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SILAFIL

Céc dau hiéu luu y va khuyén cdo:

Doc ki hudng dan sir dung trieée khi dimg.

Dé xa tdm tay (ré em.

Théng bdo ngay cho bac sy hodc dugc sy nhitng tdc dung khong mong muon gdp phdi khi
sir dung thudc.

Thuéc néry chi dimg theo don thuoc

1. Thanh phén cong thirc thuoe:
MJi vién nén bao phim chira:
Thanh phin hoat chiit:
SILAFIL-50: Sildenafil citrat twong duong sildenafil 50 mg.

SILAFIL-100: Sildenafil citrat tuong duong sildenafil 100 mg.

Thanh phin té dwge: Microcrystallin cellulose (Flocel-101) spray dried, dibasic calcium
phosphat dihydrat, croscarmellose natri, hypromellose (Methocel ES Premium LV),
microcrystallin cellulose (Flocel 102), magnesium stearat, Opadry 11 Blue (85F505201).

2. Dang bio ché

Dang bao ché: vién nén bao phim.

Mo ta dic diém thube:

SILAFIL-50: vién nén bao phim mau xanh dwong dén xanh duong nhat, hinh kim cwong,
hai mat 161, mOt mat co khic “50”, mat con lai tron,

SILAFIL-100: vién nén bao phim mau xanh duong dén xanh duong nhat, hinh kim cuong,
hai mit 151, mot mat c6 khdc “100”, mit con lai tron.

3. Chidinh

Sildenafil ding dé diéu trj céc tinh trang 16i loan cuong duong, 12 tinh trang khong ¢6 kha
nang dat duge hoéc duy tri cuong cimg du dé thoa méan hoat dong tinh duc.

Sildenafil chi ¢6 tic dung khi ¢6 kich thich tinh duc kém theo.

4. Liéu diing — Céch ding

Liéu ding:

Ngwai trwdng thanh

Liéu khuyén céo: 50 mg, ding khi cén va trude khi quan hé tinh duc khoang 1 gio.

Tuy vao hiéu qua va kha ning dung nap, lidu dung cé thé tang 1én 100 mg hodc gidm
xuéng 25 mg.

Liéu khuyén céo t6i da 14 100 mg. Chi dung lidu t6i da 1 lan/ngay.

Néu ubng sildenafil véi thire an, tic dung co thé cham hon so v6i khi doi.

Déi twong déc biét:

Bénh nhin suy thin: bénh nhén suy thin nhe va vira (thanh thai creatinin: 30-80 ml/phut)
khéng can chinh liéu.

Suy than nang (d) thanh thai creatinin < 30 ml/phit) nén dung lidu 25 mg vi d6 thanh thai
chia sildenafil bi giam & nhitng bénh nhén nay.

Tuy vao hiéu qua va kha nang dung nap, liéu ding co6 thé ting din 1&n 50 mg va 100 mg
néu can.

Bénh nhin suy gan: lidu nén dung 1a 25 mg vi do thanh thai sildenafil giam & bénh nhén
suy gan (xo gan).

Tuy \{riéno hiéu qua va kha niang dung nap, lidu ding c6 thé tiang din 1én 50 mg va 100 mg
néu can.

Dung thube khi dang didu tri véi thudce khie: dya vao mirc dd tuong téc & bénh nhéan
dang dung sildenafil ddng thai véi ritonavir (xem Twong tde, twong ky cia thude) thi
khong nén vuot qué mot liéu don (6 da Ia 25 mg sildenalil trong vong 48 gio.
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Nhing bénh nhén dang ding cac thube e ché CYP3A4 (vi dy erythromyein, saquinavir,
ketoconazol, itraconazol) thi liéu khéi dAu nén dung la 25 mg (xem Twong tac, twong ky,
ciia thudc).

Pé han ché nguy co ha huyét ap tu thé trong qué trinh diéu tri, bénh nhin nén dugc diéu tri
6n dinh khi dung céc thubc huy o giao cam trude khi bat dAu tri liéu voi sildenafil. Thém
vao do, nén cin nhic dung céc liu sildenafil thép hon khi khéi ddu diéu tri (xem muc
Canh bdo va thin trong khi ding thude va Twong tac, twong ky, cia thube).

Tré em: chéng chi dinh cho tré em duéi 18 tudi.

Ngwdi cao tudi: khong can phai giam lidu & ngudi cao tudi (= 65 tudi).

Dudmg dung: duémg uéng.

5. Chéng chi dinh

Chéng chi dinh dung sildenafil cho nhimg bénh nhén di (g voi bt ki thanh phan nao ciia
thude.

Sildenafil lam tang tac dung ha huyét ap cua cac nitrat cﬁp va man tinh. Vi vay, chéng chi
dinh dung sildenafil cho nhimg bénh nhin dang dung nhimg chét cung cAp nitric oxid, cac
nitrat hitu co hay nhimg nitrit hitu co duoi bat ky hinh thirc ndo di 13 thuong xuyén hay
ng;fu quéng (Xem muc Twong tic, twong ky cia thude).

Chéng chi dinh ding ddng thai céc téc nhan e ché PDES, bao gom sildenafil, véi chét
kich thich guanylate cyclase, nhu riociguat, do c6 kha nang gay ra ha huyét 4p triéu chimg.
6. Canh bzo va thin trong khi diung thube

Phai khai thac tién sir vA kham 14m sang (i mi d& chin doan rdi loan cuong duong, dé xéc
dinh nhirng nguyén nhén (iém 4n va xac dinh huéng diéu tri thich hop.

Vi c6 thé 6 mot sb nguy co tim mach lién quan t6i hoat dong tinh duc, nén thiy thude
phai chu ¥ téi tinh trang tim mach cua bénh nhan trude khi tién hanh diéu tri 6i loan
cuong duong.

Khong nén dung cac thubc diu tri rdi loan cuong duong ¢ nam gidi duoc khuyén khong
nén hoat dong tinh duc

Céc bién ¢b tim mach nghiém trong bao gdm nhdi méu co tim, dt tir lién quan t6i bénh
tim, loan nhip that, xudt huyét néio va con thiéu mau cuc bo thoang qua dugce bao céo trong
qué trinh Ivu hanh sir dung sildenafil dé diéu tri rdi loan cuong duong. Héu hét nhumg
khong phai tht ca cdc bénh nhan nay da ¢ tién sir cc yéu 6 nguy co tim mach. Nhiéu bién
cb trong s6 ndy dugc béo cdo xuét hién trong hodc ngay sau khi hoat dong tinh duc, va mét
vai bién ¢b duoce bdo cdo xay ra ngay sau khi diing sildenafil ma khong c6 hoat dong tinh
duc. Céc bién cb khac duge bio cao xay ra tir vai gior dén vai ngay sau khi dung sildenafil
va ¢6 quan hé tinh duc. Khong thé x4c dinh dwoc liéu cic bién ¢6 nay c6 lién quan truc tiép
t6i sildenafil, hoat dong tinh duc, bénh nhén dang c¢6 bénh tim mach, su két hop céc yéu t6
nay hay céac yéu 16 khac.

Mot sé thir nghiém 14m sang cho théy rfmg sildenafil co thude tinh gidn mach toan thén
gy ha huyét ap thoang qua (xem myc Dic tinh dwge le hoc). Déi véi hdu hét cic bénh
nhan, didu dé ¢6 anh huémg rat it hogc khong ¢6 énh hudng gi. Tuy nhién, trudc khi ké
don, thiy thu6c phai chi y t6i nhitng bénh nhén cé tinh trang bénh ly ma c6 thé bi dnh
huong boi tic dung nay va dic biét khi co thém hoat dong tinh duc. Nhitng bénh nhén c6
can tr¢r dong chay thét trai (vi du hep dong mach chu, bénh co tim phi dai tdc nghén) hay
méc hoi chimg teo da hé thong (syndrome of multiple system atrophy) la nhimg bénh nhan
cé ting mén cam voi céac yéu tb gian mach, bidu hién bang sy suy giam trdm trong kha
nang khéng ché huyét 4p tir dong [a nhing ngudi cin phai rAt can nhéc khi diéu tri.

Bénh thén kinh thi gide thiéu mau cuc bd khong do déng mach (NAION), mot bénh hiém
gap va 13 nguyén nhén gy giam thi lyc hofic mat thi lue, dugc bdo céo hiém gap trong qua
trinh luu hanh khi sir dung voi cac thubc tic ché phosphodiesterase nhém 5 (PDES), bao
gbm sildenalil.
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Héu hét nhitng bénh nhén nay da c6 cic yéu t6 nguy co nhir ty 1€ chén thi gidc thip so voi
dia thi gidc (“dia thi gidc ting”), trén 50 tudi, dai thao duodmg, tang huyét ap, bénh mach
vanh, lipid mau cao va hit thude. Mot nghién clru quan sat danh gia ligu rang viéc sir dung
gén déy cua chét {rc ché PDES, nhu m§t nhém thude, c6 lién quan dén viéc khoi phat cip
tinh NAION hay khong. Két qua goi ¥ ring nguy co bi NAION tang gin gip doi trong
vong 5 chu ky ban thai cua chét trc ché PDES duoc dung. Duya trén y vén da x-uét ban, ti I¢
méac méi hang nam cia NAION 1a 2,5- 11,8 ca trén 100.000 nam gi6i do tudi > 50 hang
nam trong dén s6 noi chung. Trong truémg hep mét thi luc @6t ngdt, can khuyén bénh nhén
ngimg diing sildenafil v hoi y kién béc sT ngay.

Nguoi di timg bi bénh NAION cé nguy co tai phat NAION tang lén. Vi viy, bac si can
thao ludn véi nhitg bénh nhén nhu vay vé nguy co ndy va viéc lidu ho c6 bi anh huong
xAu néu sir dung chit tic ché PDES5 hay khéng. Cac chét irc ché PDES, ké ca sildenafil, cin
duge ding than trong & nhimg bénh nhan nay va chi khi loi ich du kién vuot troi so voi
nguy co.

Cén than trong khi chi dinh sildenafil cho bénh nhén dang ding thuée huy o giao cam vi
chi dinh déng thai c6 thé dén t6i ha huyét 4p triéu chimg ¢ nhitng bénh nhén nhay cam
(xem muc Twong tic, twong ky cia thudc). Pé han ché nguy co ha huyét ap tir thé, bénh
nhan nén diéu tri 6n dinh huyét dong khi dung cac thudc huy a giao cam trude khi bt dau
tri liéu béng sildenafil. Nén cén nhéc bat diu diéu trj bing sildenafil & céc lidu thip (xem
muc Liéu dung — cach dung). Thém vao do, bac st chn khuyén bénh nhén nhimg viéc can
lam trong truémg hop c6 triéu chimg cua ha huyét 4p tu thé.

Mt sb it bénh nhén viém véng mac sfic t6 ¢o céc roi loan vé gen phosphodiesterase & vong
mac, cin phai than trong khi diéu trj sildenafil & nhitng bénh nhén nay vi chua co nhiing
béng chimg an toan.

Céc nghién ciru in vitro trén tiéu ciu ngudi cho thiy sildenafil c6 anh hudng 16i kha ning
chéng ngung két tiéu cdu cia natri nitroprussid (chét cho nitric oxid). Hién nay, chua co
théng tin an toan vé viée sir dung sildenafil trén nhitng bénh nhan bi rdi loan dong méau
hoiic loét tiéu hod cAp tinh, vi vdy can thin trong & nhimmg bénh nhan nay.

Cén than trong khi ké don cac tac nhin diéu tri réi loan cuong dwong cho nhitng bénh nhan
c6 cac bién dang vé giai phiu duong vét (nhu duong vat gép goc, bénh xo hoa thé hang,
hay bénh Peyronie), nhitng bénh nhéin c6 bénh ly dé giy cwong dau duong vt (nhu bénh
thiéu méu hdng céu hinh liém, bénh da u tuy, bénh bach ciu).

P4 c6 béo cdo vé tinh trang cwong duong kéo dai va cuong duong khong mong mudn khi
st dung sildenafil sau khi thudc duge luu hanh. Trong trudng hop cuong duong kéo dai
hon 4 gioy, bénh nhén can dén co so y té dé diéu tri ngay lap tic. Néu cuong duong khong
duoge diéu tri ngay c6 thé din dén md duong vét bi phé hiy va mét kha ning vinh vién.
Tinh an toan va hiéu qua ciia viée ding két hop sildenafil véi céc chat irc ché PDES5 khic,
céc thude diéu tri tang huyét ap dong mach phdi (pulmonary arterial - PAH) c6 chira
sildenafil (REVATIO) hodc cac thudc didu tri r6i loan cuwong duong khdc khong duge
nghién ciru, vi vy khong nén két hop diéu trj céc thude nay.

Giam hay mét thinh huc dét ngdt d& duoc bdo cdo trén mdt s6 lugng nho céc trudmg hop st
dung céc chét trc ché PDES, bao gom sildenafil trong cac thir nghiém lam sang va sau khi
luu hanh. Hiu hét cdc bénh nhin nay ¢6 céc yéu t6 nguy co dbi véi viée giam hay mit

thinh luc dot ngdt. Khong thiét lap dwoc méi quan hé nhan qua gitra viéc sir dung cac chét
trc ché PDES va viéc giam hay mét thinh luc dét ngdt. Trong trudng hop bi giam hay mat
thinh lyc dot ngdt, bénh nhan duge khuyén nén ngimg udng sildenafil va kham bac si ngay
lap tire.

7. Sit dung thude cho phu nir ¢6 thai va cho con bu

Khéng dung sildenalfil cho phu nil.
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Nghién ctru trén chudt va tho sau khi dung sildenafil dudong uéng, khong thdy céc bing
chimg vé khé ning gdy quéi thai, giam kha néng sinh sin, hodc nhimg tac dung bét loi cho
su phat trién ctia phoi va thai nhi.

Chua c6 cac nghién ctu ddy du va thich hop trén phy nir c6 thai va cho con bu.

8. Anh hwéng ciia thude 1én kha ning l14i xe, vin hanh miy méc

Chua ¢6 nghién ctru cu thé nao vé anh hudng 1én kha ning lai xe va van hanh may méc
duge tién hanh. Hién tugng chong mét va thay ddi thi lue dd duge bao céo trong cac thir
nghiém l1dm sang véi sildenafil, do vay bénh nhin chn biét 18 ho phan tmg nhu thé nao véi
sildenafil trude khi 141 xe hodc vin hanh may moc.

9. Twong thc, twong ky ciia thude

Twong tac

Anh hwéng ciia cdc thube khie d6i véi sildenafil

Cac nghién ciru in vitro

Chuyén héa sildenafil dién ra cht yéu boi cac phan nhém cytochrom P450 (CYP) dang
3A4 (duong chinh) va 2C9 (duong phu). Vi vy, tht ca cac tac nhan gly lrc ché nhimg phin
nhoém nay co thé 1am giam do6 thanh thai cua sildenafil va céc tac nhén gdy kich thich
nhitng phian nhém nay cé thé lam tang do thanh thai cua sildenafil.

Cac nghién etru in vivo

Céc phén tich duge dong hoc qua céc dit li¢u thir nghiém lam sang cho thiy, khi ding déng
thoi sildenafil véi cac tic nhan e ché CYP3A4 (nhu ketoconazol, erythromyecin,
cimetidin) & 1am giam do thanh thai cta sildenafil.

Cimetidin (800 mg), mot tac nhan (rc ché cytochrom P450 va tc ché khong dic hiéu
CYP3A4, khi ding déng thoi voi sildenafil (50 mg) s& lam tang nbng do cua sildenafil
trong huyét twong lén 56% trén nhitng nguoi tinh nguyén khoc manh.

Erythromyein (500 mg, dung 2 lan/ngay trong 5 ngay) la mdt tic nhan e ché trung binh
CYP3A4, khi ding dong thai véi lidu don 100 mg sildenafil, dé lam tang dién tich duéi
dudmg cong sildenafil (AUC) 1én t6i 182%. Ngoai ra, vie ding dbdng thoi mot liéu don
100 mg sildenafil voi tac nhén irc ché protease cia HIV saquinavir (1200 mg ding 3
lan/ngay), ddy cling 12 mdt tac nhén gy uc ché CYP3A4, di lam ting Cmax cua sildenafil
1én toi 140% va tang AUC 1én téi 210%. Sildenafil khong c6 mot anh huéng nao t61 duge
déng hoc clia saquinavir (xem muc Liéu dung-Cach ding). Cac tac nhén trc ché CYP3A4
manh hon nhu ketoconazol va itraconazol cling s€ c6 nhiing anh hudmg lon hon.

Viéc ding dong thoi litu don 100 mg sildenafil véi tic nhén trc ché protease ciia HIV
ritonavir (500 mg, ding 2 lan/ngay), mot chét Gc ché manh P450, da 1am tang Cmax cua
sildenafil 1én t6i 300% (gép 4 l4n) va ting AUC trong huyét trong 1én t6i 1000% (gap 11
14n). Thoi diém 24 gidy sau dung thude, ndng do cta sildenafil trong huyét tuong van xAp xi
200 ng/mL so v6i 5 ng/mL khi ding mot minh sildenafil. Diéu nay phu hop véi tc dong rd
rét cua ritonavir 1én cac co chét cta P450. Sildenafil di khong c6 anh hudong nao téi duge
dong hoc cua ritonavir (xem muc Liéu diing-Cach dung).

Khi ding sildenafil theo mirc liéu khuyén cdo cho nhitng bénh nhéan dang didu tri cac tac
nhén ¢6 kha ning trc ché CYP3A4, ndng do sildenafil tu do tbi da trong huyét twrong khong
vuot qua 200 nM va déu dung nap t6t. Nhirng liéu don céc thudc khang acid (magnesi
hydroxid, nhém hydroxid) khong anh hudng 161 sinh kha dung cua sildenafil.

Trong mdt nghién ctru trén tinh nguyén vién nam gidi khoe manh, viéc ding dong thoi chét
d61 khang cndothelin, bosentan, (mot chét cam tmg CYP3A4 [trung binh], CYP2C9 va co
thé ca CYP2C19) & trang thai on dinh (125 mg, 2 lan/ngdy) véi sildenafil & trang thai on
dinh (80 mg, 3 lin/ngay) dan dén viée giam AUC va Cmax cua sildenalfil twong g 1a
62,6% va 55,4%. Sildenafil lam tang AUC va Cmax cua bosentan twong tng 1a 49,8% va
42%. Viéc ding dong thai véi cac chit cam tmg CYP3A4 manh, nhu rifampin, duge cho
1a s& lam giam ndng do sildenafil trong huyét trong nhiéu hon.
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Dir lidu dugc dong hoc trong céc thir nghiém 1dm sang cho thiy ring, cac tac nhén tre ché
CYP2C9 (nhu tolbutamid, warfarin), \rc ché CYP2D6 (nhu céc thude e ché tai hap thu co

%
A

chon loc serotonin, thudc chong tram cam loai 3 vong), thude 1¢i nigu thiazid, cac chét tic
ché enzym chuyén angiotensin (ACE) va céc thubc chen kénh calci déu khong lam anh
hudng téi duge dong hoc cua sildenafil.

Trén nhifng ngudi nam gidi tinh nguyén khoe manh khéng thiy c6 anh hudng nao cua
azithromyein (500 mg/ngay trong 3 ngay) 6i AUC, Cmax, Tmax, hing s6 toc do thai trir,
thoi gian ban thai cia sildenafil cling nhur chét chuyén héa chinh ciia no.

Anh huiéng ciia sildenafil ddi véi cdc thube khac

Céc nghién ctu in vitro

Sildenafil 14 m6t tAc nhan e ché yéu cac cytocrom P450 phén nhém 1A2, 2C9, 2C19,
2D6, 2E1 va 3A4 (IC50 >150uM ).

Do sau khi dung liéu khuyén céo thi nong d6 dinh trong huyét (wong cua sildenafil xap xi 1
UM nén sildenafil s€ khong lam thay dbi do thanh thai cac co chit clia cac isoenzym nay.
Céac nghién ciru in vivo

Sildenafil da duoe chimg minh la ¢6 kha nang lam tang tac dong ha huyét ap cua cdc nitrat
cép va man tinh. Vi vay, chéng chi dinh ding sildenafil cing voi cac chét cho nitric oxid,
cAc nitrat hitu co hay nitrit hiru co dudi bt ky hinh thitc nao du la thuong xuyén hay ngat
quang (xem muc Chéng chi dinh).

Trong 3 nghién ciru dic hi¢u vé tuong tac thudc-thudce, thude huy o giao cam doxazosin (4
mg va 8 mg) va sildenafil (25 mg, 50 me, hosic 100 mg) duoc chi dinh dong thai cho céc
bénh nhan budu lanh tién liét tuyén diéu tri 6n dinh v6i doxazosin. Quan sat cac dbi tuong
nghién ciru nay, cdc mic giam bé sung trung binh clia huyét ap do & tu {hé nim ngta 14n
luot la 7/7 mmHg, 9/5 mmHg, va 8/4 mmHg va cac mirc giam b sung trung binh ctia
huyét 4p do & tur thé ding 14n lugt 1a 6/6 mmHg, 11/4 mmHg, va 4/5 mmlg. Khi chi dinh
dong thai sildenalil va doxazosin trén bénh nhén dang diéu tri 6n dinh véi doxazosin, it ¢6
céc bdo cao vé nhitng bénh nhén bi ha huyét ap tu thé triéu chimg. Cac bao cdo nay bao
gOom chéng mat va mét moi, nhung khong ngit. Chi dinh dbng thoi sildenafil cho bénh
nhén dang dung thube huy o giao cam cé thé dan téi ha huyét ap triéu chimg & mot s6 bénh
nhan nhay cam (Xem muc Liéu diing-Céch ding va myc Canh bdo va thin trong khi
ding thude).

Khéng c6 twong tac c6 y nghia nao khi chi dinh ddng thai sildenafil (50 mg) voi
tolbutamid (250 mg) ho#ic warfarin (40 mg) (la cac chét duoc chuyén ho4 bai CYP2CY).
Sildenafil (100 mg) khéng anh hwéng t6i duoc dong hoc ctia céc tac nhin ¢ ché protease
cta HIV nhu ritonavir va saquinavir (ca hai thubc nay déu 1a co chét cia CYP3A4) (xem
phin trén, Anh hwéng ciia cic thude khac d6i voi sildenafil).

Sildenafil & trang thai 6n dinh (80 mg, 3 lAn/ngay) lam tang 49,8% AUC cua bosentan va
tang 42% Cmax cia bosentan (125 mg, 2 lan/ngay) (xem phén trén, Anh hwéng cuia céce
thudc khac doi véi sildenafil).

Sildenafil (50 mg) khéng lam tang thém thoi gian chay méu do aspirin (150 mg).

Sildenafil (50 mg) khong lam ting thém tac dung ha huyét ap cta rugu trén nhimg nguoi
tinh nguyén khoe manh véi némg do tbi da trung binh la 0,08% (80 meg/dL).

Khéng c6 twong tac c6 y nghia nao gilra sildenafil (100 mg) va amlodipin & bénh nhén tang
huyét ap (& tu thé nam ngira chi 1am ha thém huyét 4p 8 mmHg d6i voi huyét 4p tAm thu va
7 mmllg doi véi huyét 4p tam truong).

Phan tich dua trén cac dit lidu an toan cho thiy, khong c6 sy khac nhau nao vé téc dung
khéng mong mudn & nhimg bénh nhin ding va khong dung sildenafil dong thoi véi cic
thube ha huyét 4p.

Twong ky th ube

Do khong ¢6 céc nghién ciru vé tinh tuong ky cua thude, khong tron 1An thubc nay véi cac
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thudc khéc.

10. Téc dung khong mong mubn caa thude

N6i chung nhimng tac dung khong mong mubn chi & mitc thoang qua, nhe hay trung binh.
Trong cac nghién ciru | iéu cb dinh, tan suit cia mot vai bién chiig tang theo liéu.

Céc nghién ciru véi lidu cb dinh phan 4nh sat thye hon ché d6 licu khuyén cdo. Ban chét
céc tac dung khong mong muon trong cac nghién ciru ndy twong tu nhu trong cac nghién

A I3 3

ciru vé6i lidu ¢b dinh. Céc tac dung khéng mong muon thudmg duoc bao céo nhat 1a dau dau
va do bung mat.
Bang tic dung khéng mon mudn ciia thude

Phén loai theo Rit thwdng Thwing gap It gip Hiém gip
hé co quan gip >1/10 >1/100 va <1/10 | >1/1.000 dén | >1/10.000 va
<1/100 <1/1.000
Nhiém  khuan Viém mui
va nhiém ky
sinh tring
Rbi loan hé Qua min
| mién dich |
R6i loan hé than | Dau dau Chéng mat Buon ngi DPong kinh*; dong
kinh kinh tai phat*;
B ngl
R6i loan mit Mo  mat; roi | Dau miit; so dnh | Phu mat; sung

loan thi giac; | sang; hoa mat; mit; khoé mat;
chimg thiy sic | loan séc thi; | moi mét; 16a mat;
xanh sung huyét mit; | chimg  thay sic
chéi mét vang; chimg thdy
sic do; rdi loan
mat; sung huyét
két mac; kich ‘mg
mét; cam gidc bt
thuong & mat;
phu mi mat

R&i loan tim Nhip tim nhanh;

déanh tréng nguc "
R4 loan mach Po bing mat; | Ha huyét 4p
mau nong bumg
ROI  loan hod Nghet miii Chay mau cam; | Co that hong; khd
hép, nguc va tiic xoang miii; phtt miii
trung that
R&i loan hé tiéu Buén ndn; kho | Chimg trao | Giam xdc giac
hoa tiéu nguoc da day | miéng

thuc quan; ndn
mira; dau bung
trén; khd miéng

R6i loan da va Phat ban
mo dudi da 3
Ro6i loan hé co Pau co;, dau chi

xuong va mod
lién két =
R6i loan hé sinh Cuong duong
duc va vu khong mong
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mudn*; tang
cuong duong

Céc r1di loan Cam gidc nong | Kich img

chung va tai not
dung thube —o
Két qua kiém Ting nhip tim
tra/xét nghiém

* ADR duoc xac dinh sau khi luu hanh thude.

V6i lidu 16n hon lidu da khuyén cdo thi cac tac dung khong mong mudn ciing van 14 céc tac
dung di liét ké & trén, nhung no6i chung l1a s& gap nhiéu hon.

Qua phan tich cac thir nghiém 1am sang mu dbi ¢6 dbi ching gia duge gom hon 700 nguoi
hang nam ding gia duge va 1300 ngudi hang nam dung sildenafil, khong thdy c6 sy khac
biét nao gitra hai nhom vé ti 1& méic nhoi mau co tim (MI) va ti 1€ tir vong do tim mach. D6i
v6i ca hai nhém thi ti 1& nhdi mau co tim (MI) 12 1,1 trén 100 nguoi hang ndm, con ti 1€ tur
vong do tim mach 1a 0,3 trén 100 ngudi hang nam.

11. Qua liéu va cach xir tri

Nghién ciru trén nhimg nguai tinh nguyén dung liéu don 800 mg sildenafil cho thiy céc tac
dung khong mong mudn & lidu nay tuong tu nhu & lidu thap, nhung tAn suét gip va mic do
thi tang lén.

Trong trudmg hop qua lidu, yéu cAu phai c6 cac bién phap hd tro phit hgp.

Thim phén thian khong 1am tang do thanh thai vi sildenafil gan manh véi protein huyét
tuwong va khong bi thai trir qua nuGe tiéu.

12. Dic tinh dwge hre hoe ‘ '

Nhém dwee Iy: Thudc tict niéu, ding trong dicu tri roi loan cuong duong.

Ma ATC: G04BEO3.

Sildenafil duoge ding dudng ubng dé didu trj r6i loan cuong duong. Sildenafil c6 tac dung
tic ché chon lpe guanosin monophosphat vong (¢GMP- cyclic guanosin monophosphat) -
phosphodiesterase dic hi¢u typ 5 (PDES).

Cu ché tic dung

Co ché sinh 1y cwong duwong vt kéo theo su giai phong nitric oxid (NO) & thé hang trong
subt qua trinh kich thich tinh duc.

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

Sildenafil khong ¢o tac dung gidn tryc tiép trén thé hang phén 1ap cla ngudi, nhung lam
tang tac dung ciia NO bang céch trc ché PDIES, chét nay cé tac dyng phan hiy cGMP trong
thé hang.

Khi kich thich tinh duc tao ra sy gidi phéng NO tai chd, thi su frc ché PDES5 cia sildenafil
s¢ lam tang luong cGMP trong thé hang, két qua lam gidn co tron va ting dong mau t6i thé
hang.

& lidu da khuyén céo thi sildenafil chi ¢6 tic dung khi ¢6 kich thich tinh duc kem theo.

Céc nghién clru in vitro cho thay sildenafil wre ché chon loc PDES.

Téc dung cua sildenafil chon loc trén PDES manh hon cac phosphodiesterase déd duoc biét
khéc (ghp 10 1an dbi vai PDEG, > 80 lan déi véi PDEL, > 700 lAn dbi voi PDE2, PDE3,
PDE4 va PDE7- PDEL11).

Téc dung chon lge trén PDES manh gép 4.000 14n so véi PDE3, didu nay rit quan trong vi
PDE3 I3 mdt enzym lién quan (Gi sy co bép cua tim.

Cdc nghién citu lam sang

Tim

Khéng co su thay dbi lien quan 1am sang trén dién tim dd (ECGs) cta nhimng ngudi nam
gi6i tinh nguyén binh thudng khi dong céc lidu don sildenafil 1én t6i 100 mg duéng udng.
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Sau khi dung liéu 100 mg, huyét dp tam thu giam t61 da trung binh 12 8,3 mmHg con huyét
ap tam truong giam t6i da trung binh 12 5,3 mmHg (do & tu thé nim ngira)

Nhitng anh huong lén huyét ap trén nhimg nguoi dang dung nitrat ddng thoi nhiéu hon
nhung ciing chi thodng qua (xem muc Chdng chi dinh va myuc Twong tic, twong ky, cua
thubc). Nghién ciru vé huyét dong trén 14 bénh nhan bi b¢nh dong mach vanh nang (hep >
70% it nhat 1a 1 déng mach vanh) duoc ding lidu don 100 mg sildenafil thy réng huyét ap
tam thu va tdm truong khi nghi ngoi giam di 7% va 6% so voi huyét 4p truée khi dung
thudc. Huyét ap tdim thu dong mach phdi trung binh giam di 9%. Sildenalil khong tac dung
t6i cung luong tim va khéng anh huéng dong chay qua cac dong mach vanh bi hep, va tao
ra su céi thién (khoang 13%) trong viéc dao nguoc dong chay mach vanh dugc kich thich
bing adenosin (trong ¢a cac dong mach bi hep va cac dong mach lién quan).

Thir nghiém lam sang mu d6i co db6i chimg véi gia duge trén 144 bénh nhén roi loan curong
duong va dau that nguc 6n dinh. Nhitng bénh nhan nay dung thude choéng dau thit nguc
thuomg xuyén (ngoai trir nitrat). Ho phai péng strc 1am viéc cho t6i mic gisi han cua dau
that nguc xuét hién. O nhimg bénh nhén ding litu don 100 mg sildenalil thi thei gian kéo
cdi xay 1au hon (19,9 gidy; khoang tin cay 95%: 0,9 - 38,9 gidy) (c6 y nghia théng ké) so
v6i nhimg bénh nhén dung gia duge. Thoi gian ging sirc trung binh (duoc diéu chinh voi
mirc co ban) cho téi giéi han dau thit nguc la 423,6 gidy & nhitng nguoi ding sildenafil va
40)3,7 gidy ¢ nhitng ngudi ding gia duoc.

Nghién ctru mu ddi nghu nhién, c6 déi chimg voi gia duoe (v6i lidu sildenafil thay ddi, toi
da 100 mg) trén 568 nam gidi bi rbi loan cuong duong va tang huyét 4p. Nhimg bénh nhén
nay ludn ludn phai ding it nhét hai loai thubc chéng ting huyét ap. Két qua sildenafil cai
thién kha ning cuong 71% & nhitng ngudl dung sildenafil so voi 18% & nhimg nguoi dung
gia duge. Ty 1& giao hop thanh cong & nhimg nguoi ding sildenafil 62% so voi 26% 6
nhitng ngudi ding gia duge. Ti 1€ gap céc tic dung khéng mong mudn & nhitng bénh nhén
nay ciing tuong tu nhu & nhimg nhom b¢nh nhén khac, cling nhu khéng thay dbi & nhimg
ngudi dung 3 hay nhiéu hon céc thude chéng tang huyét ap.

Thi gidc

Su khac nhau trong viéc phén biét mau nhe va thodng qua (xanh da troi/xanh 14 ciy) dugc
phat hién thdy & mot vai truémg hop dung thir nghiém mau Farnsworth - Munsell 100 sau
60 phut khi ding ligu 100 mg, con sau 120 phit khong c6 mét anh hudng nao duoc chimg
minh. Co ché chinh ciia su thay ddi phan biét mau co lién quan (61 viée irc ché PDE6. Loai
enzym ndy c6 nhiéu & vong mac. Cac nghién ciru in vilro chi ra ring sildenafil c ché
PDE6 kém hon 10 14n so véi PDES. Sildenafil khong ¢é anh huong nao trén tinh linh hoat
cuia thi lue, sy nhay cam can quang, di¢n vong mac do, ap luc trong mit hoic do dong tir.
Trong mét nghién citu ngang ¢6 doi chimg ¢ nhimg bénh nhén thodi hoa diém vang c6 lién
quan téi tudi (n= 9) thi sildenafil (liéu don, 100 mg) duge dung nap tét va khong co6 mot
anh hudng nao cé ¥ nghia trén lam sang Ién cac kiém tra thi luc (tinh linh hoat ctia thi luc,
luéi Amsler, phan bi¢t mau, tin hiéu dén giao thong, thi truong ké Humphrey).

Tinh hi¢u qua

Tinh hidu qua v an toan cua sildenafil duge danh gia trong 21 thir nghiém ldm sang mu
d6i ngéu nhién co déi chimg véi gia duoc trong thoi gian téi 6 thang. Trén 3000 bénh nhén
r6i loan cwong duong (19-87 tudi) o tht ca cac thé (thé do co quan, thé do tam ly, thé hon
hop) duge cho dung sildenafil. Hig¢u qua cua sildenafil dwoc danh gi4 bang cac céu hoi
danh gia chung, nhat ky cuong dwong, bing cau hoi danh gi4 chirc ning cuong qubc té
TIEF (International Index of Erectile Function), va bang ciu hoi danh cho céc dbi tac tinh
duc cha cac bénh nhén.

Hiéu qua cua sildenafil 1a kha ning dat dwoc va duy tri cuong cimg du dé tién hanh giao
hop. Hiéu qua nay dd dugc chimg minh qua tAt ¢4 21 nghién ctru trén va duge duy tri qua
céc nghién ctru mé rdng kéo dai (trén 1 ndm). Trong cdc nghién ciru dung lidu c6 dinh, ti 1&
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cai thién kha ning cuong la 62% (v6i lidu sildenafil 25 mg), 74% (véi liéu sildenafil 50
mg), va 82% (voi lidu sildenafil 100 mg) so sanh vdi két qua 25% & nhém dung gia dwoc.
Ngoai sy cai thién kha nang cuong thi sildenafil con cai thién sur khodi cam, sy thoa man
khi giao hop va su hai long chung.

Qua cdc thir nghiém thdy ring:

Trén cc bénh nhin dai thao duong, ti 1€ cal thién kha ndng cuong cua sildenafil 1a 59% so
voi 16% & nhimg ngudi ding gia duoc.

Trén céc bénh nhan cét tuyén tién ligt tri¢t dé thi ti 1¢ ndy 1a 43% so véi 15% & nhimng
nguoi dung gia dugc.

Trén cdc bénh nhan chin thuong tuy séng thi ti 1€ nay 1a 83% so v6i 12% & nhimg ngudi
dung gia duoc.

13. Pic tinh dwoc dong hoc

Duroc dong hoe ciia sildenafil twong tmg véi liéu trong khodng liéu khuyén céo.

Sildenafil duge chuyén ho4 chinh tai gan (chu yéu qua cytochrom P450 3A4) va cic chit
chuyén hoa cia n6 co hoat tinh gidng chéat me (sildenalil).

Hdp thu

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

Trén in vitro, nong do 3,5 nM sildenafil rc ché enzym PDES cuia ngudi khoang 50%. Trén
ngudi, ndng do sildenafil ty do t6i da trung binh sau khi ding mot liéu dom 100 mg la x4p
xi 18 ng/mL hozc 38 nM.

Céc ndng do tbi da dat duoc trong huyét twong tir 30-120 phit (trung binh 60 phut) duge
quan sat khi ubng thude lic doi.

Thite 3n co ham lugng mo cao lam gidm kha nang hép thu cua sildenafil, véi thoi gian
giam trung binh Tmax 1a 60 phat, va Cmax giam trung binh 29%, tréi lai mirc do6 hip thu
khong anh hudng dang ké (dién tich du6i duong cong giam 1 1%).

Phdn bé

Thé tich phn bé thuc trung binh cia sildenafil (Vss) 1a 105 L, phin bé tap trung vao céc
mo.

Sildenafil va chat chuyén hoa & vong tudn hoan 16n ctia né la N-desmethyl pén téi 96%
vao protein huyét twong. Viée gin vao protein huyét twong khong phu thude vao nong d6
tong ctia no.

Nong do coa sildenafil trong tinh dich cua nhifng nguoi tinh nguyén khoe manh sau khi
ubng thude 90 phit 1a nhé hon 0,0002% lidu sir dung (trung binh 188 ng).

Chuyén hod

Sildenafil dugc chuyén héa chi yéu boi cdc enzym CYP3A4 (duomg chinh) va CYP2C9
(dudmg phy) co & gan.

Céac chat chuyén hoa & vong chuyén hoé chinh cua sildenafil tao ra tir qud trinh N-
desmethyl hod, va sau d6 lai duge chuyén hoa tiép.

Céc chét chuyén hoa nay co hoat tinh chon loc d6i véi PDE tuong tu nhu sildenafil va trén

¥ v

in vitro tinh chon loc déi véi PDES xap xi 50% cua chét me.

() nhimg ngudi tinh nguyén khdée manh, nong do trong huyét tuong cua cic chét chuyén
hoa xép xi 12 40% nong dd chét me.

Chét chuyén héa N- desmethy! lai duoc chuyén héa tiép tuc, co thoi gian ban huy 12 4 gio.
Thai trir

D6 thanh thai toan b cta sildenafil 1a 41 L/h véi nira thoi gian pha cudi 1a 3-5 gid.

Sau khi ding dudng uong hay tiém tinh mach, sildenafil dugc thai trir chu yéu qua phén
dui dang chit chuyén hoa (khoang 80% litu udng) va mdt phan nhé qua nude tiéu
(khoang 13% liéu ubng).

Dwoe ding hoce ¢ cac d6i twgng bénh nhin dic biét
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Ngwoi cao tuéi

Trén nhitng nguoi gia khoe manh (tir 65 tudi tré 1én), do thanh thai cta sildenafil giam di,
két qua 1a nong do sildenafil va chat chuyén hoéa co hoat tinh N-desmethyl trong huyét
tirong cao hon khoang 90% so voi nong dd nhitng chét nay & nhu’ng ngudi tinh nguyén tré
khoe manh (tir 18-45 tubi). Do sur gin két sildenafil vao protein huyét tuong phu thude vao
tudi, néng do tu do cua sildenafil trong huyét tuong tang tuong (mg khoang 40%.

Ngwdi suy than

Trén nhitng ngudi suy thin nhe (d9 thanh thai creatinin = 50-80 mL/phut) hay trung binh
(dd thanh thai creatinin = 30-49 ml,fphut) khi ding mét liéu don sildenafil (50 mg), khong
thiy c6 bét cir sur thay d6i nao vé duge dong hoc.

Trén nhitng nguoi suy than néng (do thanh thai creatinin < 30 mL/phut), d6 thanh thai cia
sildenalil bi giam, da lam ting xip xi gap doi dién tich dudi dudng cong AUC (IUU%) va
Cmax (88%) so v6i ngudi ¢ cung dé tuoi nhung khong bi suy than (xem muc Liéu ding —
ciach dung).

Thém vao d6, cac gia tri Cmax va AUC cua chét chuyén héa N- desmethyl tang c6 ¥ nghia
200% va 79% lin luot & cac ddi tuong suy than ning so voi & céc d6i tuong chirc ning
than binh thudng.

Ngwdi suy gan

Trén nhimg nguoi xo gan (Child-Pugh A, Child-Pugh B), dé thanh thai cta sildenafil bi
giam, két qua lam tang dién tich der duomg cong AUC (85%) va Cmax (47%) so voi
ngudi khong bi suy gan & cung do tudi (xem muc Liéu ding — edch ding). Dugce dong
hoc cua sildenafil & benh nhén suy gan nang (Child Pugh C) chua duoc nghién ciru.

Cdc dit liéu an toan tién lim sang.

Khong tim thdy bing chiing nao vé kha nang gay ung thur trong mot nghién cuu trén chudt
cong kéo dai 24 thang dung liéu lén gap 42 lan (tinh theo mg/kg) va gin gap 5 lan (tinh
theo mg/m?) so véi lidu téi da da khuyén cao ding trén nguoi (Maximum Recommended
Human Dose - MRDII) va mgt nghién cuu khéc trén chudt nhét kf:o dai 18-21 thang voi
lidu 16m gép 21 lan (tmh theo mg/kg) va ghp 2 lan (tinh theo mg/m ) S0 VOi lidu dung tbi da
& ngudi da duoc khuyén céo (MRDH).

Céc thir nghiém gay dot bién & vi khuén va in vivo déu am tinh.

Khéng ¢6 mot anh huéng nao Ién tinh chuyén dong va hinh thai cia tinh tring sau khi
dung liéu don 100 mg sildenafil trén nhu“ng nguoi tinh nguyén khoe manh.

14, Quy cach déng gdi: Hop 1 vi x 04 vién.

15. Piéu kién bdo quin, han ding, tiéu chuin chit lwgng cia thube

Bio quin: Bao quan khong qué 30°C, tranh anh sang va am.

Han dung: 24 théng ké tir ngdy sdn xuat.

Tiéu chuin chét lwgng: USP.

16. Tén, dia chi co sé sdn xuét thude

UNISON PHARMACEUTICALS PVT. LTD.

C/6, Steel Town, Opp. Nova Petro, Moraiya, Ta—Sanand, Dist.: Ahmedabad-382 213,

Gujarat, An Do.
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