thude cung, cap nitric oxid (nhw amyl nitrite) hodc nitrat & bét ky dang nao duge LhOl]g chi
dinh.

Cac thude diéu uj rdi loan cuong duong, bao gdm sildenalil, khong nén duge st dung o
nguoi khong nén hoat dong tinh duc (vi du bénh nhan 16 loan tim mach néing nhu dau thit
ngye khong én dinh hoic suy tim ndng).

Sildenafil duge chdng chi dinh ¢ bénh nhan bi mét thi lye ¢ mot mét vi bénh thin kinh thi
gide do thidu mau cuc bo vang trude khong do nguyén nhan dong mach (NAION), bét ké
liéu tinh trang nay ¢ lién quan hay khong lién quan 41 sy phoi nhiém chdt e ché PDES

truae day

0.

Tinh an toan cua sildenafil vin chua duge nghién ctu ¢ cdae nhom bénh nhén dudi day va do
do vige st dung sildenafil duge chdng chi dinh: suy gan ncmgy ha ap (huyét ap <90/50
mmHg), tién st gan day bi dot (]L!}’ hode nhdi mau co tim va céc i loan vong mac thodi hoa
di lluycn nhu viém vong mac séc 16 (mot phin nho cdc bénh nhan ndy bi cac rdi loan di

truyén vé phosphodiesterase vong mac).

CANH BAO VA THAN TRONG KHI DUNG THUOC
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Tién stir didu tri va kiém tra than thé nén duge tién hanh dé chuin doan rdi loan chiic nang
cuong duong va xac dinh nguyén nhan tiém an, trude khi i licu duge ly duge xem xét.

Chce nhén td nguy co tim mach:

Truge khi bat ddu bét ky i liéu rdi loan cuong duong nao, bac s§ nén xem xét tinh trang
tim mach cua bénh nhan, vi c6 mdt mirc do nguy co tim lién quan téi hoat dong tinh dyc.
Sildenafil ¢6 déc tinh gian mach, dan t6i huyét ap giam nhe va thoang qua. Trude khi ké
sildenafil, bac sy nén xem xét cén thin xem liéu bénh nhan vai tinh trang nhu viy co bi anh
hudng bt loi boi cdc tac dung gian mach khong, dac biét két hop véi hoat dong tinh duyc.
Bénh nhén tang nhay cam véi sy gian mach gdm nguoi tic nghén dong chay thit wai (vi dy
hep 16 dong mach chu, bénh co tim tac nghén phi dai), hodic nhimg ngudi c6 hoi chimg hiém
gdp vé bénh teo da h¢ thdng thé hién sy kiém soat huyét ap tr ddng suy giam nghiém trong.
Sildenafil lam ting tic dung ha dp coa nitrat.

Céc truong hop tim mach nghiém trong, bao gdm nhdi mau co tim, dau thét nguc khong on
dinh, dot tr tim, loan nhip thit, xudt huyét nao, con thiéu mau cuc bo thodng qua, tang huyét
ap va ha huyét ap da duge béo cdo khi luu hanh thude co méi licn quan 1Gi viée su dung
sildenafil. Hau hét. nhung khong phai tdt cd. céc bénh nhan ndy ¢6 cac nhan td nguy co bénh
tim mach trude day. RAt nhidu truomg hop da duge bao cao xudt hién trong hodc ngay sau
hoat ddng tinh duc va mdt vai truong hop da bdo cdo xudt hién ngay sau khi st dung
sildenafil ma khong ¢ hoat ddng tinh duc. Khong thé xac dinh duoge lidu cac truong hop
nay 6 lién quan trye tiép 16i cac yéu td nay hodc cde yéu (& khace hay khong.

Cuong dau duong vit:

Cac thude dung diéu tri rdi loan cuong duong, bao gdm sildenalil, nén duoe st dung than
trong & bénh nhan bi bién dang gidi phiu duong vat (nhu xo héa goc, xo hoa hang hodc
bénh Peyronic), hodc ¢ bénh nhan ¢6 tinh trang ¢6 thé din (61 chimg cuong dau duong vat
(nhu thiu mau hong cdu ludi liém, da u tuy hodc ung thu bach céu).

Sit dung dong thoi voi ede tei lidu réi loan cwong dwong Khic,

Tinh an toan va hi¢u qua cua viée két hop sildenafil voi cae tri licu khac trong, roi loan
cuong duong van chua duge nghién ciu. Do do, viée su dung két hop nhu véy chua duge
khuyén cao.

Anh huéng trén thi gide,

Céc khuyCt tdt thi gide va cace truong hop bénh than kinh thi gidc do thiéu mau cue bd ving

traeoekhong-donpuyénnhin dfyug mach-déduocbaocaoticn uaT toTsu dungstidemattva
cac chat Ge ché PDES khac. Bénh nhan nén duoe tr véin ring trong trudmg hop dot ngdt
khuyét tat thi gidce, ngimg ding sildenafil va tham khao béc sy ngay lédp tie.

Sir dung ddng thoi voi ritonavir.

St dung dong thoi sildenalil vai ritonavir khong duge khuyén cdo.

St dung dong thoi véi cde thube chen alpha.

Than trong khi st dung sildenafil ¢ bénh nhan dang dung cac chit chen alpha, vi st dung
d(‘“mg thoi ¢6 thé dan 16i tric¢u chimg ha ap o mot vai bénh nhan nhay cam. Diéu nay tit ¢

thé xay ra trong vong 4 gio sau khi dung sildenalil. B¢ giam thiéu nguy co ha huyét ap thé
& L 8 JU) 1 DU I
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ding tién trién, bénh nhan can én dinh huyét dong luc véi tri lidu chen alpha trude khi bt
dau tri licu sildenafil. Nén xem xét bt diu véi lidu 25mg sildenafil. Ngoai ra, bac sy nén tu
vén cho bénh nhan lam gl trong truomg hop ¢ cdce triéu chimg ha huyét ap thé dimg.

Anh huéng trén chiy mau.

Céc nghién ctru trén tiéu cau ngudi cho thiy 1a sildenafil lam tang hi¢u qua chdng két tap
tiéu cdu cua natri nitropussid trén éng nghi¢m. Khéng c6 théng tin an toan vé viée sir dung
sildenafil cho bénh nhan rdi loan chay mau hodc loét da day. Do d6 sildenafil chi nén duoc

su dung cho cac bénh nhén nay khi da danh gid loi ich-nguy co ¢én than.

SU DUNG THUOC CHO PHU NU CO THAI VA CIIO CON BU

Sildenalfil khong duge chi dinh cho phuy nit.

Khong cd cde nghién ctru ¢6 kiém soat 15t va diy du uén phu nit ¢6 thai va phu nir cho con
bu.

Khong ¢6 cic tac dung phu licn quan ndo duge thiy trong cdc nghién ctru sinh san rén
chudt va tho sau lidu udng sildenafil,

Khong anh huong Ién kha nang van dong hoac hinh thai cia tinh triing sau licu uéng don
100mg sildenalil trén ngudi tinh nguyén khoe manh.

ANH HUONG CUA THUOC LEN KHA NANG LAJ XE, VAN HANH MAY MOC
Chua ¢6 cde nghién ciu vé anh hudong I1&n kha ning lai xe va viin hanh mdy moce duge thyc
hién.

Vi chong mit va thay doi thi lue da duoe bio cdo trén cie cufe thu nghiém lam sang vai
sildenalil, bénh nhan cin phai xem xét ho phan tng nhu thé nao véi sildenafil trudge khi lai

xe va van hanh may moc.

TUONG TAC, TUONG KY CUA THUOC

Cdc nghién ciiu trén ong n ehiém

Su chuyén hoa cua sildenafil chu yéu trung gian boi cytochrom P450 (CYP) isoform 3A4
(con dudng chinh) va 2C9 (duong phu). Do dd, cde chét e ché cac isoenzym nay ¢é thé lam
giam su thanh thai sildenafil va cdc chét gdy cam g isoenzym nay cé thé lam tang do
thanh thai sildenalfil.

A

HE- et 1r6hcomthé sony

Phéan tich duge dong hoc quﬁn thé cdc div lidu thu nghi¢m lam sang cho lhfty la giam do
thanh thai creatinin khi str dung dong thoi voi cde chét te ché CYP3A4 (nhu ketoconazol,
erythromycin, cimetidin). Mac dii khong quan sat thiy co sy gia ting ty I¢ cdc truong hop
gap phan tmg phy ¢ nhimg bénh nhén nay, khi sildenafil duge dung dong thoi vai cae chit
te ché CYP3A4, nén xem xét lidu khoi diu 25mg.

Str dung dong thoi chit te ché HIV protease ritonavir, 1a mot chat tre ché P450 rit manh, o
trang thai 6n dinh (500mg, 2 1an mdi ngay) voi sildenalil (100mg lidu don) dan t6i tang
300% (4-lan) Cmax cua sildenafil va ting 1000% (11-1dn) AUC huyét tuong cua sildenafil,
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O 24 gio, nong do sildenafil trong huyét twong van xédp xi 200 ng/mL., so vai khi st dung
sildenafil don doc chi ¢6 5 ng/ml. Dicu nay phu hop véi tac dung manh trén pham vi rdng
cua cac chat nén P450 cua ritonavir. Sildenafil khong anh huong 1én duge dong hoc

ritonavir. Dya trén két qua duge déng hoc nay. st dung dong thoi sildenalil véi ritonavir

khong duge l{lluyén cdo va trong bat ky truong hop nao li¢u t6i da sildenafil khong dugc
vuot qua 25mg trong vong 48 gio.

Str dung dong thoi chit e ché HIV protease saquinavir, mot chit te ché CYP3A4, & trang
thai &n dinh (1200 mg, 3 lan mdi ngay) voi sildenafil (100mg lidu don) dan (6i tang 140%
Cmax cua sildenafil va 210% AUC cua sildenafil.

Sildenafil khong danh huong 1én duge dong hoce cua saquinavir. Cac chét e ché CYP3A4
manh hon nhu ketoconazol va itraconazol s¢ anh huong lon hon.

Khi mot liéu don 100mg sildenafil duge ding véi erythromycin, mot chit e ché CYP3A4
trung binh, & trang thdi én dinh (500mg, 2 ldn mdi ngay trong S ngay), tang 182% sildenatil
& dang phoi nhiém (AUC). Trén ngudi nam tinh nguyén khoe manh binh thuong, khong co
bang chimg v& anh hudng cia azithromycin (500mg mdi ngay trong 3 ngay) lén AUC,
Cmax, tmax, ty 1¢ thanh thai hing dinh, hodic ntra doi bdn thai cudi cia sildenafil hodc chat
chuyén hoa chinh trong tudn hodan cua sildenafil. Cimetidin (800mg), modt chit te ché
cytochrom P450 va tic ché CYP3A4 khong dac hi¢u. gay tang 56% ndng do sildenafil trong
huyét twong khi st dung dong thoi voi sildenalil (50mg) cho ngudi tinh nguyén khoe manh.
Nude ép buoi la mot chit e ché yéu su chuyén hoa ¢ thanh rudt CYP3A4 va ¢6 thé lam
ting vira phai ndng do sildenalil huyét tuong,

Li¢u don khéng acid (magnesi hydroxid/nhom hydroxid) khong anh huong 16 sinh kha
dung cua sildenafil.

Mic di cac nghién ctu twong tac cu thé van chua duoce tién hanh dbi voi @t ca cac loai

thude, phén tich duge dong hoe quan the cho thay khong ¢ sy anh huong cua tri lidu dong

thoi 1én duge ddng hoc cta sildenalil khi dung vai cac chit e ché CYP2C9 (nhu

I3
’ A

tolbutamid, warfarin, phenytoin), cdc chit te ché CYP2D6 (nhu cae chit e ché chon loc tai
hip thu serotonin, chng trdm cam ba vong), thiazid va cac thude loi tidu lién quan, thude
loi ticu thai trir kali va loi tiéu vong, cde chdt te ché men chuyén angiotensin, chen kénh
calei, thude ddi khang beta-adrenoreceptor hodc kich thich chuyén héa CYP450 (nhu
rifampicin, barbiturat).

Nicorandil 1a mot chét két hop cua chit kich hoat kénh calei va nitrat. Do thanh phan nitrat

¢ ) - X I . " A ’oe . -
¢0 kha nang din o1 (wong tac nghiém trong vai sildenafil.

Anh huong cua sildenafil 1én cac thude khac

Cde nghién eivu trén ong nghiém

Sildenatil 1a mot chdt te ché cytochrom P450 isoform 1A2, 2C9, 2C19, 2D6, 2E1 va 3A4
(ICso > 150uM) yéu. Sildenafil ¢6 ndng do dinh trong huyét twong xdp xi 1uM sau lidu
khuyén cdo, khong chic sildenafil s& lam thay déi do thanh thai cac chit nén cua isoenzym
nay.
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Khong ¢6 dr lidu twong tac cua sildenafil va cic chdt de ché khong dac hiéu
phosphodiesterase nhu theophyllin hodc dipyrridamol.

Cde nghién citu trén co thé song:

Phii hop vai tac dung da biét cia sildenafil 1én con dudng nitric oxid/cGMP, sildenafil cho
thdy lam tang tac dung ha dp cia nitrat, va st dung dong thai sildenafil véi chit cung cip
nitric oxid hodic nitrat & bt ky dang ndo duge chdng chi dinh,

St dung déng thoi sildenafil cho bénh nhan dang ding tri liéu te ché alpha ¢o thé dan (oi
tri¢u chimg ha ap & mot vai b¢nh nhan nhay cam. Triéu chimg nay o thé xay ra trong vong
4 gio sau khi dung sildenafil. Trong 3 nghién ctu twong tac thude-thude cu thé, chét chen
alpha doxazosin (4mg va 8mg) va sildenalil (25mg, 50mg hodc 100mg) duge ding cho bénh
nhan tang san tuyén (ién li¢t lanh tinh (BPH) da 6n dinh voi tri ligu doxazosin. Trén céc
nghicn ctu nay, giam thém tung binh huyét 4p thé ndm la 7TmmHg, 9/5 mmHg va 8/4
mmHg, va giam thém trung binh huyét ap thé dimg 1a 6/6mmHg; 11/4mmHg, va 4/5S mmHg,
trong ung, da duge quan sat. Khi sildenafil va doxazosin dugce ding dong thoi cho bénh
nhan da on dinh voi tri ligu doxazosin, ¢6 nhiing béo cdo khong thuong xuyén vé bénh nhan
gip ri¢u (,hung, ha ap tu thé. Nhimg béo cdo nay gém chong mét va dau dau nhe, nhung
khong ngit.

Khéng co su twong tae dang ké duoce thdy khi sildenafil (S0mg) duge ding dong thoi véi
tolbutamid (250mg) hodc warfarin ( (40mg), ca hai duge chuyén hoa boi CYP2C9,

Sildenafil (50mg) khong c¢6 kha nang lam tang thoi gian chay mdu nguyén nhan boi acetyl
salicylic acid (150mg).

Sildenafil (SOng) khong lam tang tac dung ha ap cia ruou ¢ nguoi tinh nguyén khée manh
v6i ndng do con trong mau 15i da trung binh la 80mg/dl.

Két hop voi cac nhom thude chbng ting huyét dp sau: loi tidu; e ché beta, trc ché ACE, déi
khang angiotensin 11, cac thude chéng tang ap (hoat dong trung tam va gian mach), (rc ché
noron adrcncrnic e ché kénh calei va (e ché alpha-adrenoceptor, cho thiy khong co su
khdc biét vé dac tinh tac dung phu ¢ bénh nhén dang ding sildenafil so voi tri li¢u gia duge.
Trong mdt nghién ciu tuong tac thude cu thé, khi sildenafil (100mg) dugc dung voi
amlodipin ¢ bénh nhan cao huyét ap. ¢6 su giam thém huyét ap tam thu  thé ndm §mml [g.
Muc giam huyét ap tam truong tu thé nam la mmHg. Nhimg sy giam thém huyét ¢ ap nay
cting co mue do giam tuwong tur nhu khi ding don doc sildenalil cho nguoi khoe manh.

Sildenafil (100mg) khong dnh huong 16i duoce dong hoc o trany thdi 6n dinh cua cde chét re

10

ché HIV protase, saquivavir va ritonavir, ca hai déu la chdt nén CYP3 A4,

TAC DUNG KHONG MONG MUON CUA THUOC

Diéc tinh an toan cua sildenafil duge dua trén 8691 bénh nhén dung ché do liu khuyén cdo
trong 67 nghicn ctru lam sang ¢ kicm soat-gia duoe. Cée tac dung phu duge bdo cdo phd
bién nhit trong céc nghlcn clru lam sang o bénh nhén duge diéu trj voi sildenafil 14 dau déu,
do bimg, kho ticu, rdi loan thj gidc, nghet mai, chong mit va rdi loan mau sic thi giac.

Cac phan tmg phu da duge thu thap tr viée gigm sat leu thanh thube trong thoi gian wée tinh
trén 9 ndam. Boi vi khong phai tit ca cde phan tmg phy déu duge bao cdo 16i cong ty tiép thi




https://nhathuocngocanh.com

va luu hanh thude va dé dua vao co sé dir li¢u an toan, tan xudt clia cdc phan tng nay khong .
thé xac dinh mét cach chéic chén.

Bing li¢t ké cdc tie dung phu:

Trong bang dudi day tit ca céc phan mg phu quan trong v& y khoa, da xuét hién trong céac
cude thi nghi¢m ldm sang o ty 1€ 16n hon gia duge duoe 1iét ké theo nhém hé théng co quan
va (an xudt (rét phd bién (>1/10); phd bién (>1/100 61 <1/10), khéng phé bién (>1/1000 (i
<1/100), hiém (>1/10000 161 <1/1000).

Ngodi ra, tan xudt cic phan tmg phu quan trong vé y khoa duoc bio céo tir qua trinh luu
hanh thude duoe phan loai ¢ tin xudt 1a khong biét.

Trong mdi nhém tén xudl, cée tac dung phy duoe trinh bay theo murc do giam dén.

Bing 1: Cic phin img phu quan trong vé y khoa dwge bao cdo voi ty 1€ 1on hon so véi
gid dwge trong cdce cude thir nghié¢m 1am sang ¢6 kiém sodt va cde phan tng phy quan
trong vé y khoa dwoe bio qua thong qua sw gidam sat lwu hanh thude.

( Nhom hé co quan Phin wng phu

r A A ' A
Cic roi logn h¢ mién

dich

Hicm Phan Gng qua man

- A A A
Cice roi loan h¢ than

linh
Rét pho bién Dau dau \
Pho bicén Chong mat

Khong phd bién Ngu nga ngu gat, giam xuc gidc

Hicm Tai bicn mach mau nao, ngat

Khong biét Thicu méu cuc bg thoang qua; co giat; co gidt tai phat

A <
RoOi loan mat

Phd bién RO1 loan thi lue, méo mau thi lye.

Khong phd bién Ro1 logn ket mac, r6i loan mat, roi loan chdy nude mat, cac

roi loan mét khdc.

Khong biét Bénh than kinh thi giac do thi€u mau cuc b ving trudc
khong do nguyén nhan dong mach (NAION), tic mach mau

vong mac, khuyct thi truong.

Roi logn tai va mé

dao

Khong phd bién

Chong mat, u tai

Hiém Cam diéc
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A .
R6i logan tim

Khong phd bién

Dau nguc, nhip tim nhanh

Hiém

Nhoi mau co tim, rung tdm nhi

Khong biét

Loan nhip that, dau that ngue khong on dinh, dot tu tim

A
Ro6i loan mach

Pha bién

Do bung

Hiém

Tang ap, ha ap

A A A
Roi logn  hd  hap,

+ A
ngwe va trung that

Pho bién

Nghet mti

Hieém
[ : BN
Roi loan da day ruit

Chay mau mui

Pho bién

Khé ticu

Khaong pho bién

Non, budn non, khé miéng

Roi logn da va mb

>

mém
Khéng pho bién

Khong biét

RoOi loan co xwong

I4 AY A A A
Ikhdp va mé lién ket

Ban da

Hoi chimg Stevens-lohnson (SIS), nhiém dde hoai o biéu
bi (TEN)

Khong pho bién

Pau co

A A N e A
Roi logn thin va (ict
nicu

Khong phd bién

Fluyet nicu

Khéng phd bién

Tinh dich c¢6 mau, duong vat chay mau

Khong biét

Cuong dau duong vit, su cuong climg kéo dai

A 3\
RoOi loan chung va
tinh trang noi s

A
dung thuoe

Dau ngue, mét moi
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Ditu tra

Khong pho bién Téang nhip tim

11. QUA LIKU VA CACIH XU TRI

Trén cac nghién ctru tinh nguyén liéu don (& 800mg, cdc phan ung phu duge thay tuong tu
cde phan tng phu & lidu thip hon, nhung ty 1& va mie do nghiém trong ting lén. Liéu
200mg khong lam tang hidu qua nhung ty 1& cac phan tung phu (dau déu, do bimng, chong
mit, kho tiéu, nghet mii, thay déi thi luc) bi tang 1én.

Trong cdc trudng hop qué licu, can ap dung cac bién phap hd tro chuan. Loc than khong
duge mong doi ¢6 thé loai trir cp t6e sildelafil vi lién két cao vai protein huyét tuong va

khéng thai trlr trong nude tiéu,

DAC TINH DUQC LUC HOC

Nhom dugce ly: Ni¢u hoc: thude duoe st dung trong roi loan cuong duong.

Ma ATC: G0413 103,

Co ché hoat dong:

Sildenafil 1a mdt licu phap dudong udng trong r6i loan cuong duong. O trang thii ¢6 kich
thich tinh due, n6 s¢ hoi phye chire nang cuong duong bi suy giam béng cach tang luu luong
mau (o1 duong vat.

Co ché sinh 1y chiu tranh nhi¢m ddi vai viée cuong duong cta duong vit lién quan (o1 viée
giai phong nitric oxid (NO) trong (hé hang khi kich thich tinh duc. Sau doé nitric oxid kich
hoat enzym guanylat cyclase, két qua ctia viée kich hoat nay la lam ting ndng do cua
guanosin monophosphat (¢cGMP) tudn hoan, lam gidn co tron & thé hang va lam tang dong
mau vao md duong vit.

Sildenafil 1a mot chat e ché manh va chon loc ¢cGMP cu thé 1a phosphodiesterase typ 5
(PDES) trén thé hang, noi PDES chiu tranh nhi¢m dbi véi vide thoai bi¢n cGMP. Sildenail
¢6 vi tri hoat dong ngoai vi trén cuong duong. Sildenalil khong cd tac dung gian tryc tiép
trén thé hang ngudi phan 1ap nhung tang cuong manh hidu qua lam gian cua NO trén mo
nay.

Khi qua trinh NO/cGMP duge kich hoat, nhu la xudt hién kich thich tinh duc, sy te ché
PDES boi sildenalil dan (61 tang ndng do ¢cGMP trong thé hang. Do do. kich thich tinh duc
la can thiét dé sildenafil tao ra cédc tic dung duoc Iy mong doi.

13

DAC TINH DUQC DONG HQC

1ip thu

Sildenafil duoc hép thu nhanh. Nong do 16 da trong huyét wong dat duoe trong vong 30
phut (61 120 phit (trung binh 60 phit) lidu uéng ¢ trang thai doi. Sinh kha dung tuyét di
dudmg uéng trung binh 1a 41% (khoang 25-63%). Sau lidu uéng, AUC va C,,,s cua sildenatil
tang i 18 voi khoang liéu khuyén céo (25-100mg).

Khi sildenafil duge ding cung thiic an, ty 1¢ ]]f'Ip thu giam véi su cham ¢ trung binh cua
Tinas 18 60 phut va giam trung binh Cyas 10 29%.
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Phin bi:

Thé tich phéan b trung binh ¢ trang thai on dinh (Vd) ddi véi sildenafil 1a 105 I, cho thiy su
phan bd vao cac mé. Sau mot lidu don udng 100mg, nong do i da trung binh trong huyét
tuong cua sildenafil dat xap xi 440ng/ml (CV 40%). Vi 96% sildenafil (va chit chuyén hoa
N- desmethyl luu thong cha yéu cua sildenafil) duge lién két véi protein, diéu nay ¢6 nghia
la ndng do 5i da cua sildenafil tw do trong huyé( twong la 18ng/ml (38nM). Lién két protein
bi phu thudc vao téng ndng do thude.

Trén nguoi tinh nguyén khoe manh ding sildenafil (1 00mg licu d()n) dudi 0,0002% (trung
binh 188ng) lidu duoc uon&, da xuét hién trong xudt tinh sau khi udng 90 phut.

Chuyén héa sinh hoe:

Sildenafil duge chuyén hoa chu yéu boi cde isoenzym gan CYP3A4 (duomg cha yéu) va
CYP2A9 (dudng thir yéu). Chét chuyén hoa chinh trong tuan hoan duge tao ra boi qua trinh
N-demethyl hoa sildenafil. Chit chuyén hoa ndy co dic tinh e ché chon loc
phosphodiesterase tuong tu nhu sildenafil va kha ndng rén in vitro ddi voi PDES dat xdp xi
. 50% so voi sildenafil. Nong do huyét tuong cua chi chuyén hoa nay dat XAp xi 40% luong
sildenafil duge thiy trong huyét 1uon§, Chit chuyén hoa N- desmethyl duge chuyén hoa
thém niva, voi nira doi ban thai cudi xép xi 4 gid.
Thai true
](mg, dd thanh thai co (hé cua sildenalil 1a 41 I/gicy vai thoi gian ban thai cubi khoang 3-5
gid. Sau udng hoge tiém, sildenalil duge bai Gét chu yéu dudi dang chit chuyén hoa trong
phan (xap xi 80% lidu uong)) va trong nudc tiéu o lugng it hon (xdp xi 13% lidu udng).

Dwge dong hoe & nhom bénh nhin dic biét

Nguoi cao tuoi:

Nguoi tinh nguyén cao tudi khoe manh (1 65 wdi (1o [&n) ¢6 sy giam dd thanh thai
sildenafil, dan (ai nonp do huyét tong cua sildenalil va chét chuyén hoa ¢6 hoat tinh N-
desmethyl cao hon xép xi 90% so voi nong dg cac chat nay ¢ nguoi tinh nguyén khoe manh
nhung con tr¢ (Ib 45 éi). Do su khac nhau do tudi trong lién két protein huyu twong, sw
tidng twong (mg ndng do sildenafil twr do trong huyu tuong dat xap xi 40%.

Suy thin:
Trén nguoi tinh nguyén bi suy thin nhe 61 trung binh (d0 thanh thai creatinin — 30-
80mL/phut), duge dong hoc cua Sl]dL‘ncllll khong bi thay doi sau khi uéng licu don SOmg

. Y

3
ALIC trung binhva C cua—eh

TS oa—N meuu)l uur;D torong uu;:, F26%6va73%;
$0 vGi ngudi tinh nguyén khong suy llmn cting do tudi. Mac du vy, do su thay déi cao gilra
céc ca thé, su khdce nhau nay khong co y nghia déng ké. Trén nguoi tinh nguyén bi suy thin
ngng (do thanh thai creatinin <30 mL/phat), do thanh thai cua sildenafil bi giam, két qua
tang trung binh AUC va C,, tuong tng 100% va 88% so véi nguoi tinh nguyén khong suy
thdn ciing do wdi. Ngoai ra, gid i AUC va Coax €U chdt chuyén hoa N- ~(esmethyl tang

dang ké twong tng 79% va 200%.
Suy gan:
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0 ngudi tinh nguyén bi xo gan nhe toi trung binh (Child-Pugh A va B) do thanh thai
creatinin bi giam, dan t6i ting AUC (84%) va Cmax (47%) so v6i ngudi tinh nguyén cung
do tudi ma khong bi suy gan. Duge dong hoc cua sildenafil ¢ b¢nh nhdn bi suy gan ning van
chua duge nghién ciu,

14. QUY CACH DONG GOI: Hop 1 vi x 4 vién.

15. DIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA
THUOC:
Dicu ki¢n bio quin: Noi kho mat, ¢ nhiét dé duéi 30°C.
Han dang: 2 nam ké tir ngdy san xudt.
Ti¢u chuin chit lwgng ciia thude: USP 41

16. TEN, DIA CHi CUA CO SO SAN XUAT THUOC:
BRAWN LABORATORIES LIMITED.
13, NIT, Industrial Area,
Faridabad-121001, Haryana (AN DO)




