SAGADAFIL 100

Vién nén bao phim sildenafil 100 mg

CANH BAO PAC BIET:

Thuéc nay chi dimg theo don ciia bdc si

Doc kj hieomg ddn sik dung triede khi ding.

Néu cdn them théng tin xin hoi y kién bdc si.

Thong bdo cho bdc sy nhitng tdc dung khéng mong mudn gdp phdi khi str dung thudc.
Khing dimg qud liéu chi dinh.

Khong ste dung thudce di qud han dimg,

Dé xa tam tay tré em.

1. Thanh phan céng thirc thuoc:

Ma3i vién nén bao phim chira:

Thanh phdn dieoc chdt: Sildenafil citrat 140,48 mg twrong duong véi sildenafil 100 mg.

Thanh phan td dwoc: Bot microcrystallin cellulose; dibasic calci phosphat; povidon; polysorbat
80; magnesi stearat; natri croscarmellose; maize starch; colloidal anhydous silica; déau
hydrogenated caster; film coating brilliant blue.

2. Dang bao ché: Vién nén bao phim.

M3 ta dic diém thude: vién nén bao phim hinh kim cuong, mau xanh,

3. Chi dinh diéu tri

Sildenafil diing dé diéu trj cac tinh trang rdi loan cwong duong, 14 tinh trang khéng c6 kha ning
dat duge hodc duy tri cwong cimg ¢ dé théa man hoat ddng tinh duc.

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

4. Lidu lwgng va cich dung

Vién nén sildenafil dwoc ding theo dudng udng.

Poi vi nglrm lom

Héu hét cac bénh nhén duge khuyén cdo dung Jiéu 50 mg khi can, ubng trude khi quan hé tinh
duc khoang 1 gi¢,

Duya trén sy dung nap va téc dung cua thuoc lidu ¢6 thé téng lén t6i mic tdi da la 100 mg hodc
glam 161 mirc 25 mg. Liéu khuyén cdo t&i da 1a 100 mg, s6 lan ding t6i da 1 1 1an mdi ngay.

Déi voi bénh nhin suy thin

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

Céc truong hop suy than nang (d6 thanh thai creatinin < 30 mL/phat), thi lidu nén ding 1a 25 mg
vi d6 thanh thai cua sildenafil bi giam & nhitng bénh nhan nay.

P6i véi bénh nhéin suy gan

Liéu nén ding 14 25 mg vi do thanh thai cia sildenafil bi giam & nhitng bénh nhan nay (vi du
bénh xo gan).

Dbi véi bénh nhin dang phai dung cdc thube khac

Dura vao mirc dd trong téc & nhimg bénh nhan dang ding sildenafil ddng thdi véi ritonavir (xem
muc 9. Twong tdc, twong Ky ciia thude) thi khong nén vuot qua mét lidu don téi da la 25 mg
sildenafil trong vong 48 gid.

Nhitng bénh nhan dang ding cac thubc cé tdc dung e ché CYP3A4 (vi dy erythromycin,
saquinavir, ketoconazol, itraconazol) thi 1iu khéi ddu nén ding 1a 25 mg (xem myc 9. Twong
tac, twong ky, ciia thuoc)

Pé han ché nguy co ha huyét 4p tu thé trong qua trinh diéu tri, bénh nhén nén duge diéu tri n
dinh khi dung cac thube huy « giao cam trude khi bit dau tri ligu véi sildenafil. Thém vao d6,
nén can nhic ding céc lidu sildenafil thép hon khi khoi déu diéu tri (xem muc 6, Canh bae va
thin trong dic bi€t khi siv dung va 9. Twong tac, twong ky cia thudc).

P6i voi tré em
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Khéng ding sildenafil cho tré em dudi 18 tudi.

Poi véi ngudi cao tudi

Khong cén phai diéu chinh liéu.

5. Chéng chi dinh

Chdng chi dinh dung sildenafil cho nhitg bénh nhan di {mg véi bt ki thanh phan nao cta thudc.
Sildenafil lam ting tac dung ha huyét 4p cia céc nitrat c4p va man tinh. Vi vy chéng chi dinh
ding sildenafil cho nhitng bénh nhan dang ding nhitng chat cung cdp nitric oxid, cdc nitrat hiru
co hay nhitng nitrit hiru co dudi bét ky hinh thirc nao du la thudng xuyén hay gian doan (Xem
muyc 9. Twong tic, trong ky, cia thudc).

Chéng chi dinh ding dong thdi cac tic nhén rc ché PDES, bao gom sildenafil, véi chit kich
thich guanylat cyclase, nhu riociguat, do ¢6 kha nang gay ra ha huyét 4p triéu chimeg.

6. Canh bao va than trong dic biét khi sir dung

Phai khai thac tién str va kham lam sang ti mi dé chén doén rdi loan cuong duong, dé x4c dinh
nhimg nguyén nhén tiém 4n va xac dinh hudng diéu trj thich hop.

Vi c6 thé ¢6 mot s6 nguy co tim mach lién quan téi hoat dong tinh duc, nén bac sT phai chi y toi
tinh trang tim mach ctia bénh nhan trirge khi tién hanh diéu trj rbi loan cuong duong.

Khéng nén dung céac thude diu tri rdi loan cuong duong ¢ nam gidi duge khoyén khong nén
hoat dong tinh duc.

Céc bién cb tim mach nghiém trong bao gbm nhoi méu co tim, dot tr lién quan t61 bénh tim,
loan nhip that, xuat huyét ndo va con thleu méau cuc bd thoang qua dugce bdo cdo trong qua trinh
luu hanh st dung sildenafil dé diéu tri r01 loan cuong dwong. Hau hét nhung khong phai tat ca
cac bénh nhéan nay dd c6 tin sir céc yéu td nguy co tim mach. Nhiéu bién cb trong so nay dugc
béo cdo xudt hién trong hofic ngay sau khi hoat déng tinh duc, va mét vai bién co duge béo cdo
xay ra ngay sau khi dung sildenafil ma khéng c6 hoat dong tinh dyc. Cac bién c¢b khac duge bao
c4o xay ra tir vai gid dén vai ngay sau khi dang sildenafil va cé quan hé tinh dyc. Khéng thé x4c
dinh dugc ligu céc bién cb nay c¢ lién quan trye tiép téi sildenafil, hoat dong tinh duc, bénh nhéan
dang c6 bénh tim mach, sy két hop céc yeéu t6 nay hay cac yéu td khac.

M{t sb thir nghiém 1am sang cho thdy rang sildenafil ¢6 thudc tinh gifin mach toan than gy ha
huyét 4p thodng qua (xem muc 12. Dic tinh dwge lye hoc). P6i véi hau hét céc bénh nhan, didu
d6 ¢6 anh hudng rat it hodic khong c6 anh hudng gl Tuy nhién trude khi ké don, thdy thudc phai
chit ¥ t6i nhitng bénh nhin ¢6 tinh trang bénh 1y ma c6 thé bj anh huéng boi tac dung nay va dac
biét khi ¢ thém hoat dong tinh duc. Nhitng bénh nhén ¢6 can tré dong chdy thét trai (vi du hep
dong mach chu, bénh co tim phi dai téc nghén) hay méc h01 chiing teo da hé thong {syndrome of
multiple system atrophy) la nhimg bénh nhan ¢6 ting man cam voi cac yéu to gidn mach, bitu
hién bang sif suy giam trAm trong kha nang khéng ché huyét ap ty dong 1a nhitng nguoi cdn phai
rat cAn nhic khi diéu tri.

Bénh than kinh thi glac thiéu méau cuc bd khéng do ddng mach (NAION}, mdt bénh hiém gdp va
la nguyén nhan gay glam thi lyc hodc mat thi Ixe, duoc béo cdo hiém gap trong qué trinh luu
hanh khi sir dung véi cac thudce tic ché phosphodiesterase nhom 5 (PDES), bao gbm sildenafil.
Hau hét nhimg bénh nhén nay da c6 cdc yeu 16 nguy co nhu ty 18 chén thi gidc thp so véi dia thi
giac (“dia thi giac tang”), trén 50 tudi, dai thao dudng, cao huyet ap, bénh mach vanh, lipid mau
cao va hiit thube. M8t nghién ciru quan sat ddnh gid liéu ring viéc st dung gin day cia chit i
ché PDES, nhu mét nhém thube, c6 lién quan den viéc khoi phat cép tinh NAION hay khéng.
Két qua goi y ring nguy co bi NAION téng gan gap doi trong vong 5 chu ky bén thai ctia chét e
ché PDE5 duge ding. Dua trén y van da xudt ban, ti 1é mac méi ‘hang nam cia NATON 1a 2,5-
11,8 ca trén 100.000 nam gidi d6 tudi > 50 hang nam trong dan s& néi chung. Trong trudmg hgp
mz’it thi lwe dodt ngdt, can khuyén bénh nhin ngimg dung sildenafil va hoi y kién béc si ngay.
Nguoi d4 timg bi bénh NAION c¢6 nguy co tai phat NATON tdng 1én. Vi vy bdc st can thao luin
v6i nhiing bénh nhan nhu viy vé nguy co nay va viéc liéu ho cé bi anh huémg xAu néu sir dung
chét 1tc ché PDES hay khdng. Céc chat trc ché PDES, ké ca sildenafil, ¢an dugc dung thin trong
& nhitng bénh nhan nay va chi khi lot ich du kién vuot trdi so véi nguy co.
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Can théan trong khi chi dinh sildenafi] cho bénh nhén dang ding thudc huy o giao cam vi chi dinh
dong thoi co thé dan téi ha huyet ap triéu chimg ¢ nhimg bénh nhan nhay cam (xem muc 9.
Twong tac, twong ky, ciia thudc). Dé han ché nguy co ha huyét 4p tu thé, bénh nhin nén diéu tri
on dinh huyet dong khi dung cac thudc huy « giao cam trudce khi bt dau tri liéu bing sildenafil.
Nén can nhic bit diu didu trj bang sildenafil & céc liéu thap (xem muc 4. Liéu lwong va cich
dung). Thém vao do, bac si cin khuyén bénh nhan nhimg viéc can lam trong trudong hgp c¢d cac
trigu chiig cua ha huyét ap tur thé.

M®ot s6 it bénh nhan viém vdng mac siic t6 c6 céc rdi loan vé gen phosphodlesterase & vOng mac,
can phai than trong khi diéu tri sildenafil & nhiing bénh nhan nay vi chua cé nhiing bang chimng
an toan.

Céc nghién ciru in vitro trén tiéu cau ngudi cho thay sildenafil ¢6 anh hudng téi kha ning chéng
ngung két tap tidu cAu cia natri nitroprussid (chat cho nitric oxid). Hién nay chua c6 thong tin an
toan vé viée sir dung sildenafil trén nhimg bénh nhan bj ro1 loan déng mau hogc foét tiéu hoa cap
tinh, vi vy can than trong & nhimg bénh nhan nay.

Cén than trong khi ké don céc tdc nhén didu tri rbi loan cuong duong cho nhitng bénh nhén ¢6
c4c bién dang vé giai phu dwong vat (nhu duong vét gip goc, bénh xo hoa thé hang, hay bénh
Peyrome) nhimg bénh nhén ¢6 bénh ly d& gay cuong dau dwong vat (nhur bénh thiéu mau hng
cau hinh liém, bénh da u tuy, bénh bach cAu).

D3 c6 bao céo vé tinh trang cuong duong kéo dai va cuong duong khong mong mubn khi sir
dung sildenafil sau khi thude duoc luu hanh. Trong truong hgp cuong duong kéo dai hon 4 gid,
bénh nhan cin dén co s¢ y t dé diéu trj ngay lap tu. Néu cwong duong khong dugc diéu tri
ngay c6 thé dan dén md dwong vat bi phéd huy va mét kha nang cuong dwong vinh vién.

Tinh an toan va hiu qua cua viéc dung két hop sildenafll véi cac chét trc ché PDES khéc, cac
thudce didu trj ting huyet ap dong mach phdi (pulmonary arterial - PAH) ¢6 chira sildenafil
(REVATIO) hogc cac thude didu tri rdi loan cuong duong khac khong duge nghién ctru, vi vay
khong nén ket hop diéu tri céc thude nay.

Giam hay mét thinh lye dot ngdt d& dugce bdo cdo trén mot s6 Jugng nho céc truomg hop st dung
cac chat tic ché PDES, bao gdm sildenafil trong céc thir nghlem lam sang va sau khi luu hanh.
Hau hét c4c bénh nhan nay c6 cac yéu tb nguy co déi voi vige giam hay mat thinh lyc dot ngot
Khong thiét 1ap duge moi quan h¢ nhén qua gitta viéc sir dung céc chat ttc ché PDES va viéc
giam hay mat thinh luc dot ngdt. Trong trudng hop bi giam hay mét thinh lirc d6t ngdt, bénh
nhan dugce khuyén nén ngimg udng sildenafil va kham bdc si ngay 1dp tie.

7. S dung thudc cho phu nir ¢é thai va cho con bi

Khéng dung sildenafil cho phu nii.

Nghién ctu trén chudt va thé sau khi dung sildenafil dudng uong, khéng thay CAcC bang chitng vé
kha nang gy quéi thai, giam kha nang sinh san, hogc nhiing téc dung bat lgi cho sy phét trién
cua phdi va thai nhi.

Chua cé cac nghién ctru day da va thich hop trén phuy nit ¢6 thai va cho con b

8. Anh hwéng 1én kha ning l4i xe va vin hanh miy méc

Chua ¢6 nghién ctru cu thé nao vé anh hudng 18n kha ning 14i xe va van hanh may méc duoc tién
hanh.

Hién tuong chéng mat va thay ddi thi luc da duge béo cdo trong cdc thir nghiém ldm sang véi
sildenafil, do vdy bénh nhan can biét 5 ho phan tmg nhur thé nao véi SAGADAFIL truéc khi lai
xe hodc van hanh mdy mdéc.

9. Twong tac, trong ky cia thude

Twong tac

Anh hwéng ciia edc thude khac dbi véi sildenafil

Cac nghién citu in vitro

Chuyén héa sildenafil dién ra chit yéu boi cdc phan nhém cytochrom P450 (CYP) dang 3A4
(dudng chinh) va 2C9 (duomg phu). Vi vay tAt ca céc tac nhan gay irc ché nhimg phin nhém nay
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c6 thé lam giam % thanh thai cta sildenafil va cdc tdc nhdn gy kich thich nhiing phin nhém
ndy cé thé lam ting d¢ thanh thai cua sildenafil.

Cac nghién ciu in vive ' ‘

Céac phan tich duge dong hoc qua céc dir liéu thir nghiém ldm sang cho thay, khi ding dong thoi
sildenafil véi cdc tic nhan 1zc ché CYP3A4 (nhu ketoconazol, erythromycin, cimetidin) s& lam
giam dd thanh thai cia sildenafil.

Cimetidin (800 mg), mdt tdc nhan irc ché cytochrom P4§0 va e ché khong dac hiéu C}YP3A4,
khi dung dong thoi véi sildenafil (50 mg) sé lam ting néng d6 cia sildenafil trong huyet tuong
I€n 56% trén nhitng ngudi tinh nguyén khde manh.

Erythromycin (500 mg, dung 2 lan/ngay trong 5 ngay) la mdt tac nhén trc ché trung binh
CYP3A4, khi ding dong thdi véi liéu don 100 mg sildenafil, d& 1am tang dién tich dudi dudng
cong sildenafil (AUC) 1én 16i 182%. Ngoai ra vi¢c dung dong thdi mot lieu don 100 mg
sildenafil v6i téc nhan tic ché protease ciia HIV saquinavir (1200 mg dung 3 lan/ngay), day cling
13 mét tac nhén gay trc ché CYP3A4, d3 lam tang Cmax cua sildenafil 1én téi 140% va ting AUC
[&n t&i 210%. Sildenafil khong anh hudng t6i duge dong hoc cha saquinavir (xem muc 4. Lidu
Irgng va cach dung). Cac tac nhan irc ché CYP3A4 manh hon nhu ketoconazol va itraconazol
cling s& cé nhitng anh hudng 16n hon.

Viéc ding dong thoi lieu don 100 mg sildenafil vdi tac nhan e ché protease cua HIV ritonavir
(500 mg, dung 2 Ianfngay), mdt chit irc ché manh P450, da lam tang Cmax cua sildenafil [én té
300% (gap 4 lan) va tang AUC trong huyét twong [en t&i 1000% (gdp 11 13n). Thai diém 24 gior
sau diing thude, ndng do cua sildenafil trong huyét tvong van xap xi 200 ng/mL so v6i 5 ng/mL
khi diing mdt minh sildenafil. Diéu nay phi hop véi tac dong rd rét cia ritonavir 1én céc co chat
cua P450. Sildenafil khéng ¢6 anh huong té duge dong hoc cua ritonavir (xem muc 4. Liéu

lwgng va cach diung). ) ) X
Khi dung sildenafil theo mirc liéu khuyén cdo cho nhimg bénh nhén dang diéu tri cdc tic nhan co

kha ning \rc ché CYP3A4, ndng dé sildenafil tw do ti da trong huyét tuong khong vugt qua 200
nM va déu dung nap tét. Nhitng lidu don cdc thudc khang acid (magnesi hydroxyd, nhdm
hydroxyd) khong anh hudng téi sinh kha ch,lng ctta sildenafil.

Trong mét nghién cru trén tinh nguyén vién nam gioi khoe manh, vige dung déng thoi chét dbi
khang endothelin, bosentan, mot chat cam tng CYP3A4 [trung binh], CYP2C9 va c6 thé ca
CYP2C19) & trang that bn dinh (125 mg, 2 lAn/ngay) véi sildenafil & trang théi én dinh (80 mg, 3
lAn/ngdy) dan dén viéc giam AUC va Cmax cua sildenafil twong tmg 13 62,6% va 55,4%.
Sildenafil lam tang AUC va Cmax clia bosentan twong tmg la 49,8% va 42%. Vigc dung dong
thoi véi cac chat cam tng CYP3A4 manh, nhu rifampin, dwoc cho 13 s& lam giam nong dd
sildenafi! trong huyét tirong nhidu hon.

Dir ligu duge dbng hoc trong céc thir nghiém lam sang cho thziy ring, cac tac nhan itc ché
CYP2C9 (nhu tolbutamid, warfarm) trc ché CYP2D6 (nhu céc thude tre ché tai hap thu c6 chon
loc serotonin, thubc chong trdm cam loal 3 vong), thude 101 niéu thiazid, cac chét e ché enzym
chuyén angiotensin (ACE) va cac thubc chen kénh calci déu khong lam anh huéng téi duge dong
hoc ciia sildenafil.

Trén nhitng nguoi nam gidi tinh nguyén khde manh khéng thay ¢6 anh hudng nao cua
amthromycm (500 mg/ngay trong 3 ngay) t61 AUC, Cmax, Tmax, hing sb tdc do thai trly, thoi
glan ban thai cla sildenafil cung nhu chét chuyen héa chinh cta né.

Anh huéng ciia sildenafil dbi véi cdc thude khac

Ciac nghién citu in vitre

Sildenafil 1 mdt tac nhan e ché yéu cac cytochrom P450 phan nhém 1A2, 2C9, 2C19, 2D6,
2E1 va 3A4 (IC50 > 150 uM). ,

Do sau khi dung lidu khuyén cdo thi ndng d6 dinh trong huyét twong ctia sildenafil x4p xi 1 pM,
nén sildenafil s& khong lam thay dbi d6 thanh thai cic co chét cia cac isoenzym nay.

Cac nghién etru in vivo
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Sildenafil da duoc chung minh 1a ¢é kha ning lam tang tac dong ha huyet ap cla cac nitrat cap
va man tinh. Vi vay chdng cbi dinh ding sildenafil cing véi cac chat cho nitric oxid, cac nitrat
hiru co hay nitrit hiru co dudi bét ky hinh thire nao du la thuéng xuyén hay gian doan (xem muc
5. Chéng chi dinh).

Trong 3 nghién ciru dac hiéu vé tuong tac thudc-thudc, thude huy o giao cam doxazosin (4 mg
va 8 mg) va sildenafil (25 mg, 50 mg, hodc 100 mg) dugce chi dinh dong thoi cho cac bénh nhén
budu lanh tién liét tuyen diéu trj 6n dinh v6i doxazosin. Quan sat cac d6i tuong nghién cifru nay,
céc mirc giam bo sung trung binh cua huyet ap do o tu thé ndm ngira 1an luot 1a 7/7 mmHg, 9/5
mmHg, va 8/4 mmHg va cic mirc giam bd sung trung binh cia huyét ap do & tu thé dimg lan
luot la 6/6 mmHg, 11/4 mmHg, va 4/5 mmHg. Khi chi dinh dong thm sildenafil va doxazosin
trén bénh nhén dang didu tri 6n dinh véi doxazosin, it c6 cac béo cao vé nhiing bénh nhén bi ha
huyét 4p tu thé triéu chirmg. Céc bao cao nay bao gbm chéng mat va mét moi, nhung khéng ngat.
Chi dinh dong thoi sildenafil cho bénh nhan dang ding thudc huy o glao cam c6 thé dan t6i ha
huyét ap triéu chung & mdt sb bénh nhan nhay cam (xem muc 4. Liéu lwong va cach dung va
muc 6. Canh béo va than trong dic biét khi sir dung).

Khéng ¢6 tuong téc c¢é y nghia nao khi chi dinh dong thoi sildenafil (50 mg) voi tolbutamid (250
mg) hodc warfarin (40 mg) (1a cic chét dugce chuyén hoa bai CYP2C9),

Sildenafil (100 mg) khong anh huéng t6i duge dong hoc cua céc tac nhén ché protease cua
HIV nhu ritonavir va saqumavnr (ca hai thubc nay déu 13 co chit cua CYP3A4) (xem phén trén,
Anh huéng ciia cic thuoc khac dbi véi sildenafil).

Sildenafil ¢ trang thai on dinh (80 mg, 3 lan/ngay) lam ting 49,8% AUC cua bosentan va ting
42% Cmax cua bosentan (125 mg, 2 lan/ngay) (xem phén trén, Anh hwéng ciia cie thude khic
déi vai sildenafil).

Sildenafil (50 mg) khéng lam tang thém thdi gian chay mau do aspum (150 my).

Sildenafil (50 mg) khong lam tang thém tac dung ha huyét 4p cta rugu trén nhimg ngudi tinh
nguyén khoe manh véi nong db t6i da trung binh la 0,08% (80 mg/dL).

Khéng c6 tuong tac cd y nghia nao giita sildenafil (100 mg) va amlodlpm ¢ bénh nhan ting
huyét ap (0 tu thé nam ngtra chi 1am ha thém huyét ap 8 mmHg dbi véi huyét ap tdm thu va 7
mmHg dbi voi huyét ap tam truong).

Phan tich dya trén céc dir li¢u an toan cho thiy, khéng c6 su khac nhau nao vé tac dung khéng
mong muén & nhitng bénh nhan diing va khéng ding sildenafil ddng thoi véi cac thude ha huyét
ap.

Twong ky: Do khong ¢6 cic nghién ciru vé tinh tuong ky cua thubc, khong tron [an thube nay
v6i thude khac.

10. Tac dung khong mong mubn

Noi chung nhimg tac dung khong mong muon chi & mirc thoang qua, nhe hay trung binth.

Trong cac nghién cin lidu ¢b dinh, tin suit cua mét vai bién chimg ting theo lidu.

Cac nghién ciu vai lidu ¢b dinh phan anh xéc thye hon ché do lidu khuyén cdo. Ban chét cac tac
dung khong mong mubn trong cac nghién ctru ndy tuong tr nhu trong cic nghién ciru véi lidu cb
dinh.

Céc tac dung khong mong mudn thudng dugc bio cao nhat la dau diu va dé bimg mat.

Bang Tac dung khong mong mubn cda thude

A Rit thwomg [ Thwdmg gap it gap Hiém gap
P'l']‘i" ::"" L gip > 1/100 > 1/1.000 > 1/10.000
¢ coquan > 1/10 va < 1/10 va <1/100 va < 1/1.000
Nhiém khuén va
nhiém ky sinh Viém miii
tring
Réi loan hé Qud min
mién dich
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R&i loan hé than
kinh

Pau dau

Choéng mat

Budn ngl

D{mg kinh'; dong kinh tai
phét ; ngat

Réi loan mét

M mit; rbi
loan thj giac;
chimg thiy sic
xanh

Pau mét; SQ
anh sang; hoa
mit; loan sic
thi; sung huyet
mét; ch6i mét

Phu mit; sung mat; khd
mét; moi mét 16a mit;
chimg thay sac vang,
chu'ng thdy séic rdi loan
mét; sung huyét két mac;
kich tmg mét; cam giac
bat thudng & mit; phti mi
mat

Réi loan tim

Nhip tim
nl}anh; danh
trong nguc

R&i loan mach

D6 bung mat;

Ha huyét ap

mau nong birng
Roi loan h6 hap, » Chay méu cam; | Co thit hong; khd mii;
ngye va trung Nghet miti s phit mili
thit
Ching trao

AL A LA
R61 loan hé tiéu
hoéa

Budn nén; khé
tiéu

nguoc da day
thye quéan; ndn
mira; dau bung
trén; khd miéng

Giam cam giac & miéng

Réi loan da va
mad dudi da

Phat ban

R&i loan hé co
xuong va mo
lién két

Pau co; dau chi

Réi loan hé sinh
duc va v

Cuong duong khéng
mong mudn ; ting cuong
duwong

Céc 16i loan

chung va tai noi Cam gidc néng | Kich tng
dung thude

Két qua kiém - —

tra/xét nghiém Téng nhip tim

*ADR duge xac dinh sau khi luu hanh thude.

Véi lidu 16n hon lidu da khuyén céo thi cac tac dung khéng mong mubn cfing van 1 cic tdc dung

d4 liét ké & trén, nhung néi chung 13 s& gap nhiéu hon.

Qua phén tich cac thir nghiém 14m sang mu d6i cé d6i ching gia duge gom hom 700 nguoi hang

nam dung gia dugc va 1300 ngudi hang nam dung sildenafil, khéng thdy c6 su khac bi€t nao

giita hai nhom vé ti 1& mic nhoi mau co tim (MI) va ti 1 it vong do tim mach. Ddi v6i ca hai

nhom thi ti 1& nhdi mau co tim (M) 13 1,1 trén 100 ngudi hang ndm, con ti 1€ tr vong do tim

mach la 0,3 trén 100 ngudi hang ndm.

11. Qua lidu va cach xi tri

Nghién ciru trén nhiing ngudi tinh nguyén dung lidu don 800 mg sﬂdenaﬁl cho thiy c4c tac dung

khong mong mudn & liéu nay twong tir nhur & lidu thip, nhung tan suft gip va mirc do thi ting

1én.

Trong trudng hop qua liéu, yéu clu phai cé céc bién phap hd trg phu hqp

Thim phén thin khdng lam tang d¢ thanh thai vi sildenafil gén manh voi protein huyét tuong va
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khéng b thai trir qua nude tiéu.

12. Dic tinh dwoc lwe hoe

Sildenafil citrat 14 mudi citrat cta sildenafil, ding dudng ubng dé diéu trj r6i loan cwong duong.
Sildenafil ¢6 tac dung irc ché chon lpc guanosin monophosphat vong (¢GMP-cyclic guanosin
monophosphat) - phosphodiesterase dic hiéu nhém 5 (PDES).

Co ché tic dung

Co ché sinh 1y cuong duong vat kéo theo sir giai phong nitric oxid (NO) & thé hang trong sudt
qué trinh kich thich tinh duc.

Sau d6 NO hoat hod enzym guanylat cyclase, enzym nay lam tang ndng d6 ciia cGMP tir d6 lam
gifin co tron mach mau ciia thé hang va cho phép dong mau chay vao.

Sildenafil khong c6 tac dung gidn trire tiép trén thé hang phan lap clia ngudi, nhung n6 lam ting
tac dung ctia NO bang céch trc ché PDES, chit nay ¢6 tac dung phén huy cGMP trong thé hang.
Khi kich thich tinh duc tao ra sy giai phong NO tai chd, thi su trc ché PDES cua sildenafil s& lam
tang lugng cGMP trong thé hang, két qua lam gifin co tron va ting dong mau tdi thé hang.

J liéu da khuyén céo thi sildenafil chi cé tac dung khi ¢6 kich thich tinh duc kém theo.

Céac nghién ciu in vitro cho thay sildenafil \rc ché chon loc PDES5.

Téc dung cua sildenafil chon loc trén PDES manh hon cdc phosphodiesterase dd dugce biét khac
(gdp 10 lan d6i véi PDEG, > 80 lan dbi voi PDEIL, > 700 lan ddi véi PDE2, PDE3, PDE4 va
PDE7- PDEI11).

Téc dung chon loc trén PDES manh gép 4.000 1dn so véi PDE3, diéu nay rt quan trong vi PDE3
132 mot enzym lién quan t&i sur co bop ciia tim.

Céc nghién citu 1am sang

Tim

Khéng c6 sur thay dbi lién quan 1dm sang trén dién tam @4 (ECGs) cha nhimng ngudi nam gici
tinh nguyén binh thuéng khi ding céc lidu don sildenafil 1én t&i 100 mg dudmg uong.

Sau khi dung lleu 100 mg, huyét 4p tdm thu giam t5i da trung binh 4 8,3 mmHg con huyét ap
tam truong giam tbi da trung binh la 5,3 mmHg (do ¢ tr thé nim ngura).

Nhitng anh hudng 1én huyét ap trén nhu’ng ngudi dang dung nitrat ddng thoi nhidu hon nhng
cling chi thoang qua {xem muc 5. Chéng chi dinh va muc 9. Twong tdc, twong Ky, clia thubc).
Nghién ctru vé huyét dong trén 14 bénh nhén bi bénh déng mach vanh ndng (hep > 70% it nhat
la 1 ddng mach vanh) dugce dung lidu don 100 mg sildenafil thay rang huyet ap tam thu va tam
trwong khi nghi ngoi giam di 7% va 6% so véi huyét &p trude khi dimg thude. Huyét 4p tdm thu
dong mach phdi trung binh giam di 9%. Sildenafil khéng tac dong t&i cung luong tim va khong
anh hudng dong chay qua cac ddng mach vanh bi hep va tao ra sy cai thién (khoang 13%}) trong
viée dao nguoce dong chay mach varh dugc kich thich bang adenosin (trong ca cée déng mach bj
hep va cac ddng mach lién quan).

Thir nghiém ldm sang mu ddi cé déi chimg véi gia dwgce trén 144 bénh nhén rdi loan cuwong
duong va dau that nguc 6n dinh. Nhiing bénh nhén nay dung thude chdng dau that nguc thuong
xuyén (ngoal trir nitrat). Ho phai gang stre lam vige cho 61 mire gid1 han cua dau thit ngyc xuét
hién. O nhiing bénh nhan ding liéu don 100 mg sildenafil thi thoi gian kéo cbi xay 1au hon (19,9
gidy; khoang tin cdy 95%: 0,9 - 38,9 gidy) (c6 ¥ nghia thong ké) so véi nhitng bénh nhén ding
gia dugc. Thoi gian ging sirc trung binh (duge didu chinh véi mitc co ban) cho téi gidi han dau
that ngue 14 423,6 gidy & nhitng ngudi dimg sildenafil va 403,7 gidy ¢ nhimg ngudi ding gia
dugec.

Nghién ctru mi d6i ngau nhién, cé ddi chimg voi gia duge (vai liéu sildenafil thay d6i, téi da
100 mg) trén 568 nam gidi b rdi loan cuong dwong va tang huyet 4p. Nhiing bénh nhén nay luén
ludn phai dung it nhét hai loai thubc chéng ting huyét 4p. Két qua sildenafil cai thién kha ning
cuong 71% & nhitng ngudi dung sildenafi! so véi 18% & nhitng ngudi dung gia duge. Ty 1€ giao
hop thanh c¢ong & nhitng nguoi dung sildenafil 62% so vdi 26% & nhitng ngudi dung gia duge.
Ti 18 gap céc tac dung khong mong mudn & nhimg bénh nhin nay ciing twong tw nhu & nhimg
nhém bénh nhén khac, ciing nhu khdng thay déi & nhimg ngudi ding 3 hay nhiéu hon cac thube
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chdng tang huyét 4p.

Thi giac

Su khac nhau trong viéc phan biét mau nhe va thoang qua (xanh da troi/xanh fa cdy) dugce phat
hién thdy & mot vai truong hop dung test Farnsworth - Munsell 100 hue sau 60 phut khi dung
lieu 100 mg, con sau 120 phiit khdng ¢6 mot anh hucmg nao dugc chimg minh. Co ché chinh cua
su thay d6i phan biét mau cé lién quan téi viéc e che PDE6. Loai enzym nay ¢ nhiéu & vong
mac. Cac nghién citu in vitro chi ra rang sildenafil tc ché PDE6 kém hon 10 lan so véi PDES.
Sildenafil khéng c¢6 anh hwong nao trén tinh linh hoat cua thi luc, sy nhay cam can quang, dién
véng mac do, ap luc trong mét hogic do ddng tir. ’

Trong mét nghién ciru ngang ¢ déi chimg & nhimg bénh nhén thoai hoé diém vang c6 lién quan
t6i tudi (n= 9) thi sildenafil (liéu don, 100 mg) dugc dung nap tt va khéng c6 anh hudng trén
lam sang c6 ¥ nghia 1én cac kiém tra v& thi luc (tinh linh hoat cua thi lyc, 1uéi Amsler, phén biét
mau, tin hiéu dén giao thong, thi trudong k& Humphrey).

Tinh hiéu qua

Tinh hiéu qua va an toan cta sildenafil dugc danh gia trong 21 thur nghi¢m lam sang mu doi ngiu
nhién cé doi chimg véi gia duoc trong thoi gian tdi 6 thang. Trén 3000 bénh nhén réi loan cuong
duong (19-87 tudi) & tat ca cac thé (thé do co quar, thé do tam 1y, thé hdn hop) dwoc cho dung
sildenafil. Higu qua cua sildenafil dugc danh gid béng céc cAu hoi danh gid chung, nhat ky cuong
dwong, bang ciu héi danh gid chirc nang cuong qubc té IIEF (International Index of Erectile
Function), va bang cau héi danh cho cac d6i tac tinh duc cua cac bénh nhén.a §

Hiéu qua cua sildenafil 1a kha ning dat duge va duy tri cuong cimg du dé tién hanh giao hop.
Hiéu qua nay da dwoc chimg minh qua tat ca 21 nghién ctru trén va dugc duy tri qua cac nghién
ciru mo rong kéo dai (trén 1 nam). Trong cac nghién clru dung liéu ¢ dinh, ti 1& cai thién kha
nang cuong 1a 62% (véi lidu sildenafil 25 mg), 74% (véi lidu sildenafil 50 mg), va 82% (véi lidu
sildenafil 100 mg) so sanh véi két qua 25% & nhom dang gia dwoc. Ngoai sy cai thién kha nang
cuong thi sildenafil ¢on cai thién sy khodi cam, sy thoa mén khi giao hop va su hai long chung.
Qua céc thir nghiém thdy ring:

Trén cdc bénh nhén dai thdo duomg, ti 1& cai thién kha néng cuong cua sildenafil la 59% so véi
16% & nhitng nguoi ding gia dugec.

Trén cAc bénh nhan cét tuyén tién liét triét dé thi ti 1& ndy 1a 43% so véi 15% & nhimg ngudi
dung gia duoec.

Trén cac bénh nhin chin thuong tuy sbng thi ti 1& nay 1a 83% so véi 12% & nhitng ngudi ding
gia duoc.

13. Dic tinh dwge djng hoc

Durge dong hoc cua sildenafil twong ting véi lidu  trong khoang lidu khuyén cédo.

Sildenafil duwoc chuyén hod chinh tai gan (chu yéu qua cytochrom P450 3A4) va céc chét chuyén
hod ctia né ¢6 hoat tinh gidng hoat chat ban dau (sildenafil).

Hip thu

Sildenafil duoc hap thu nhanh sau khi ubng, véi sinh kha dung tuyét déi trung binh khoang 41%
(dao dong tir 25-63%).

Trén in vitro, néng d6 3,5 nM sildenafil (rc ché enzym PDES ctta ngudi khodng 50%. Trén
nguoi, néng d6 sildenafil tr do tdi da trung binh sau khi dung mét lidu don 100 mg la xap xi 18
ng/mL hodc 38 nM.

Céc ndng dp téi da dat duoc trong huyét tuong tir 30-120 phit (trung binh 60 phit) duge quan
sat khi udng thude lLic déi.

Thitc #n ¢6 ham lugng m& cao lam giam kha nang hip thu cua sildenafil, véi thoi gian gidm
trung binh Tmax 1a 60 phut, va Cmax giam trung binh 29%, tra lai mirc o hép thu khéng anh
hudng déng ké (dién tich dusi duong cong giam 11%).

Phin bé ,

Thé tich phén bd thudc trung binh cua sildenafil (Vss) 1a 105 L, phén bd tdp trung vao cac md.
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Sildenafil va chat chuyén hod ¢ vong tudn hoan lém ctia né la N-desmethyl gan 01 96% vao
protein huyét tuong. Viéc gin vao protein huyét twong khéng phu thudc vao ndng dd téng cta
no.

Nong dd clia sildenafil trong tinh dich ciia nhig ngudi tinh nguyén khoe manh sau khi udng
thube 90 phit & nhé hon 0,0002% lidu sir dung (trung binh 188 ng).

Chuyén hod

Sildenafil duge chuyén hda chi yéu boi cac enzym CYP3A4 (duong chinh) va CYP2C9 (duomg
phu) ¢b & gan.

Céc chit chuyén hod & vong chuyén hoa chinh cua sildenafil tao ra tir qua trinh N- desmethyl
hod, va sau d6 lai duge chuyén hoa tiép.

Céc chit chuyén hod nay c6 hoat tinh chon loc déi véi PDE twong tu nhu sildenafil va trén in
vitro tinh chon loc déi véi PDES x4p xi 50% cua chét ban dau

o nhitng nguoi tinh nguyén khée manh, nbng do trong huyet tuong cla cac chét chuyén héa xdp
xi 14 40% ndng d6 chit ban du.

Chét chuyén hoa N- desmethy! lai duoc chuyén héa tiép tuc, ¢6 thoi gian ban thai 14 4 gio.

Thai trer

Do thanh thai toan b cia sildenafil 1a 41 L/h v6i thoi gian ban thai pha cudi la 3-5 gio.

Sau khi dung dudmg udng hay tiém tinh mach, sildenafil dugc thai trr chu yéu qua phén dudi
dang chit chuyén hoa (khoang 80% lidu ubng) va mot phan nhé qua nudce tidu (khoang 13% liéu
uong)

Duwge ddng hoe & cdc di twromg bénh nhin dic biét

Ngwoi cao tudi

Trén nhimg ngudi cao tudi khoe manh (tir 65 tudi trd 1én), do thanh théi cla sildenafil giam di,
két qua Ja nbng do srldenaﬂl va chit chuyén héa ¢6 hoat tinh N-desmethyl trong huyét twong cao
hon khoang 90% so véi nong d nhitng chit nay ¢ nhitng ngudi tinh nguyén tré khoe manh (tur
18-45 tudi). Do su gén két sildenafil vao protein huyét tuong phu thudc vao tudi, ndng do tu do
cha sildenafil trong huyét tuong tang tirong tmg khoang 40%.

Nguwoi suy thin

Trén nhimg ngudi suy than nhe (46 thanh thai creatinin = 50-80 mL/phat) hay trung binh (d6
thanh thai creatinin = 30 49 mL/phiit), khi dung mét liéu don sildenafil (50 mg), khong thiy ¢4
bét cit su thay ddi ndo vé duoc dong hoc.

Trén nhimg nguorl suy thdn ning (dd thanh thai creatinin <30 mL/phut), d¢ thanh thai cua
sildenafil bi glam da lam téng xép xi gap dbi dién tich dudi dudomng cong AUC (100%) va Cmax
(88%) so v6i ngudi & cling d tudi nhung khong bi suy thin (xem muc 4. Liéu lwgng va cach
ding).

Thém vao do, céc gia tri Cmax va AUC cuia chét chuyén héa N-desmethyl tiang c¢6 ¥ nghia 200%
va 79% 1an luot & cac d6i twong suy thdn ning so véi & cac dbi tugng chirc nang than binh
thudmg.

Ngwoisuy gan

Trén nhimg nguoi xo gan (Child-Pugh A, Child-Pugh B), d¢ thanh thai cta sildenafil bj giam,
két qua lam ting di¢n tich duci duong cong AUC (85%) va Cmax (47%) so vdi nguoi khong bi
suy gan & cling d6 tudi (xem muc 4. Lidu lwong va cdch dung). Dugc dong hoc cla sildenafil &
bgnh nhan suy gan ngng (Child Pugh C) chwa dugc nghién ciru.

Cdc dii ligu an toan tien lim sang

Khéng tim thiy bang chimg nao vé kha néng gay ung thu trong mét nghién ctru trén chudt cong
kéo dai 24 thang dung lidu 16n gap 42 1an (tinh theo mg/kg) va gan gdp S lan (tinh theo mg;’m )
so v&i lidu t6i da da khuyén céo ding trén nguoi (Maximum Recommended Human Dose -
MRDH) va mét nghién ciru khac trén chudt nhat kéo dai 18-21 thang vdi liéu 16n gip 21 lan
(tinh theo mg/kg) va gip 2 lan (tinh theo mg/m?) so véi lidu dung tbi da & ngudi da dugce khuyén
cao (MRDH).

Céc test gdy dot bién & vi khuén va in vive déu am tinh,
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Khéng ¢6 mdt anh hudng nao 1én tinh chuyén dong va hinh thai cua tinh tring sau khi diing lidu
don 100 mg sildenafil trén nhimg ngudi tinh nguyén khée manh.
14. Quy ciach dong géi: Hop 1 vi x 4 vién.
15. Piéu kién bio quan, han ding, tiéu chuin chat lwgng cita thude
—  Diéu kién bdo quan: Bao quan dudi 30°C.
~  Han ding: 36 thang ké tir ngay san xudt.
—  Tiéu chudn chat heong: TCCS
16. Nha san xuit:

SAGA LIFESCIENCES LIMITED i
Survey No.198/2 & 198/3, Chachrawadi Vasna, Ta.: Sanand, Dist. : Ahmedabad-382210, An

ba.

Page 10 of 10



