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V,nén nén bao pmm 50 mg

Thanh phﬁn.

Mbi vién nén bao phim chifra chira:

Hoat chat: Sildenafil 50 mg (duéi dang Slldenaﬁl citrat
70,24 mg)

T4 duwoe: Mannitol, crospovidon, poviden, silica colloidal khan,
tinh bt ngd, magnesi stearat, natri lauryl sulfat, hydromellose,
rtla(n'ogol 6000, titan-dioxid, 't&lc, indigotine lake (E 132).

Mo ta ;
Vién nén mau xanh da 11‘0'1, trén vé 16 hai mat, duﬂmg kinh
8 mm,

Blrvchoc'

Duwge luc hoc:
Nhém dl%l.l tri: Khoa tiét méu thuoc dung cho roi loan cuong.
M3i ATC: G04B EO03

Co ché tac dung

Sildénafil 12 thube ding dudmg ubng dé didu tri rbi loan cuong
dmmg (o) trang théi ty nhién, nghia 1a Khi ¢6 kich thich tinh dyc,
thu6e phuc héi chirc ning clmrng duong bing céch ting cufmg
dong méu t6i' duong vat.

Co ché sinh 1¥'ctia cuong duong lién quan dén viéc giai phong
nitric oxid (NO) & thé hang trong sudt qué trinh kich thich tinh
duc. Sau d6 nitric oxui hoat héa enzym guanylate cyclase,
enzym nay lam ting nong dd cia guanosin monophosphat vong
(¢GMP), tir d6 lam gtan co tron mach méu ciia thé hang va cho
phép dong mu chay vao.

Sildenafil 1a  chat uc ché tiém tang va c6 chon loc
phosphodnestemse dic hiéu trén cGMP loai 5 (PDES) & thé
hang, noi PDES5 chiu trach uh|¢m gléng héa ¢GMP. Sildenafil
tdc dung 1én cuong duong & vi tri ngoai bién. Sildenafil k.hong
co tdc dung gidn tryc tiép trén thé hang phan 1ap cua nguoi
nhung né lam tang tic dung lam gian cia NO trén mo nay Khi
con duémg NO/cGMP dugc kich hoat, nghia 1a khi xuat hién
kich thich ﬂnh duc, slldenaﬁl trc ché PDES sé& lam tang nong do
¢GMP ¢ thé hang. Do d6 céan c6 kich thich tinh dyc dé sildenafil
tao ra dugc nhimg tic dung duo‘c ly mong mudn.

¢ dong hoc:
thu
ildenafil dugc hép thu nhanh chéng, Nong d6 huyét twong dat
le da trong vong 30 dén 120 phit (trung binh 60 phit) sau liéu
uong § trang thai d6i. Sinh kha dung tuyét d6i trung binh dudng
ong 14 41% (dao dong tir 25-63%). Sau khi udng sildenafil,
AUCvaC_ ting tﬁu@ nghich vi Tiéu ding trong k liéu
=== khuyen ngﬁT (25-100
- Khi udng sildenafil cung thuc an, toc d6 héip thu cua thudc giam
- v0i thoi gian T_ = gidm trung binh 60 phit va C__ gidm trung
0
mm Dinh 29%.
Phan bo
Thé tich phan bd trung binh & trang thai 6n dinh (V,) cua
slldenaﬁl 12 105L. phan b tap trung vao cac mo, Sau khi uong
100 mg, ndng do tong tdi da trung binh trong huyét twong Xap xi
440 ng/ml (CV 40%). Do sﬂdcsuaﬁl (va chét chuyén hoa chinh
N-desmethyl) gin v@i protein huyét trong 96%, do d6 ndng do
sildenafil tr do toi da trung binh trong huyét tucng la 18 ng/
ml (38 nM) Ty 1¢ gﬁn protein khéng phu thuoc nong do tong
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Chuye.n hoa si hoc

Sildenafil dugc chuyén héa chu yéu bai cic enzym CYP3A4
(dlrcng chinh) va CYP2C9 (dwomg phy) & gan. Cac chit chuyen
héa & vong chuyén, h6a chinh cua sildenafil tao ra tir qué trinh
N-desmethyl hoa. Chét chuyén hoa ndy c6 hoat tinh chon loc
d6i véi phosphodlesterase tuong ty nhu sildenafil va trén in vitro
hoat tinh V(‘n PDES ciia chat chuyen héanay la Xap xi 50% so voi
M Chit me. Nong do trong huyét tuong cia chét chuyén hoa 1a xép
- xi 40% nﬁngﬂé  sildenafil. Chat chuyé hoa N- desmeth)(l lai
v dirqc chuyén héa tiép tuc, c6 th(n gian bén huy 1a x4p xi 4 gmr

Do thanh thai toén b cua sildenafil la 41 L/gié vi nira doni pha
I cuoi la 3-5 gid. Sau khi diing dudng uong hodc tiém tlnh mgch
sildenafil dugc thai trir chu yéu qua phan duéi dang chat chuy
héa (khoang 80% heu uong) va phﬁn nho hon qua nude g
(khoéng 13% heu udng).
hoc ¢ nhém bé

Ngwm cao tuoi
Nhimg nguin ¢ao tudi tinh nguyén khée manh (trén 65 ru01) do
thanh thai cua sildenafil giam di va nong do sﬂdenaﬁl va chit
chuycu hoa N-desmethyl hoat tinh trong huyét twong cao hon
xdp xi 90% so v6i ngudi tinh nguyén tré khoe (18-45 tubi). Do
ty 1& gén protein huyét twong khéc nhau o.céc dd tudi khac nhau
nong d¢ sildenafil ty do trong huyét twong tang tuong |.mg Xép
xi 40%.

Suy thgn

O nhimg ngudi tinh nguyén suy than sihe dén vira (hc 6 thanh
thai creatmln = 30-80 ml}’phut} duge déng hoc clia sildenafil
khong thay déi sau khi uéng lieu don 50 mg. AUC va C cua
chét chuygn 'héa N-desmethyl ting t-mn% {mg 126% v 13%,
so véi nhimg ngudi tinh nguyén cing tudi khong bi suy thén.
Tuy nh1én do bién thién ca thé, nhimg khéc biét nay khong co
nghia théng ké. O nhimg ngudi tinh nguyén suy thin ning (hé s6
thanh thai creatinin < 30 ml/phut), d§ thanh thai sildenafil guim
din dén ting AUC va Co trung binh 100% va 88% tuong img
so Véi nhimg ngudi tinh n nguy d6 tudi khong suy than.
Ngoadi'ra, AUCva C ' ctla chgtnchuy%n héa N-desmethyl ciing
ting dang ké 79% va 200% twong img.
Suy gan

O nhitng ngudi tinh nguyén xo gan nhe den vira (Child A va
Child B) d¢ thanh thai sildenafil giam, két qua lam tang AUC
(84%) vaC . (47%) S0 v6i nhitng nguoi tinh nguyén cung do
tudi khﬁng suy gan. Dugc dﬁng hoc sildenafil & bénh nhan suy
gan nang chua duoc nghién clru.

Chi dillh - :

Diéu trj rbi loan cuong duong & nam gi6i, 1a tinh trang mét kha
ning dat dugc hofic duy tri cuong cimg du dé thoa man hoat
dong tinh duyc.

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

Lleu lwrgng va cach dung: : : 1

Liéu lugng ) 4
St dung cho nguoi lom '
Liéu khuyén céo 50 mg xap xi 1 gi¢ truée khi quan hé tmh due.
Tuy theo sy dung nap va [ac dung cua thuﬁc liéu co thé tang
]en 100 mg hodc giam xuong 25 mg. Lleu t6i da 1a 100 mg. S0
Bl lan dung thudc ti da 13 1 lan 1 ngdy. ! Néu sildenafil dugc uéng
- dong thoi véi thire an, thudc sé bat du tic dung cham hon sé
vfn uong & trang thai doi.
o bi twong dic biét
— Nguoi cao rua:
mmm Khong yéu ciu diéu chinh lidu & ngudi cao tudi (>65 tudi).
Benh nhadn suy than
Liéu d& xuit nhu trong “Sir. dung cho ugu‘bl 16n” dl.tqc ap dung
cho céc b¢nh.nhén suy than tir nhe dén vira (hé s6 thanh thai
creatinin = 30-80 ml/phut).
Do dg thanh thai sildenafil gidm ¢ bénh nhén suy thin ning
(hé so thanh thai creatinin <30 ml/phit) nén xem xét dung lieu
25 mg. Dya trén hiéu qua va sy dung nap cua thudc, liéu c6
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i dung trude khi diing. Néu cin thém thong tin xin hoi y kién

au ndy
ngu;h khac str dung. Thudc cd thé gay hai cho ho du cde triéu

;

thé ting theo bac thang lén 50 mg sau d6 Ién t6i 100 mg néu
thiét.

Bénh nhan suy gan

Do d thanh thai sildenafil glam & bénh nhan suy gan (nhu xo

gan) nén xem xét dung liéu 25 mg. Dyra trén higu qua va sy dung

nap ctia thube, liéu c6 thé ting theo bic thang len 50 mg sau do

1én t6i 100 mg néu cin thiét.

Bénh nhdn nhi -

Sildenafil khong chi dmh cho tré em dum 18 tudi.

Sir dung ¢ bénh nhan dang drﬁ;_lg céc thude khéc

Ritonavir khéng nén diing dong thoi véi sildenafil. i

Khi diing sildenafil phéi hop véi cac thude (re ché CYP3A4, nén

diing lidu khoi dau 25 mg.

Nham giam thleu nguy co xay ra ha huyét ap ‘r thé & cac bénh

nhin dang diéu trj thubc chen alpha, bénh nhén nén duge didu

tri 6n dinh véi thube chcn alpha trude khi'diéu tri véi sildenafil.

Ngoai ra, nén dung liéu sildenafil khéi diu 25 mg.

Cach dung
Dung dudng udng.

Chéng chi djnh:

* Qué man voi thanh phﬁn thude.

- Nhu cic tic dung da biét ciia thubc Ién con dudong chuyén'héa
nitric oxid/guanosin monophosphat vong (cGMP), sﬂdenaﬁl
xtc tién téc dl,mg ha huyét 4p ctia nitrat, v& do d6 chéng chi

" dinh dung déng thoi sﬂdenaﬁl véi cac chit cho nitric oxid
~ (nhu amyl nitrit) hay nitrat & bt ky dang nao.

- Ciéc thude diéu trj roi loan cuong duong, bao gom sildenafil,
khong nén ding ur bénh nhdn nam ma hoat dong tinh duc
khong dwoc khuyén khich (nhu bénh nhén réi loan tim mach
ning gom dau thﬁt ngyc khong on dinh hodc suy tim ning).

- Sildenafil bj chéng chi dinh ¢ bénh nhin mét thi lyc mot mit
6bénhth§nkmhth;g1&icd0tlnéuméucucb¢vungh‘u6‘c
khéng do nguyén nhan dﬁng mach (NATION), du lién quan
hay khéng lién quan téi vi¢c da chru tac dung cta thudc trc
ché PDES truéde d6.

-~ D an toin cua sildenafil chwra duge nghmn clru & cac phan
nhém bénh nhan sau day nén bi chong chi du:h suy gan
ning, ha huyét ap (lhuyet ap < 90/50 mm]:lg) tién sir gan day
bi dot quy hoac nhdi méu co tim va roi loan vong mac thoai
héa di truyen nhur bénh mem vong mac séc t (mdt sb it bénh
nhén nay ¢6 rbi loan di truyén).

Khuyén céo diic biét va thin trong:
Cin khai thic bénh sir vA kham thuo thé nhim chn dodn w5 =
loan cuong duong va xdc dinh nguyén nhén truée khi diéu tri =

bﬁng thude.

g

ac yéu tb nguy co trén tim mach =
Trude khi bat déu diéu tri r0i loan cuong du:ong bac sy nén
xem xét tinh trang tim mach ctia bénh nhén, do c¢6 nguy co tim
mach lién quan dén hoat dong tinh duc. S1ldenaﬁl tic dung gidn
mach, din dén giam nhe va thodng uyét ap. Trude khi ké
don sildenafil, bac s§ nén xem xét cg:a an céc tinh trang bénh
Iy ctia bénh nhén c6 thé bj tdc dong bt lgi béi tac dung gidn
mach, dac biét khi ddng thdi c6 hoat dong tinh dyc. Bénh nhan
dé bi anh huo-ng bai tﬁc dung giin mach goém céc bénh nhan bi
nghén dong méu ra thét tréi (nhu hep (d6ng mach chu, bénh co
~tim phi dai thc nghén), hodc nhu:ngbgnhnhﬁnmﬁchgl ching
hiém teo da hé théng gdy suy glam nghiém trong vige ti dxéu

chinh huyét ap. fi
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Cac phan ng nghié nhm mau. co
tim, dau thét nguc khong on dinh, ngung tim dot ngot, loan nhip
thit, xuét huyét mach ndo, con thlgznméu cuc bg thoéng qua,
ting huyét 4p va ha huyét &p di dugc bio cdo sau luu hanh c6
lién quan thoi gian véi sir'dung sﬂdenaﬁl Hau hét nhung khong
phai tit ca bénh nhan nay da c6 nhitng, yéu; ﬂ%guy oo tim mach .
tir trude. Nhiéu phan {mg phu dugc bao co xuat hién trong hoac
ngay sau khi c6 quan hé tinh dyc va mot vai trudng hop xuf t —
hién ngay sau khi dimg sildenafil ma khﬁng c6 hoat dong tinh =
dyc. Khong thc Xac d;nh cac pha.n ung phu ndy c6 lién quan tryc
tiép dén cac yéu to nay hay yéu 1o k}a hay khong.

Chimng cuong dau duong vat (priapism) Lf
Cac thudc diéu tri roi loan cuong duo‘ng, gdbm sﬂdcnaﬁl nén
dugc ding than trong ¢ bénh nhén c6 bién dang giai phau hoe &
duong vét (ching han duong vét hinh cé gée, xo héa thé hang
hodc bénh Peyronie), hodc & bfnh nhan mac’ plﬁi tinh'trang ma
dén dén cuong duong (nhir thiéu méau té bao liém, da u tuy hofic
bénh bach cau)

Cuong cimg duong vat kéo dai va chimg cuong duong da duoc
bdo cao do dung sildenafil sau hru hanh. Trong truong hqp
cuong duong vat keo dai hon 4 gi¢, bénh nhan nén tim trq g1up
y té ngay lap tirc. Néu chimg cuong duong khen%cﬁnu?c

ngay, mo dmmg vét c6 thé bi tdn thuong va c6 th

kha néng giao cau.

Sir dung ddng thoi véi cac thude di éu tri rdi loan cuong duong
khéc

bo an toan va hiéu qua trong viéc két hop sildenafil véi cac
thude didu tri rbi loan cuong duong khac chira duqc nghién ciru.
Do d6 khong nén st dung két hop véi cac thuoc néy

Anh hudng 1én thi 1

Cac tnrcmg hqp bi ton thuwong thi gidc khi sir dung sildenafil
va ¢éc thube trc ché PDES a3 duge bao c4o. Cic truong hop bi
bénh thin kinh thi gide do thiéu méu cuc bd ) vimg trude khéng do
nguyén nhéin dong mach (mat tinh trang hiém gdp) cing da dugc
béo cdo rai rac va trong mot nghlen c:uu theo dél lién quan dén
sir dung sildenafil va cac thudc 1rc «ché PDES. Néu bénh nhan bi
khiém khuyet thi gidc dot ngdt khi ding sildenafil, ngimg thubc
va xin tu van bac sy ngay lap tirc.

Dung thude dong_ﬂ;l_m VOl rltogg\nr
Khéng dung dong thoi sildenafil v&i ntonavu- :

ung thudc (L_g thori véi céc thude chen alpha

Ca.n than trong khi dung s:ldenaﬁl cho benh nhan dang dung
thude chen alpha, vi c6 thé dan dén ha huyét ap triéu chimg véi
mét s6 bc;nh nhan nhay cam. Phan tmg nay chac. chin xuat hién
trong vong 4 gi sau khi dung sildenafil, Nham gidm thiéu kha
nang gﬁy ha huyet ép tur thé, bénh nhan nén dugc on dmh huyet
dong voi diéu tri thuoc chen alpha truge khi khoi dau diéu tri
sildenafil. Nén dl‘mg liéu sﬂclenaﬁl khoi dau 25 mg. Ngoai ra,
bac sy nén tur van bénh nhédn cin lam gi khi ¢6 tri¢u chimg ha
huyét 4p tr the.

Anh dén chiy méu '

Nghién ctru v6i ticu cau cﬁangu'm choﬂﬁy mldenaﬁlcé thé xic =
tién tac dung ngan két tap tiéu cau cla natri nitroprussid trén 7w
vitro. Khong ¢6 thong tin an toan khi sit dung slldena.ﬁl cho ciac =
bénh nhan rdi loan chay méu hodc loét tiéu hoa tién trién. Do do -
chi dung sildenafil cho cdc bénh nhin ndy sau khi danh gia cén
thén loi ich-nguy co.

Ding thudc & phu nit

Sildenafil khéng dugc chi dinh cho phu nir.
Tac dyng khong mong muén;

Tom tat dir 1iéu an todn
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trong céac nghién ciru bqnh nhan diéu trj bing sildenafil bao gdm
dau déu, do bimg mit, kho tiéu, roi loan thi giéc, xung huyét
mili, chodng va nhin mau sdc bi bién dang, Phan tmg bat lq1 tir
giam sat sau liru hanh duoc thu thﬁP irong mot khoa.ng thfn glan
uréce tinh> 10 ndm. Do khéng phél tat ca cac phin (g bat lgi déu
- dugc bio cdo va dwa vao co sd dit ligu an toan, L“m sudt cua cac
= phan (mg nay khong thé xac dinh chéc chin. g-

“ " Bang danh muc céc phan tmg bét loi
= Trong bang dudi d&y iﬁt ca phan img bét loi quan trong xuét hlcn

« trong céc nghién clru lam sang vai ty 1¢ xuét hién cao hon mau
placebo duqc liét ké theo phén logi hé¢ thf‘)ng o quan va tin suét
(rat phd bién (>1/10), pho bién (>l!100 dén <1/10), khéng phd
bién ( >1/1. 000 dén <1/100), hiém (>1/10.000 dén' <1/1. 000).
Ngoal ra, tAn sudt cdc phan (g bat lgi quan trong dugce bdo céo
tir sir dung sau luu hanh lé chua dugc biét. Trong m&i nhém
theo tudn sudt, phan {mg bét lgi dugc liét ké theo thir tr mire do
trAm trong gidm dén.

Béng 1: Phin tng bét lgi quan trong w.’ri ty 1¢ 16m hon
placebo trong cdc nghién ctru 1dm sang kiém sodt va tir sir
dung sau lru hanh

Phan loai h¢ Phan {mg bat lgi
théng co quan

Roi loan h¢ thong micn dich

Hiém |Man cam

Nhiém trung va nhiém ky sinh trung
Khong phé bién | Viém mii-

Roi logn hé than kinh

Rit phd bién  |Pau dau

Pho bién Choang

Khéng pho bién [Ngu ga, giam xdc gidc
Hiém Tai bién mach'ndo, con thiéu mau cuc bo
thodng qua, co giat,* tai phﬂt co git,* ngat

R6i loan & miit

Phé bién RS] loan thij lyc, nhin mau sic bj bién dang
* tam nhin bi m&

Khéng pho bién Rm loan chay nudc mﬁt*"* , dau mat, s¢ anh
sdng, l6a mat, sung huyet mé.t, nhin hinh anh
|bi qué sdng, wém két mac

Hiém Bénh than kinh thj gidc do thiéu mdu cuc
b¢ viing trude khong do nguyén nhéan dong
mach (NAION) * tac mach vﬁngmac .
xuat huyet vong mac, b¢uh vong mac do

xo cimg dong mach, rm loan vong mac,
glaucom, khiém khuyét vung thi giac, nhin
doi, giam do sac nét cia thi lyc, cén thi, moi
mit, cac dém truée mét do thiy tinh the, ri
loan Iris clia mﬁt gidn dong tir, bénh th; lyc
f nhin thay quing sang, pht mat, sung mit,
1o loan & mat, sung huyét gtﬂc mag, kich
{mg mit, cam gidc bt thuong & mit, phu mi
mat, d6i mau mang cimg cua mit.

Roi loan tai va tai trong

-~ [Kiong pho bién |Chong mat, U tai
Hiém Dicc

Roi loan tim mach
Khéng pho bién [Panh trong nguc, nhip tim nhanh

Hiém Ngimg tim dot ngdt,* nhoi mau co tim, roi
loan nhlp that,* rung tdm nhi, dau thit ngyc
khﬁgg on dlllh

Roi loan mach _

Pho bién Do bimg mgt, néng bimg

Hiém | Tang huyét ap, ha huyét ap

RG6i loan hd hip, ngue va trung that

Pho bién Nehet m

Khéng pho bién |Chay méu cam, xoang tic nghén
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Phé b;cn Buon nén, kho tiéu

Khong pho bién | Trao nguge da day thyc quan, nén mira, dau
bung trén, kho miéng

- |Hiém Giam xuc giac & miéng
Roi loan da, dwéi da va mé mém
Khong phé bién |Ban da G
- [Hiém Hoi chimg Stevens-Johnson Syndrome

- |(8JS), Hoi chimg hoai tir nmém doc (TEN)
ROi loan co xwong va mé lién ket
Khéng pho bién |Bau ca, dau & chi
Roi loan thin va hé tiét niéu
Khdng pho bién |Tiéu ra méu

Roi loan hé sinh duc

Hiém Chimg cuong dau duon, vit (priapism),
cugng ctmg kéo dai, xuat huy¢t duong vit,
xudt tinh ra mau, ting cuong cimg

Roi loan chung

Khéng pho bién [Pau ngue, mét moi, cam giac nong
Hiém " |Khé chiu

Théng so va xét nghiém

Khong phé bién |Nhip tim ting

*Bao cao sau hru hanh

**Nhin bj, bién dang mau séc: nhin moi vat mau xanh lé, loan
sac thi, nhin mm vét mau xanh, nhin ngoai canh nhudm do va
nhin thé.nh mau ta vang

++*R i loan chay nudc mit: khd mit, rdi loan 1& dao va ting
chay nudc mat

Néu trii qua bét ky phan ung phy nao, g&m cdc phin ing
khnng mong muon dwgc ligt ké o day, hdy xin tw van cia bdac

sy

Twong téc thudc va cic dang twong tdc khéc:

Anh hu(’lmg clia cc thude khéc lén sildenafil

Nghién ciru In vitro:

- Chuyén héa Sildenafil chi yéu qua trung gian cytochrom
P450 (CYP) isoforms 3A4 (con du'o'ng chinh) va 2C9 (con
dudmg phu). Do d6, cac thude trc ché Toai isoenzym nay ¢
thé 1am giam hé sb thanh thai sildenafil.

Nghién ctru In vivo:

- Phén nch dir liéu nghlen ciru 1am sang vé dugc déng hoc

Qng dbng cho thdy co sy gidm thai trir sﬂdenaﬁl khi ding
dong thoi thube ndy voi ¢ac thude e ché CYP3A4 (nhu
ketoconazol, erythromycm, cimetidin). Mic du khong quan

* sat thiy viéc gia ting xult hién tic dung khong mong muon
0 cédc bénh nhén trong nghlen clru néy, khi dung dong thoi.
Mic du khéng quan sét thdy c6 sy gia ting xuét hién tic
dung khéng mong muén & c4c bénh nhan khi ding déng thér
sildenafil véi thudc e ché CYP3A4, nén xem xét lleu khoi
diu 25 mg.

B Dung dong thdi ritonavir, thuf)c uc ché HIV protease va cling
{rc ché P450, & giai doan 6n dinh (liéu 500 mg x 2 lan' 1 ngly)
clng voi sildenafil (liéu don 100 mg) 1am C_ . Cua sildenafil
ting 300% (4 l.’m) va AUC huyé% furong ‘cta thude ting
1000% (11 13n). O 24 gid, ndng g sildenafil huyét twong vin
xap xi 200 ng/ml, so véi xép xi 5 ng/ml khi dung sildenafil
mot minh. Diéu nay ciing pht) hop véi anh hudng nbi troi
cta ritonavir trén mét loat cic chit chuyén hoa qua P450.
Sildenafil khong anh hudng 1én duge dong hoc cua ritonavir,
Trén co s& két qua dugc dong hoc nay, vige dung dong th&l
sildenafil va ntonavnr khong dugc khuyén khich va trong bét
cir trudmg hop ndo liéu sildenafil khong duge vuot qua 25 mg
trong 48 gio.
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khién C__ cua 5|ldenaﬁl téng 140% . va- AUC cna: thuoc
ting 210%. Sildenafil khong anh hudng 1én dugc ddng hoc
cua saquinavir. Cac thuoc ttc ché CYP3A4 manh h;m nhu
ketoconazol va itraconazol sé gy anh hmmg 16m hon.

- Khi dung liéu don 100 mg sildenafil cung vdi etythromycm
mot thuoe 1re che CYP3A4 déc higu, & giai doan on dinh
(500 mg x 2 lan 1 ngdy trong 5 ngdy), lugng thude hap thu -
toan thin (AUC) ting 182%. Trén nhimg’ ngm‘h‘tinh nguyén
nam gi¢i khoe manh binh thuon khong co bing chimg -
cho thay azithromycin (500 mg m i ng&y %mg 3 ngdy) anh
huéng lén AUC, C_ TP“ hang s6 toc d6 thai trir, hojc nira
ddi cha sildenafil hay cac chﬁt chhycn héa chinh. Cimetidin
( 800 mg), mét thude (rc ché P450 va trc ché CYP3A4 khong
dic hi¢u, lam tang nong do sildenafil huyét twong 56% khi
dung dong thoi sildenafil (50 mg) trén ngudi tinh nguyén
khoe manh.

- Nude ep buéi 1rc che nhe chuyen héa qua CYP3A4 thanh
rudt va cé thé ting rat nhe nong d6 huyét twong cua sildenafil.

- Liéu don thubc khang acid (magnesi hydmxld/nhOm
hydroxid) khong anh hudng 1én sinh kha dung cta sildenafil.

- Mic du nghién ciru tuong tac thude dac hiéu khong dugc
thuc hién trén tht cac cdc san pham dugc phém, phan tich
duge dong hoc cong dong khong cho thay bat ky anh hudng
nao khi dung sildenafil véi nhém tc che CYP2C9 (nhu
tolbutamm warfarin, phenytom), céc thube irc ché CYPZDG
(nhu thudc irc ché tai hap thu scrotonm co chon loc, chéng
tram cam ba vbng), thiazid va cic thuoc lgi nigu lién quan,
thude 1oi niéu ciual va gitr kali, thube e che men chuyén
angiotensin, thuoc ch(;n kénh canxi, thuoc d6i khang receptor
beta-adreno hodc thudc cam img chuycn hoa qua CYP450
(nhu rifampicin, barbiturat).

- Nicorandil, thudc ¢6 ¢4 hai tac dun; gom klch hoat kénh kah
va tic dung cta nitrat. Do thanh phgn nitrat, thuoc nay co thé
giy hdu qua tuong tac nghiém trong vdi sildenafil.

Anh huong cua sildenafil 1én céc thude khac

Nghién ciru In vitro:

- Sildenafil {rc ché nhe cytochrom P450 cac isoform 1A2
209, 2Cl9 2D6, 2E1 va 3A4 (IC,,> 150 uM). Véi nong dQ
dinh huyet tuwong cua sildenafil Xap xi 1 uM sau lidu khu g
nghi, sildenafil khéng lam thay déi d6 thanh thal cac thu
chuyén héa qua cac i isoenzym nay,

- Khong ¢6 dir ligu vé tuong téc thudc giira sildenafil ‘va
céc thube trc ché phosphodiesterase khong dic hiéu nhu
theophyllm hay dipyridamol.

Nghién ciru In vivo:

- Phu hop véi cac anh hu&ng da biét 1én con duémg nitric oxid/
c¢GMP, snlfenaﬁl 6 thé 1am khéi phat tic dung clia nitrat, va
dﬁng thudc déng thori véi cﬁc thudc cho nitric oxid hoc nitrat
& bat ky, dang no d&u bj chdng chi dinh. -

- Dung dong thoi sﬂdenaﬁl cho bénh nhéin dang diéu tri thude
chen alpha c6 thé din dén ha huyét ap tri¢u chimg & mét vai
cd nhian nhay cam. Phan (mg nay hay xuét hién trong véng
4 gid sau khi dung sildenafil. Trong 3 nghién ctru tirong tac
thubc-thude, thuée chen alpha doxazosin (4 mg va 8 mg) va
sildenafil (25 mg, 50 mg, hay 100 mg) duqc dung dong thoi
cho bénh nhan méc ting san lanh tinh tuyén tlen liét (BPH)
di 6n dinh vfn diéu trj doxazosin, 0 cac quén thé nghién
ciru nay, huyet ap khi nam giam thém trung binh 7/7 mml-lg, :
9/5 mmHg, va 8/4 mmHg, va huyét ap khi dimg gidm thém ~
trung binh 6/6 mmHg, 11/4 mmHg, va 4/5 mmHg, twong
{rng. Khi din dong thoi sildenafil va doxazosin cho cidc bénh &
nhan dang diéu tri on dinh véi doxazosin, c6 mét sé béo cdo
bénh ‘nhan bj ha huyét ap tu thé. Céc tridu chimg dugc béo
céo bao goém chéng mit va chodng vang, nhung khong bi
ngét.

g thﬁng thiy c6 twong tac ding ké nao khi ding ddng thoi
sildenafil (50 mg) véi tolbutamid (250 mg) hodc warfarin
(40 mg), cd hai thude ndy déu chuyén héa qua CYP2C9.

- Sildenafil (50 mg) khéng 1am ting thoi gian chiy mau do acid
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binh tdi da trong mau 80 mg/dl
Ding dong thoi cac nhém thude chong ting huyct ap; loi
méu chc;n beta, tic ché ACE, déi khéang angiotensin II, cac
thudc chdng ting huyét 4p (gian mach hay tdc dyng trung
tim), chen thin kinh adrenergic, chen kénh canxi va chen
alpha-adrenoceptor, khong cho théy c6 $w khac biét ndo vé
tac dung khong mong muon & bénh nhan dang ding sildenafil
50 v&i nhém placebo. Trong nghién ¢iru tuong téc thude, khi .
sildenafil (100 mg) dugc ding déng thoi véi amlodipin &
bénh nhan tﬁng huyét ap, huyét ap khi ndm con glam thém
8 mmHg. Huyét 4p tdm trurong khi nim tuong (mg giam thém
7 mmHg. Mire d§ giam thém nay la twong tw so vdi khi ding
sildenafil m§t minh trén ngudi tinh n yénkhéemnh ==

- Sildenafil (100 mg) khéng anh huong lén dugc dong hoc
trang théi én dinh cua cac thuéc rc ché HIV protease,
saquinavir va ritonavir, ca hai déu 1a chat chuyén héa qua
CYP3A4.

- O céc nam tinh nguyén khée manh, sildenafil ¢ trang thai
on dinh (80 mg 3 lan | ngay) lam ting AUC cua bosentan
49 ,8% va Cmax ctia bosentan 42% (bosetan liu 125 ‘mg 2

lin 1 ngay). . Q ‘

Phl,l nir c6 thai cho con bii:

Sildenafil khéng duge chi dinh'cho phu nit.

- Chua c6 nghién ciru thich hop va kiém soét tbt vé viée ding
thude trén phu nir ¢o thai va cho con ba.

B Khong phat hién thiy phén ung khong mong mubn do
thube trong céc a?:en ciru sinh san tren chudt va tho dung
sildenafil dudng uong

- Khong thdy anh huéng Ién van dong va hinh thai tinh tring
trén ngudi tinh nguyén khoe manh uéug lidu don sildenafil
100 mg.

Anh hurémg 1én 14i xe hay vin hinh maiy mée:
Khéng c6 nghlén ciru vé anh huéng cua thude 1én kha ning
lai xe hay van hanh may méc

- Vi choang véng va thay dbi thj lyc da dugc béo céo tron
nglnen clru lam sang dung sildenafil, bénh nhén can biét vé
phéan (mg do sildenafil tru¢e khi lai xe hay van hanh may
moc.,

Qui lidu:

Trong céac ng‘men ctru trén ngudi tinh nguyt;n ding liéu don
1én t6i 800 mg, tac dung khéng mong muon tuong ty cic tic
dung quan sat thiy & liéu thip hon, tuy nhién ty 1¢ va o
trong tang 1én. Liéu 200 mg khﬁng tang hjéu qud ma lam tang
ty I¢ tac dung khong mong muon (dau dau do bimg mat,
chong mit, khé tiéu, s huyet miii, thay d6i thi Iyrc).

- Khi bi qua liéu, nén tlgl hanh céc bién phép hd tro tiéu
chuin theo yéu cau. Tham tach tha,n khong gitp tang thanh
thai thudc do sildenafil gﬁn manh véi protein huyét trong va
khéng thai trir qua mudc tiéu.

&

Quy cach déng goi:
Hop 1 vi x 1 vién nén bao phim.
Hop 1 vi x 4 vién nén bao phim.

Bio quédn:
Béo quan'& nhiét 4§ khéng qua 30°C, & noi khé mat, trénh énh
sang.' ' '/
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