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Thudc nay chi dung theo don thudc

RSILDENAFIL 100 mg

1. Tén thudc: SILDENAFIL 100 mg ’
2. Cac dau hiéu luu y va khuyén cdo khi dung thuoc: )
“Thudc nay chi dung theo don thuoc
Dé xa tam tay tré em
Doc kj hwong dan sir dung trudc khi dimg ;
Thoéng bdo gho bdc si nhitng tdc dung khong mong muon gdp phdi khi sir dung thuoc.”

3. Thanh phan cong thirc thuoc:

M&i vién nén bao phim SILDENAFIL 100 mg chira:

Thamh phén hoat chat:

Sildenafil (Dudi dang sildenafil citrat 140,48 M) .....oeeveeeoreeeeeieeieeeeieeeieeieeaeen 100 mg

Thamh phén td duoe:

Avicel 101, dicalci phosphat, PVP K30, natri croscarmellose, magnesi stearat, aerosil,
- HPMC 606, PEG 6000, maltodextrin, talc, titan dioxyd, indigo carmin lake vira dd 1 vién.

" 4. Dang bao ché:

Vién nén bao phim.

MBb ta: Vién nén dai, bao phim mau xanh, mdt mit nhin, mot mit c6 vach ngang & giita,

canh va thanh vién lanh lan.

5. Chi dinh:

- Sildenafil diung dé diéu tri céc tinh trang rdi loan cuong dwong & nam gidi, 1a tinh trang

khong c6 kha ning dat duge hodc duy tri cuong ctng du dé théa man hoat dong tinh duc.

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

6. Cach dung, liéu dung:

Cich diing: Ding dudng uéng. Néu dung sildenafil cing véi thirc in, thoi gian khéi phat

tac dung c6 thé bi chim lai so vé6i khi déi.

Liéu ding:

- D6i véi nguoi lon:

+ Hau hét cac bénh nhan dugc khuyén céo dung liéu 50 mg khi can, udng trude khi quan

hé tinh duc khoang 1 gio.

+ Dua trén sy dung nap va tac dung cua thubc, liéu co6 thé tang 1én t61 muc t6i da 1a 100

mg hogc gidm xubng 25 mg. Liéu khuyén cdo t6i da 12 100 mg, sb 14n dung t6i da 1a 1 1in

mdi ngdy.

- D6i véi nguoi gia:

Khong can diéu chinh liéu & bénh nhén cao tudi (> 65 tudi).

- D6i véi bénh nhdn suy thdan:

+ Céac truong hop suy thén nhe hodc trung binh (d9 thanh thai creatinin = 30 - 80mL/phut),

thi khong cén diéu chinh liéu. ‘

+ Céc trudng hop suy than ning (d0 thanh thai creatinin < 30 mL/phut), thi lidu nén ding

1a 25 mg vi d¢ thanh thai cua sildenafil bi gidm & nhitng bénh nhin nay.

- Déi véi bénh nhdn suy gan:

Lidu nén ding 14 25 mg vi do thanh thai cta sildenafil bi gidm ¢ nhitng bénh nhan nay (vi

du bénh xo gan). Dua trén kha ning dung nap va tac dung cia thube, lidu c6 thé dugc tdng

1én ting budc tir 50 mg dén 100 mg khi cén thiét.
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Dai véi bénh nhan dang phdi diing cdc thuoc khdc:

Ngoai trir ritonavir khong dugc khuyén cao ding dong thoi véi sildenafil (xem muc Twong
tac, twong ky ciia thudc), nén can nhic dung lidu khéi dau 1a 25 mg & nhitng bénh nhin
dang diéu tri ddng thoi v6i cac chét e ché CYP3A4 (xem muc Twong tac, twong ky, ciia
thudc).

Dé han ché nguy co ha huyét 4p tu thé trong qua trinh diéu tri, bénh nhén nén duge didu
tri on dinh khi diing céc thuéc chen alpha trude khi bit dAu tr liéu véi sildenafil. Thém vao
d6, nén can nhic ding sildenafil véi lidu 25 mg khi khéi dau didu tri (xem muc Canh bso
va than trong khi diing thude va muc Twong tic, twong Ky, ciia thude).

Déi véi tré em:

Khong dung sildenafil cho tré em dudi 18 tudi.

7. Chéng chi dinh: , ‘
- Chong chi dinh dung sildenafil cho nhitng bénh nhan di tmg véi bét ki thanh phin nao
_ ctia thude.

- Sildenafil lam tang tac dung ha huyét 4p cta céc nitrat cép va man tinh. Vi véy chéng chi
dinh dung sildenafil cho nhitng bénh nhan dang dung nhitng chét cung cép nitric oxide, céc
nitrat hitu co hay nhiing nitrit hitu co duéi bat ky hinh thic nao du 1a thuong xuyén hay
ngit quing (xem muc Tuong tic, twong ky, ciia thudc).

- Chéng chi dinh dung dong thoi cac cht e ché PDES, bao gdm sildenafil véi cac chét
kich thich guanylase cyclase, ching han nhu riociguat, vi né c6 thé din dén ha huyét ap c6
triéu chirng.

- Khong nén sir dung cac chét diéu trj rbi loan cuong duong, bao gdm sildenafil cho nam
gi61 khong c6 hoat dong tinh duc (vi du bénh nhén bi rdi loan tim mach ning nhu dau thét
nguc khong 6n dinh hodc suy tim nang).

- Sildenafil chong chi dinh ¢ nhiing bénh nhan bj mét thi lyrc mét mét do bénh 1y thin kinh
thi gidc khong do thiéu mau cuc bd vung dong mach (NAION), bat k& c6 lién quan hay
khong véi viée tiép xtic v6i chét tc ché PDES trude do.

- Tinh an toan cua sildenafil chua dugc nghién ciru & nhitng nhém bénh nhan sau va do d6
viéc str dung thudc bi chéng chi dinh: suy gan ning, ha huyét ap (<90/50 mmHg), tién st
dot quy hozic nhdi mau co tim va thoéi héa vong mac do di truyén, rdi loan nhu viém vong
mac sdc td.

8. Canh bdo va thin trong khi ding thudc:

- Khong str dung sildenafil cho phu nit.

- Phdi khai thac tién sir va kham 1am sang ti mi dé chin doan rdi loan cuong duong, dé xac
dinh nhitng nguyén nhan tiém 4n va x4c dinh huéng diéu trj thich hop.

- Vi ¢6 thé c6 mot sb nguy co tim mach lién quan t6i hoat dong tinh duc, nén thiy thudc -
phéi chi y t6i tinh trang tim mach cta bénh nhan truée khi tién hanh didu tri rbi loan cuong
duong.

- Khong nén dung céc thube diéu tri rdi loan cuong duong & nam gidi duge khuyén khong
nén hoat dong tinh duc.

- Trudce khi bt dau diéu tri rbi loan cuong duong, bac si nén xem xét tinh trang tim mach
cta bénh nhan. Sildenafil c6 thudc tinh gidn mach toan than gay ha huyét 4p thoang qua
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(xem muc DPic tinh dwge lwe hoc). Trude khi ké don, bac si phai chi y ti nhitng bénh
nhén ¢4 tinh trang bénh 1y ma c6 thé bi anh hudng béi tac dung nay va dic biét khi c6 thém
hoat dong tinh dyc. Nhitng bénh nhén c6 can trg dong chay thét trai (vi du hep dong mach
chii, bénh co tim phi dai tic nghén) 1a nhitng bénh nhan c6 tang min cam voi cac yéu td
gian mach.
- Sildenafil 1am tang tac dung ha huyét 4p ciia nitrat (xem muc Chéng chi dinh).
- Cac bién cb tim mach nghiém trong bao gdm nhdi mau co tim, dot tir lién quan tgi bénh
tim, loan nhip thit, xuit huyét ndo va con thiéu mau cuc bd thoang qua dugc bio céo trong
qué trinh Iru hanh sir dung sildenafil dé diéu tri réi loan cuong dwong. Hiu hét nhung
khong phai tit ca cac bénh nhin nay da c6 tién sir cac yéu td nguy co tim mach. Nhidu bién
cb trong sb nay dugc bao cdo xudt hién trong hoic ngay sau khi hoat dong tinh duc, va mét
vai bién cb dugc bao cdo xay ra ngay sau khi ding sildenafil ma khong c6 hoat dong tinh
duc. Cac bién ¢ khac dugc bao cdo xay ra tir vai gid' dén vai ngay sau khi ding sildenafil
" va ¢6 quan hé tinh dyc. Khong thé xac dinh dugc lidu cac bién cb nay c6 lién quan tryuc tiép
t6i sildenafil, hoat dong tinh duc, bénh nhan dang c6 bénh tim mach, su Kkét hop céc yéu td
nay hay cac yéu t6 khac.
- Cén than trong khi ké don céc tac nhan didu trj réi loan cuong duong cho nhitng bénh
nhan c6 cic bién dang vé giai phiu duong vat (nhu duong vt gip goc, bénh xo hoa thé
hang, hay bénh Peyronie), nhitng bénh nhéan c6 bénh ly dé gy cwong dau duong vét (nhu
bénh thiéu mau hdng cu hinh 1iém, bénh da u tuy, bénh bach ciu).
- P ¢6 bio cdo vé tinh trang cuong dwong kéo dai va cwong duong khong mong muén khi
str dung sildenafil sau khi thuéc dugc Iuvu hanh. Trong trudong hop cuong duong kéo dai
hon 4 gi¥, bénh nhan can dén co s y té dé didu tri ngay 1ap tirc. Néu cuwong dwong khong
dugc diéu tri ngay c6 thé ddn dén mé dwong vt bj pha hiy va mat kha nang vinh vién.
- Tinh an toan va hiéu qua cta viéc ding két hop sildenafil véi cic chit trc ché PDES khac,
cac thude diéu tri ting huyét ap dong mach phdi (pulmonary arterial-PAH) c6 chira
sildenafil (REVATIO) hoic cac thudc diéu tri rdi loan cuwong duong khac khong dugc
nghién ciru, vi vay khong nén két hop diéu tri cac thude nay.
- Bénh than kinh thj gidc thiéu mau cuc by khong do dong mach, mot bénh hiém gip va la
nguyén nhin gy gidm thi luc hoic mét thi lyc, dugc bao cdo hiém gip trong qua trinh luu
hanh khi st dung véi cac thudc tc ché phosphodiesterase nhém 5 (PDE5), bao gdm
sildenafil. Trong truong hgp mét thi lyc dot ngdt, cin khuyén bénh nhan ngimg dung
sildenafil va hoi y kién béc si ngay.
- Khéng nén ding dong thoi sildenafil voi ritonavir (xem muc Twong tiac, twong ky cia
thuoc).

- Can than trong khi chi dinh sildenafil cho bénh nhan dang dung thudc huy a giao cam vi

chi dinh dong thoi c6 thé dan t6i ha huyét ap triéu chimg & nhitng bénh nhan nhay cadm
(xem myuc Twong tic, twong ky ciia thudc). Didu nay c6 thé xay ra trong vong 4 gids sau
khi dung sildenafil. Pé han ché nguy co ha huyét ap tu thé, bénh nhan nén diéu tri 6n dinh
huyét dong khi ding cac thubc huy o giao cam trudce khi bit diu tri liéu bang sildenafil.
Nén can nhéc bit dau didu tri bang sildenafil & cac liéu thap (xem muc Liéu ding, cich
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dung). Thém vio d6, béc si can khuyén bénh nhan nhitng viéc cin 1am trong trudng hop
¢6 céc triéu chung cia ha huyét ap tu thé.
- C4c nghién ctru in vitro trén tiéu ciu ngudi cho thay sildenafil c6 anh hudng t&i kha ning
chéng ngung két tiéu ciu ctia natri nitroprussid (chét cho nitric oxid). Hién nay chua c6
thong tin an toan vé viéc sir dung sildenafil trén nhitng bénh nhan bi rdi loan déng mau
hoic loét tiéu hoa cép tinh, vi vay can than trong & nhitng bénh nhan nay.
9. Sir dung thudc cho phu nir c6 thai va cho con bu:
- Chua ¢6 céc nghién ctru day di va thich hop trén phu nit c6 thai va cho con bu.
- Khong c6 tac dung phu lién quan nao duge tim thdy trong cac nghién ctru vé sinh san &
chu6t va thé sau khi ubng sildenafil.
10. Anh hwdng dén kha niing lai xe, vin hanh may méc:
- Sildenafil c6 thé anh hudng nhe dén kha ning l4i xe va van hanh mdy méc.
- Hién tuong chong mit va thay ddi thi lyc da duge bao cao trong cac thir nghiém 14m sang
" v6i sildenafil, do vAy bénh nhén cn biét r5 ho phan (mg nhu thé nao véi sildenafil trudce
“khi 14i xe ho#c van hanh may moc.
11. Twong tac, twong ky ciia thudc:
Anh hwéng ciia cac thudc khac d6i voi sildenafil:
Cdc nghién citu in vitro: :
- Chuyén hoa sildenafil dién ra chi yéu béi cac phan nhém cytochrom P450 (CYP) dang
3A4 (dudng chinh) va 2C9 (dudng phu). Vi vdy tét ca cac tic nhan gay trc ché nhitng phan
nhém nay c6 thé 1am giam d6 thanh thai cta sildenafil va cac tac nhan gay kich thich nhing
phan nhém nay c6 thé lam ting d¢ thanh thai cla sildenafil.
Cdc nghién citu in vivo:
- Céac phan tich dugc dong hoc qua cac dir li€u thtr nghiém lam sang cho théy, khi dung
ddng thoi sildenafil véi cac tac nhan e ché CYP3A4 (nhu ketoconazole, erythromycin,
cimetidine) s€ lam giam d¢ thanh thai cta sildenafil. Mac du khong ghi nhén su gia ting
cac tdc dung khong mong mudn & nhimg bénh nhin nay nhung khi ding déng thoi
sildenafil v6i cac chét trc ché CYP3A4 nén cén nhéc liéu khéi dau 25 mg.
- Viéc ding ddng thoi lidu don 100 mg sildenafil véi tac nhan e ché protease ciia HIV
ritonavir (500 mg, ding 2 1dn/ngdy), mot chét tc ché manh P450, da 1am ting Cmax clia
sildenafil 1én t&i 300% (gip 4 14n) va ting AUC trong huyét twong 1én t6i 1000% (gdp 11
1an). Thoi diém 24 gid sau dung thubc, ndng d6 cua sildenafil trong huyét twong vin XAap
xi 200 ng/mL so véi 5 ng/mL khi ding mdt minh sildenafil. Diéu nay phii hop véi tac dong
rd rét cua ritonavir 1én cac co chit ciia P450. Sildenafil da khong c6 anh huéng nao téi
dugc dong hoc cua ritonavir. Dua trén céc két qua dugc dong hoc nay, khong nén diung
ddng thoi sildenafil voi ritonavir (xem muyc Liéu diing, cich diing) va trong moi trwomg
hop liu téi da sildenafil khong dwgc vurgt qua 25 mg trong vong 48 giv.
- Viéc dung dong thoi lidu don 100 mg sildenafil véi tac nhan tc ché protease ctia HIV
saquinavir (1200 mg, ding 3 1in/ngay), mot chat irc ché manh P450, da 1am ting Cmax clia
sildenafil 1én t6i 140% va ting AUC trong huyét tuong 1én t6i 210%. Sildenafil khong anh
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huéng dén duoc dong hoc cua saquinavir. Thubc rc ché CYP3A4 manh hon nhu
ketoconazole va itraconazole s& c6 tac dung 16n hon.

- Erythromycin (500 mg, dung 2 ldn/ngay trong 5 ngay) 1a mot tdc nhén trc ché trung binh
CYP3A4, khi ding dong thoi vé6i lidu don 100 mg sildenafil, da 1am ting AUC 1én t6i
182%.

- Trén nhitng ngudi nam gidi tinh nguyén khde manh khong thiy c6 anh hudng nao cia
azithromycin (500 mg/ngay trong 3 ngay) t6i AUC, Cmax, Tmax, hing sb téc do thai trir, thoi
gian ban thai cua sildenafil ciing nhu chét chuyén héa chinh cia né.

- Cimetidin (800 mg), mot tac nhan e ché cytochrom P450 va e ché khong ddc hiéu
CYP3A4, khi ding dong thoi véi sildenafil (50 mg) s& lam ting ndng do cia sildenafil
trong huyét tuong 1én 56% trén nhitng nguoi tinh nguyén khoe manh.

- Nude budi (grapeftuit) 1a chét trc ché yéu chuyén héa CYP3A4 trén thanh rudt va co6 thé
1am ting ndng d¢ sildenafil trong huyét tuong.

" - Liéu don cua thude khang acid (magnesium hydroxide, aluminium hydroxide) khong anh
‘huéng dén sinh kha dung cua sildenafil.

- Dt li€u dugce dong hoc trong cac thir nghiém 14m sang cho thay ring, cac tac nhan tic ché
CYP2C9 (nhu tolbutamide, warfarin, phenytoin), trc ché CYP2D6 (nhu céac thude e ché
tai hép thu ¢6 chon loc serotonin, thube chéng trAm cam loai 3 vong), thubc lgi tidu thiazid,
thubc loi tidu quai va tiét kiém kali, cac chét (rc ché men chuyén angiotensin (ACE), céac
thubc chen kénh calci, thubc dbi khang thu thé angiotensin I hoic cac chit cam g chuyén
héa CYP450 (rifampicin, barbiturat) déu khong 1am anh huoéng t6i duge dong hoc cua
sildenafil. Trong mot nghién ctru trén tinh nguyén vién nam giéi khoe manh, vi€c dung
ddng thoi chat déi khang endothelin, bosentan (mot chat cam tmg CYP3A4 [trung binh],
CYP2C9 va c6 thé ca CYP2C19) & trang thai én dinh (125 mg, 2 1an/ngay) vdi sildenafil
& trang thai 6n dinh (80 mg, 3 lan/ngay) din dén viec giam AUC va Cpax cua sildenafil
twong g 14 62,6% va 55,4%. Viéc dung dong thdi véi céc chit cam tng CYP3A4 manh,
nhu rifampin, dugc cho 1a s& lam giam ndng do sildenafil trong huyét trong nhidu hon.

- Nicorandil 1a su két hop giira chat hoat hoa kénh kali va nitrat. Do thanh phan nitrat c¢6
kha ndng dan dén twong tac nghiém trong véi sildenafil.

Anh huwéng ciia sildenafil d6i véi cac thude khac:

Cdc nghién ciru in vitro:

- Sildenafil 1a mt tac nhan trc ché yéu cac cytocrom P450 phan nhém 1A2, 2C9, 2C19,
2D6, 2E1 va 3A4 (ICso > 150 uM). Do sau khi ding liéu khuyén céo thi ndng d6 dinh trong
huyét trong cua sildenafil xap xi 1 pM, nén sildenafil s& khong 1am thay ddi do thanh thai
céc co chét ctia cac isoenzym nay.

- Khong c6 dit liéu vé su twong tac cua sildenafil va cac chét e ché phosphodiesterase
khong déc hiéu nhu theophylline hodc dipyridamole.

Cdc nghién civu in vivo:

- Sildenafil da dugc chitng minh 1a c6 kha nang lam ting tic dong ha huyét ap cia cac
nitrat cip va man tinh. Vi vay chdng chi dinh dung sildenafil cling véi cac cht cho nitric
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oxide, cac nitrat hitu co hay nitrit hiru co duéi bit ky hinh thirc nao (xem muc Chéng chi
dinh).

- Riociguat: Céc nghién ctru tién 14m sang cho thdy tac dung ha huyét ap toan than cong
thém khi chat rc ché PDES dugc két hop véi riociguat. Trong cac nghién ctru 14m sang,
riociguat di dugc chirng minh lam ting tac dung ha huyét ap ciia cac chét (rc ché PDES.

Chéng chi dinh diing ddng thoi riociguat véi céc chat ire ché PDES5, ké ca sildenafil (xem
muc Chéng chi dinh).

- Chi dinh déng thoi sildenafil cho bénh nhan dang dung thudc huy o giao cam cé thé din
t6i ha huyét ap triéu chitng & mot sd bénh nhan nhay cam. Diéu nay c6 thé Xay ra trong
vong 4 gi¢ sau khi dung sildenafil (Xem myc Liéu ding, cich dung va muc Canh bio
va than trong khi dung thudc). Trong ba nghién ciru dic hiéu vé twong tac thude - thude,

thube huy o giao cam doxazosin (4mg va 8mg) va sildenafil (25 mg, 50 mg, hodc 100 mg)
dugc chi dinh dng thoi cho cac bénh nhan budu lanh tidn liét tuyén didu tri 6n dinh véi
" doxazosin. Quan sat cac dbi tugng nghién ctru nay, cac muc gidm bd sung trung binh cua
‘huyét 4p do & tu thé nim ngira 1an luot 13 7/7 mmHg, 9/5 mmHg, va 8/4 mmHg va c4c miic
gidm bd sung trung binh ctia huyét ap do & tu thé dimg 1an lugt 14 6/6 mmHg, 11/4 mmHg,
va 4/5 mmHg. Khi chi dinh ddng thoi sildenafil va doxazosin trén bénh nhén dang diéu tri
6n dinh véi doxazosin, it c6 cac bao cdo vé nhitng bénh nhan bi ha huyet ap tu thé tridu
chimg. Cac béao cdo nay bao gdm chéng mit va mét moi, nhung khong ngét.

- Khong ¢6 twong tic c6 y nghia nao khi chi dinh dong thoi sildenafil (50 mg) voi
tolbutamide (250 mg) hogc warfarin (40 mg) (14 cac chét duoc chuyén hoa boi CYP2C9).

- Sildenafil (50 mg) khong lam ting thém thoi gian chdy méu do acetyl salicylic acid (150
mg). ’

- Sildenafil (50 mg) khong lam ting thém tac dung ha huy€t 4p ctia rugu trén nhitng ngudi
tinh nguyén khée manh vé6i ndng do tdi da trung binh 1a 0,08% (80 mg/dL).

- Phan tich dya trén cic dit liéu an toan cho théy, khong c6 sy khac nhau nao vé tac dung
khoéng mong mudn & nhitng bénh nhan ding va khong dung sildenafil dong thoi véi cac
thuc ha huyét ap. Khong c¢6 tuong tac cé y nghia nao gitra sildenafil (100 mg) va
amlodipin & bénh nhén tang huyét ap (& tu thé ndm ngira chi 1am ha thém huyét ap 8 mmHg
d6i véi huyét 4 ap tdm thu va 7 mmHg d6i véi huyét 4 ap tam truong).

- Sildenafil (100 mg) khong anh hudng téi dugc dong hoc clia cc téc nhan e ché protease
cia HIV nhu ritonavir va saquinavir (ca hai thudc nay déu 1a co chét ciia CYP3A4).

- Sildenafil & trang thai 4n dinh (80 mg, 3 l?m/ngéy) lam tang 49,8% AUC ctia bosentan va
tdng 42% Cmax clia bosentan (125 mg, 2 1dn/ngay).

12. Tac dung khong mong muén ciia thudc:

HO s0 an toan cua sildenafil dya rén 9.570 bénh nhén trong 74 nghién ctru 1Am sang mu
doi co dbi chiing véi gia dugc. Cac phan tng ¢6 hai duge béo cdo phd bién nhét trong cac
nghién ctru lam sang ¢ nhitng bénh nhan dugc diéu tri bang sildenafil 1a nhirc dau, d6 bimg,
kho tiéu, nghet miii, chong mat, budn non, néng bung, r6i loan thi gidc, tim tai v m& mét.

Céc tac dung khong mong mubn dugc bio cao trong cac thir nghiém lam sang va giam sat
sau khi thude luu hanh duoc trinh bay & dudi day.
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kinh

Phin loai theo | Rét thwong | Thudng gip it gap Hiém gap
hé co quan gap (= 1/100 va (= 1/1000 va (= 1/10000 va
(= 1/10) <1/10) < 1/100) < 1/1000)

Nhiém khudn va Viém miii
nhiém ky sinh
R4i loan hé midn Qua méan
dich
R6i loan hé thin [Pau diu Chéng mit Buén ngu Tai bién mach mau

Giam xuc giac

nao
Con thiéu mau nio

thodng qua
Pong kinh”
DPong kinh tai phat*
Ngét
Réi loan mét Bién dang mau [Réi loan tiét Bénh than kinh thi
sic truc quan™  |nude mir™* gidc thiéu mau cuc
Loan thi DPau mét bd khong do dong
Mo mit S¢ dnh sang  |mach (NAION)*
Hoa mét Phu mit
Loan séc thi Sung mit
Sung huyét mét|Kho mét
Chéi mét Méi mit
Viém két mac |Lo6a mit
Chiing thiy sic
vang
Chiing thiy sic d6
Réi loan mét
Xung huyét két
mac

Ngira mét
Cam gidc bt
thuong & mit

Phu mi mét
Réi loan tai va mé Chéng mit biéc
cung U tai
Réi loan tim Nhip tim nhanh|[Dét ti do tim*
Dénh tréng Nhoi méu co tim
nguc Réi loan nhip thit*
Rung tdm nhi
Dau thit ngyuc

khong 6n dinh
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Réi loan mach Con néng birng |Ha huyét ap
mau Con d6 bung
Réi loan ho hép, Nghet miii Chay méu cam |Khan hong
nguc va trung thit Téc xoang Khé miii
Phu miii

Réi loan hé tiéu Buon nén, khé [Chimg trao  |Giam xtc giac
héa ti€u nguoc daday |miéng

thuc quan

Dau bung trén

Kho miéng
Réi loan da va mé Phat ban
duéi da

[R6i loan hé co Pau co
xuong va mo lién Dau diu chi
két
R6i loan than va Tiéu ra mau
tiét nigu
R&i loan hé sinh Cuong duong
duc va vu : khong mong muén*
Tang cuong duong

Céc r6i loan . Dau nguc Cau gét
chung va tai noi M¢ét moi
dung thude Cam gidc nong
Két qua kiém Téng nhip tim
tra/xét nghiém

" Chi ¢6 bao céo trong khao sét sau khi thuée lwu hanh.
"™ Bién dang mau sic tryc quan: Chloropsia, Chromatopsia, Cyanopsia, Erythropsia va
Xanthopsia.

" Réi loan tiét nude mét: Kho mat, rdi loan tuyén 18, tang tiét nudc mét.

13. Qua liéu va cach xir tri:
Nghién ctru trén nhiing ngu’m tinh nguyén dung liéu don 800 mg sildenafil cho thdy céc
tac dung khong mong muén & lidu ndy twong ty nhu & lidu thip, nhung tin xuft gdp va
mure d¢ thi ting 1én. Liéu 200 mg khong lam ting hiéu qua nhitng ting ti 16 cac phéan Gng
¢6 hai (nhirc dau, do bung, chong mat, kho tiéu, nghet miii, thay ddi thi luc).
Trong truong hop qué lidu, yéu ciu phdi c6 cdc bién phép hé trg phit hgp. Thim phén than
khong lam ting d6 thanh thai vi sildenafil gin manh véi protein huyét trong va khong bi
thai trir qua nudc tiéu.

14. Quy cach déng goi:
Hop 1 vi x 4 vién nén bao phim, 1 vi x 10 vién nén bao phim.

15. Déc tinh dwgrc lwe hoc:
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- Nhom dugc ly: Tiét niéu, thube dung trong rdi loan cuong duong.

- Ma ATC: G04BE03

Sildenafil 1a mudi citrate ctia sildenafil, ding dudng udng dé didu trj réi loan cuong duong.
Trong moi trudong tu nhién, tirc 14 véi kich thich tinh duc, né phuc hdi chire ndng cuong
dwong bi suy gidm bang cach tang luu lugng mau dén duong vit.

Co ché sinh ly chiu trach nhiém cho sy cuong ctng cia duong vt lién quan dén viée giai
phong nitric oxide (NO) & thé hang trong subt qu4 trinh kich thich tinh duc. Sau d6 NO
hoat hod enzym guanylate cyclase, enzym ndy lam ting néng d cua cyclic guanosine
monophosphate (¢cGMP), tir d6 1am gidn co tron mach mau ctia thé hang va cho phép dong
mau chay vao.

Sildenafil 1a mot chat trc ché manh va c6 chon loc d6i voi phosphodiesterase dic hiéu type
5 (PDES5) trong thé hang. Sildenafil khong c6 tic dung gian truc tiép trén thé hang phéan
18p ciia ngudi, nhung n6 1am ting tac dung ctia NO bang cach trc ché PDES, chit nay c6
tac dung phén hity cGMP trong thé hang. Khi kich thich tinh duc tao ra sy giai phéng NO
tai cho, thi su trc ché PDES5 cuia sildenafil s& 1am tang lugng cGMP trong thé hang, két qua
lam gidn co tron va tdng dong mau t6i thé hang. O lidu da khuyén céo thi sildenafil chi c6
tac dung khi c6 kich thich tinh duc kém theo.

Cac nghién ciru in vitro cho thay sildenafil rc ché chon loc PDES.

Tac dung cua sildenafil chon loc trén PDES manh hon cac phosphodiesterase da duoc biét
khéc, gép 10 14n so véi PDES. G lidu khuyén c4o tdi da, c6 dd chon loc gép 80 1an so véi
PDEI1 va hon 700 1in dbi véi PDE2, PDE3, PDE4 va PDE7-PDEI11.

Tac dung chon loc trén PDES manh gép 4000 14n so v6i PDE3, diéu nay rét quan trong vi
PDE3 la mét men lién quan téi su co bop clia tim.

16. Dic tinh dwgc djng hoc:

Dugc dong hoc ciia sildenafil twong tng véi liéu trong khoang liéu khuyén céo.

Sildenafil dugc chuyén hoa chinh tai gan (cht yéu qua cytochrom P450 3A4) va cac chét
chuyén hoa ciia né cé hoat tinh gidng chat me (sildenafil).

- Hap thu:

Sildenafil dugc hép thu nhanh sau khi ubng. Nong d6 téi da dat dugc trong huyét tuong tir
30 - 120 phut (trung binh 60 phut) dugc quan sét khi udng thudc lac d6i. Sinh kha dung
tuyét dbi trung binh khodng 41% (dao dong tir 25 - 63 %). Sau khi uéng sildenafil, di¢n tich
dudi duong cong AUC va Cpax ting tuong Gng véi lidu vuot qué khoang liéu khuyén cdo
(25 - 100 mg).

Khi dung sildenafil cung véi thirc an 1am gidm khé niing hdp thu véi thoi gian gidm trung
binh Tmax 14 60 phit, va Cmax gidm trung binh 29%.

- Phdn phoéi:

Thé tich phan bd thuée trung binh cta sildenafil (Vd) 1a 105 L, phan bé tép trung vao cac
mo. Sau mdt liéu uéng duy nhét 100 mg, tong néng do tbi da trung binh trong huyét tuong
cua sildenafil khoang 440 ng/mL (CV 40%). Sildenafil va chét chuyén ho4 & vong tuin
hoan 16n ctia né 1a N-desmethyl gin t6i 96% vio protein huyét turong, do d6 ndng do tdi
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da trong huyét tuong d6i véi sildenafil 1a 18 ng/mL (38 nM). Viéc gin vao protein huyét
tuong khong phu thudc vao nong do téng ctia no.

Néng do cua sildenafil trong tinh dich cta nhitng nguoi tinh nguyén khée manh sau khi
u6ng thudc 90 phut 1a nho hon 0,0002% lidu sir dung (trung binh 188 ng).

- Chuyén héa:

Sildenafil dugc chuyén hoa chu yéu béi cac men CYP3A4 (duong chinh) va CYP2C9
(duodng phu) c6 & gan.

Céc chédt chuyén héa & vong chuyén hoa chinh cta sildenafil tao ra tr qué trinh N-
desmethyl hod, va sau d6 lai dugc chuyén hoa tiép.

Céc chét chuyén hoa ndy c6 hoat tinh chon loc déi véi PDE trong tu nhu sildenafil va trén
in vitro tinh chon loc ddi véi PDES XAp xi 50% cua chit me.

0 nhu’ng ngudi tinh nguyen khée manh, néng do trong huyét trong ciia cc chét chuyén
héa xap xi 12 40% nong d6 chat me.

Chét chuyén hoa N- desmethyl lai dwgc chuyén hoa tiép tuc, co thoi gian ban huy 1a 4 gio.
- Thdi trir:

D9 thanh thai toan b¢ ctia sildenafil 1a 41 L/h véi nira thoi gian pha cubila 3 - 5 gio.

Sau khi dung duong udng hay tiém tinh mach, sildenafil dugc thai trir chii yéu qua phén
duéi dang chat chuyén héa (khoang 80% liéu udng) va mot phan nhé qua nuéc tidu (khoang
13% liéu ubng).

Duge dpng hoc 6 cic doi tieong bénh nhin dic biét:

- Ngueoi gia:

Trén nhiing nguorl gia khoe manh (tir 65 tudi tro 16n), d6 thanh thai ctia sildenafil giam di,

két qua 1a ndng do sildenafil va chit chuyén héa c¢6 hoat tinh N-desmethyl trong huyét
tuong cao hon khoang 90% so véi néng do nhirng chit nay ¢ nhitng nguoi tinh nguyén tré
khée manh (tir 18 - 45 tudi). Do su gin két sildenafil vao protein huyét tuong phu thudc
vao tudi, ndng do tw do cua sildenafil trong huyét tuong tang tuong rng khoang 40%.

- Ngueoi suy thgn:

Trén nhitng ngudi suy than nhe dén trung binh (d6 thanh thai creatinin = 30 - 80 mL/phut),
khi ding mt liéu don sildenafil (50 mg), khong thdy cé bét cir sw thay déi nao v& duoc
dong hoc.

Trén nhitng nguoi suy than nang (d6 thanh thai creatinin < 30 mL/phut), d6 thanh thai cua
sildenafil bi giam, da lam ting x4p xi gip d6i AUC (100%) va Cmax (88%) so voi ngudi &
cung d9 tudi nhung khong bi suy thin. Thém vao d6, cac gia tri AUC va Cmax clia chit
chuyén héa N-desmethyl ting c6 y nghia 200% va 79% lan luogt & cac dbi tugng suy than
ning so v6i & cdc dbi tugng chirc nang than binh thuong.

- Ngueoi suy gan:

Trén nhimg nguoi xo gan (Child-Pugh A, Child-Pugh B), d6 thanh thai ciia sildenafil bi
giam, két qua lam tang AUC (85%) va Cmax (47%) so v6i ngudi khong bi suy gan & cling
d6 tudi (xem muc Cach dung, liéu dung). Dugc dong hoc ctia sildenafil & bénh nhan suy
gan ndng (Child Pugh C) chua dugc nghién ciru.

17. Diéu kién bao quén, han dung, tiéu chuin chit lwgng ciia thude:
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Piéu kién bao quan: B4o quan & nhiét do khong quéa 30°C, noi kho mat, tranh 4nh sang truc
tiép.
Han dung: 36 thang ké tir ngay san xuét.
Tiéu chuan chét lugng: Tiéu chuin co s6.
18. Tén, dia chi, biéu twgng ciia co sé san xuit:
Cong ty C6 phén Dwogc Trung wong 3
115 Ng6 Gia Ty - Phuong Hai Chéu 1 - Quén Hai Chau - Thanh phé Da Ning

pugc
TRUNG UONG 3



