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Vién nén bao phini

DI XA TAM TAY TRE EM. ‘
DOC KT HUONG DAN SU DUNG TRUOC KHI DUNG.
THUOC NAY CHI DUNG THEQ PON THUOC.

THANH PHAN CONG THUC THUOC: cho 1 vién:
Sildenabi 50:
Thanh phén duge chét: Sildenafil (dudi dang Sildenafil citrat) 50 mg.
Thanh phin ta duge: Avicel PH 101, Calci phosphat dibasic khan, Natri croscarmellose, Magnesi stearat, HPMC 5
cps, PEG 6000, Titan dioxid, Talc, Conalake Indigotine 14 vira dii 1 vién.
Sildenabi 100;
( Thanh phin diroc chit: Sildenafil (dudi dang Sildenafil citrat) 100 mg,
Thanh phin ta duge: Avicel PH 101, Calci phosphat dibasic khan, Natri croscarmellose, Magnesi stearat, HPMC 15
eps, PEG 6000, Titan dioxid, Talc, Conalake Indigotine 14 vira dii [ vién.

DANG BAO CHE;
Sildenabi 50; Vién nén bao phim mau xanh, hinh thoi, canh va thanh vién lanh Ian.
Sildenabi 100; Vién nén bao phim mau xanh, hinh thei, canh va thanh vién lanh lgn.

CHI PINH

Sildenafil dimg dé diéu tri cdc tinh trang rbi loan cuong duong, 1A tinh trang khéng 6 kha ning dat duge hojie duy
trl crrong cimg da dé thoa man hoat dong tinh duc.

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

CACH DUNG - LIEU DUNG:

Vién sildenafil dwgc dimg theo dirdmg udng,

DGi v6i ngudi l6n:

Hiu hét cic bénh nhin duge khuyén céo ding lidu 50 mg khi cén, ung trude khi quan heé tinh duc khoing 1 gid.
Dira trén sir dung nap va téc dung ciia thude, liéu c6 thé ting 1én t6i muc t6i da 1a 100 mg hofic gidm tGi mire 25 mg,
Liéu khuyén co t6i da 1a 100 mg, s8 lén diing t6i da 1a 1 lin mdi ngay.

Pdi voi bénh nhén suy thin:

1 Céc trirdng hop suy thian nhe hodic trung binh (dd thanh thai Creatinin = 30-80 mL/phat), thi khéng cin diéu chinh
lidu. Céc trrdmg hop suy thin nang (dd thanh thai Creatinin < 30 mL/phit), thi liéu nén ding 12 25 mg vi d6 thanh
thai cia sildenafil bi gidm & nhitng bénh nhén nay.

P4i voi benh nhin suy gan:

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

Dbi voi bgnh nhin dang phai ding cic thudc khac:

Dira vio mirc d6 firong tac & nhitng bénh nhén daug dung sildenafil dﬁng thi véi ritonavir (xem muc Twrong tic,
tiwong ky ciia thuéc) thi khong nén vuot qua mot liéu don t6i da 12 25 mg sildenafil trong vong 48 giov. Nhitng bénh
nhén dang dung cac thudic c6 tic dung irc ché CYP3A4 (vi du erythromycin, saquinavir, ketoconazol, itraconazol)
thi lifu khdi ddu nén ding 12 25 mg (vem muc Tieong tdc, lirong ky ciia thude).

Dé han ché nguy co ha huyét 4p tu thé trong qué trinh diéu tri, bénh nhén nén duge didu trj dn dinh khi ding cde
thudc huy « giao cam trude khi bit déu tri lidu véi sildenafil. Thém vao d6, nén cin nhic ding cac liéu sildenafil
thap hon khi khai diu diéu trj (xem muc Canh béo vé than trong ki dimg thuée va Treong tée, twong ky ciia thudc).
D6i voi tré em:

Khéng diing sildenafil cho tré em du6i 18 tudi.

Péi voi ngudi gia:

Khéng cén phai diéu chinh liéu.

CHONG CHI PINH: ' _
Chéng chi dinh ding sildenafil cho nhitng bénh nhédn di fmg vdi bat ki thanh phén ndo cia thudc.
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Sildenafil lam ting tic dung ha huyét 4 ap clia cdc nitrat cAp va man tinh. Vi vay chong chi djnh ding sildenafil cho
nhimg bénh nhén dang ding nhiing chat cung céip nitric oxid, cdc nitrat hitu co hay uhﬁ'n? nitrit hitu co dudi bit ky
hinh thite nao di la llumug xuyén hay ngit quéing (Yem mue Twomg tde, twong ky eiia thuoc).

Chﬁng chi dinh ding ddng thoi céce tie nhin (e ché PDES, bao gdm sildenafil, véi chit kich thich guanylate cyclase,
nhur riociguat, do ¢6 kha niing géy ra ha huyét &p triéu chimg,.

CANH BAO VA THAN TRONG KH1 DUNG THUOC:

Phai khai théc tién sir va kham Jam sang ti mi dé chén dodn rdi loan cuong duong, dé xdc dinh nhitng nguyén nhin
tiém &n va xae dinh hwéng diéu tri thich hop.

Vi ¢6 thé co mot sb nguy co tim mach lién quan h:iri hoat dgng tinh due, nén thay thude phai chi ¥ tdi tinh trang tim
mach ctia bénh nhén trude khi tién h’mh didu trj r6i loan curong duong,

Khéng nén ding cac thudc didu tri rdi loan cuong duong & nam gidi durge khuyén khong nén hoat ding tinh duc
C#c bién ¢b tim mach nghiém trong bao gbm nhdi mau co tim, dot tr lién quan 16i bénh tim, loan nhip that, xudt
huyét nfio va con thiéu méu cuc b thoding qua duclc bdo cdo trong qua trinh luu han}l sir dyung 'alldenaf'l dé diéu trj
r8i loan cuong ([ucmg Héu hét nhung khéng phai tit ci céc bénh nhan niy di co tién sir cac yéu té nguy co tim
mach. Nhiéu bién cé tr ong 50 ndy duge bio cho xudl hién trong hoiic ngay sau khi hoat djng tinh due, va mdt vai
bién ¢é durge bio cdo xay ra ngay sau khi diing sildenafil ma khong ¢6 hoat dong tinh duc. Céc bién ¢b khéce dugce
bio céo xdy ra vai gidr dén vai ngay sau khi dimg sildenafil vii ¢6 quan hé tinh duc. Khong thé xdie dinh duge ligu
che bién o ndy ¢ lién quan In,rc UEP t6i sildenafil, hoat dong tinh due, bénh nhan dang ¢ bénh tim mach, su két
hop céc yéu 6 nay hay cic yéu 16 khéc.

Mét s6 thir nghiém ldm sang cho th'ly rang sildenafil c6 thuge tinh gian mach toan thin gy ha huyét ap thoéng qua.
Péi v6i hilu hét cac bénh nhén, diéu dé cd dnh hudng rit it hodc khéng cé anh huéng gi. Tuy nhién truée khi ké
don, thily thudc phai chii ¥ téi nhitng bénh nhéin ¢é tinh trang bénh 1y ma cé thé bj anh hudng bai tic dung nay va
dic biét khi c6 thém hoat ddng tinh duc. Nhitng bénh nhin ¢é can tré ddng chay thit trai (vi du hep déng mach chu,
bénh co tim phi dai tic nghgn) hay mic héi chimg teo da hé thing (syndrome of multiple system atrophy) l2 nhiing
bénh nhén ¢o ting min cam vai cic yéu td gifin mach, biéu hiﬁn bing sir suy giam trim trong kha nang khéng ché
huyét 4p tu ddng la nhimg ngudi chn phai rét cin nhéc khi diéu trj,

Bénh thin kinh thi gific thiéu mau cuc b khéng do déng mach (NATON), mét bénh hiém gap va 12 nguyén nhén gly
giam thi lye hodic mét thi luc, duge béo c‘io hiém g@p trong qua trinh luu hanh khi sit dung véi cac thube e ché
phosphodiesterase nhém 5 (PDES), bao gom sildenafil.

Héu hét nhiing bénh nhﬁn ndy d@ co cdc yeu t6 nguy co nhur ty 18 chén thi gidc thip so vai dia thi gidc (“dia thi giac
ting™), trén 50 [um tidu dudmg, cao huyét ép, bﬁ!llh mach véanh, lipid méu cao va hit thube. Mdt nghién ciru quan sat
danh gia licu ring viéc sir dung gan déy clia clnl tic ché PDES, nhur mét nhom lhuoc c6 lién quan dén viée khaoi
phat cap tinh NAION hay khong. Két qua goi  ring nguy co bi NAION tang gin gip d6i trong vong 5 chu ky ban
thai ciia chit (e ché PDES duoc ding. Dya trén y van da xudt ban, ti 1& mic méi hang nam ctia NAION 12 2,5- 1 1.8
ca trén 100.000 nam giti d¢ tudi >S50 hang ndm trong din s0 n6i chung. Trong trudng hop mét thi lye ddt ngdt, cin
khuyén bénh nhan ngirng ding sildenafil va hai y kién béc s ngay.

Ngudi da timg bi bénh NAION c6 nguy co tdi phat NAION tang lén. Vi véy bac st cn thao lufin voi nhimg bénh
nhan nhir vy vé nguy co nay va vige liéu ho c6 bi anh hudng xéu néu sir dung chit irc ché PDES hay khéng. Céc
chit (e ché PDES, ké ca sildenafil, cin duoce ding thin trong & nhitng bénh nhan ndy va chi khi lgi fch du kidn vurgt
trdi so véi nguy co.

Cén thén trong khi chi dinh sildenafil cho bénh nhin dang dang thuée huy « giao cam vi chi dinh d?}ng thisi ¢6 thé
din t6i ha huyét ap tricu chung & nhitng bénh nhin nlny cam (\em nie Teang tde, tieong Ky eva Hmoc) Pé han ché
nguy co ha huyét ap tu thé, bénh nhén nén diéu tri 6n dinh huyel dong khi ding cdc thude huy a giao cam trude khi
bit diu tri liéu bing sildenafil. Nén cin nhic bt dau diu tri bing sildenafil & cdc lidu thap (xem myc Cédch dimg,
liéu ding). Thém vio dd, béc s cén khuyén bénh nhén nhiing viéc cin 1am trong trudng hop ¢ cde tridu chimg cia
ha huyet ap tur thé.

Mt sb it bénh nhan viém vong mac sic 16 ¢o cac rdi loan vé gen phosphodiesterase & ving mac, céin phai than trong
khi diéu tri sildenafil & nhimg bénh nhén ndy vi chua cd nhiing bling chimg an toan,

Céc nghién citu in vitro trén tiéu clu ngudi cho thiy sildenafil ¢6 anh hudmg t6i kha ning chdng ngung két tiéu ciun
cua natri nitroprussid (chét cho nitric oxid). Hign nay chwa cd thong tin an toan vé viée sir dung sildenafil trén
nhiing bénh nhén bi rbi loan déng méu holic loét tiéu hod cép tinh, vi vy cin thén trong & nhimg bénh nhin nay.

Cén than trong khi ké don céc thc nhan diéu tri réi loan cuong duong cho nhitng bénh nhén ¢6 cic bién dang vé giai
phiu duong vat (nhu duong vt gép goc bénh xo hod lhe han g, hay bénh Peyronie), nhitng bénh nhén c6 bénh 1y dé
gdy cuong dau dwong vt (nhu bénh thifu mau héng ciu hinh liém, bénh da u tuy, bénh bach ciu).

P c6 bio cdo vé tinh trang cwong duong kéo dai va cuong duong khong mong mubn khi sir dung sildenafil sau khi
thude dugce luu hanh, Trong trudng hop cuong duong kéo dai hon 4 gio, bénh nhén ciin dén co sar y t& dé didu trf
ngay ldp tire. Néu cuong duong khong duge diéu tri ngay c6 thé din dén md duong vit bi pha hity va mit kha ning
vinh vién.

Tinh an todn va hiéu qua cia viée ding két hop sildenafil véi cic chit e ché PDES khic, cic thucc didu t11 tang
huyét 4p déng mach phm (pulmonary arterial - PAH) c6 chita sildenafil (REVATIO) hodc céc thude didu trj 1 loan
cuong dwong khéc khéng duge nghién ciru, vi viy khéng nén két hop didu tri c4c thude nay.
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Giam hay unl thinh lye dot ngdt da drge bio cdo trén mdt s6 lrong nhd céc tr mfmg hop sir dung céc chit irc che
PDES, bao gom sildenafil trong céc lllu nghiém [Am sAng va sau khi luu hanh. Héu hét cic bénh nhén nay cé cic )'eu
t6 nguy co dbi vdi w;«. giém hay mét thinh lyc dot ngdt. Khong thiét 1ap duoc mdi quan hé nhin qua gilia vigc sir
dung céc chit rc ché PDES va viéc giam hay mﬁl thinh lyc d6t ngét. Trong trudng hop bj gidam hay mat thinh lyc
ot ngdt, bénh nhian duge khuyén nén ngirng udng sildenafil va kham bac si ngay lp tic.

SU DUNG THUOC CHO PHU NI’ CO THAI YA CHO CON BU:

Khong ding sildenafil cho phu nit.

Nghién ciru trén chudt va tho sau khi ding sildenafil dudng udng, khing thiy cac bing chimg vé kha nang gy qudi
thai, giam kha niing sinh san, hofic nhitng tdc dung bét loi cho sy phat trién ciia phoi va thai nhi.

Chura c6 céde nghién ciiu day di va thich hop trén phy nit ¢6 thai va cho con bii.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC: _

Chira ¢6 nghién ctru cu thé nao vé inh hudng 1én kha ndng 141 xe va vin hanh may méc duge tién hanh,

Hién tugng chong miit va thay doi thi II,EC da duge lﬂo cdo trong cac thir nghiém 1dm sang véi sildenafil, do viy
bénh nhin cin biét rd ho phan fmg nhu thé ndo voi thude trwde khi 1ai xe hojic vin hinh may moc,

TUONG TAC, TUONG KY CUA THUOC:

Anh hwedng ciia cde thude khdc dbi véi sildenufil

Cic nghién ctru in vifro

Chuyén hoa sildenafil dlE:l] ra chit yéu bai cac phan nhém cytochrom P450 (CYP) dgmg 3A4 (dirdmg chinh) va 2C9
(dwdng phy). Vi vy tit cd cdc tic nhin gdy itc ché nhitg phan nhém nay c6 thé lam giam do thanh thai cua
sildenafil va céc tac nhén gay kich thich nhitng phan nhém ndy cé thé 1am ting d§ thanh thai coa sildenafil.

Cic nghién ciru in vivo

Cac phan tich dwoc déng hoc qua cic dir li¢u thir nghigm lam sang cho thay, khi dimg dong thoi sildenafil vdi cac
tac nhén (re ché CYP3A4 (nhur ketoconazol, erythromyein, cimetidin) s& lam gidm d§ thanh thai cta sildenafil.
Cimetidin (800 mg), mét téc nhin uc ché cytochrom P450 va e che khong dic hiéu CYP3A4, khi ding ddng thai
vii sildenafil (50 mg) s€ lam tang nong d¢ cha sildenafil trong huyet tuong lén 56% trén nhirng ngudi tinh nguyén
khoe manh.

Frylhrcmycm (500 mg, ding 2 lin/ngdy trong 5 ngdy) 12 mot téc nhén e ché trung binh CYP3 A4, khi ding dong
thovi vai 1idu don 100 mg sildenafil, da lam téang dién tich dudi dudng cong sildenafil (AUC) I&n t6i 182%. Ngoai ra
vige ding ddng thii mot lidu don 100 mg sildenafil véi tic nhan (rc ché protease ciia HIV saquinavir (1200 mg ding
3 lAn/ngay), déy ciling 1d mot tdc nhin gy (rc ché CYP3A4, dd 1am ting Cuax ctia sildenafil 1&n t6i 140% va ting
AUC 1én tdi 2 10%. Sildenafil khéng ¢é mdt anh hadng ndo téi dige dfng hoc ctia saquinavir. Céc tdc nhin Wrc ché
CYP3A4 manh hon nhur keteconazol va itraconazol ciing s& ¢6 nhitng anh hudng 16n hon.

Viéc ding dbng thoi litu don 100 mg sildenafil v6i tac nhdn (re ché protease ciia HIV ritonavir (500 mg, dung 2
Iam’ngay) mdt chit irc ché manh P450, dé [am tang Caax ciia sildenafil 1€n téi 300% (gdp 4 14n) va tang AUC trong
huyﬁl tuong 1én tai 1000% (gép 11 ldn). Thoi diém 24 gitr sau dimg thudc, nong dd ctia sildenafil trong huyét trong
van xép xi 200 ng/mL so vGi 5 ng/mL khi ding mdt minh sildenafil. Diéu ndy phi hop véi tic dong rd rét clia
ritonavir 1én cic co chit cia P450. Sildenafil di khéng ¢6 anh huwdng ndo t6i dm;rc dong hoc ciia ritonavir,

Khi dong sildenafil theo mirc liéu khuyen cdo cho nhimg bénh nhén dang diéu trj cdc tac nhén c6 khél ning e ché
CYP3A4, nf‘mg 6 sildenafil tr do t6i da trong huyét tiwong khdng vuot qua 200 nM va déu dung nap tdt. Nhiing lidu
don c4c thube khémg acid (magié€ hydroxid, nhom hydroxid) khéng anh hwéng téi sinh kha cll,mg cua sildenafil.
Trong mot nghién ciru trén tinh nguyén vién nam gidi khoe manh, wéc ding dong thoi chit dbi khang endothelin,
bosentan, (mdt chdt cam tmg CYP3A4 [tl ung binh], CYP2C9 vi cé thé ci CYPZC]D) O trang thai on dinh (125 mg,
2 lin/ngdy) voi sildenafil & trang théi on dinh (80 mg, 3 lan/ngdy) din dén viée giam AUC v Cpax clia sildenafil
tuong (mg 14 62,6% va 55,4%. Sildenafil lam tang AUC va Cuax ctia bosentan tuong tng la 49, 8% va 42%. Viéc
ding déng thoi v6i cde chdt cam ang CYP3A4 manh, nhu rifampin, duge cho Ia s& lam giam ndng dé sildenalil
trong huyét trong nhiéu hon.

Dir ligu dwoce dﬁng hoc trong céc thir nglnem lam sang cho thay ring, c4c tac nhén trc ché CYP2C9 (nhu tolbutamid,
warfarin), ic ché CYP2D6 (nhu cic thube (e ché tai hip thu cé chon loc serotonin, thude clmng tram cam logi 3
vong), thudc lgi niéu thiazid, céc chit {rc ché enzym chuyén angiotensin (ACE) va céc thuéc chen kénh calci déu
khong lam dnh hudng tdi duge dong hoce cha sildenafil.

Trén nhimg ngudi nam giéi tinh nguyén khoe manh khéng thay c6 anh huéng nao clia azithromycin (500 mg/ng."ly
trong 3 ngdy) t6i AUC, Cuax, Tray, hdng s téc d thai trir, thoi gian ban thai cia sildenafil cling nhwr chét chuyén
héa chinh cia nd.

Anh hiwéng ciia sitdenafil adi vdi edc thudce khdc

Cic nghién ctvu in vifro

Sildenafil 12 mot tac nhén trc ché yéu céc cytocrom P450 phan nhém 1A2, 2C9, 2C19, 2D6, 2E1 va 3A4 (IC50 >
150 pM ).

Do sau khi dimg liéu khuyen cdo thi uong dd dinh trong huyét twong cia sildenafil \:ap xi 1 uM, nén sildenafil s&
khong lam thay dbi do thanh thai cac co chit ciia isoenzym nay.
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Cic nghién eiru in vive

Sildenaﬁl da dwoc chimg minh 13 c6 kha nang lam tang tic dong ha huyét dp cia céc nitrat cdp vi man tinh. Vi viiy
chdng chi dinh dimg sildenafil cing vai cic chit cho nitric oxid, céc nitrat hiru co hay nitrit hiru co dudi bit ky hinh
thitc ndo du 1 thudng xuyén ]n‘_y ngit quing (xem mic C‘fmng ehi ﬁ‘mh)

Trong 3 nghién ciru diic hiéu vé& tuang tac thude-thudc, thude huy « giao cim doxazosin (@mgvas mg) vii sildenafil
(25 mg, 50 mg, hojic 100 mg) duoc chi dinh dong thdi cho cdc bénh nhén budu lanh tién ligt luyen diéu trj 6n dinh
vii dnkazosm Quan sit cac dbi twong nghién clru nay, cic mirc !:,lﬂm bd sung trung binh ciia huye[ ép do & tu thé
néim ngira [n lwgt 1a 7/7 mmHg, 9/5 mmHg, va 8/4 mmllg va cic mirc gidm bd sung trung binh ciia huyét 4p do &
tur thé dimg Iﬁll lurgt 14 6/6 mmHg, 11/4 mmHg, va 4/5 mmlig.

Khi chi dinh déng thdi snldenaf’l v doxazosin trén bénh nhédn dang diéu trj dn d]nll vi3i doxazosin, it cd cdc béo cho
vé nhﬂ'ng bénh nhin bi ha huyél ap tu thé triéu chimg. Cic bio céo nay bao gom clléng mit va mét moi, nhung
khong ngét. Chi dinh ddng thai sildenafil cho bénh nhén dang ding thuée huy a g:ar.] cam c6 thé diin t6i ha huyét ap
triéu chirng & mdt s6 bénh nhin nhay cam (Xem muc Cdch dimg, liéu dimg vi Canh béo va than trong khi dimg
thudc).

Khéng c6 trong tic ¢6 y nghia ndo khi chi dinh ddng thoi sildenafil (50 mg) véi tolbutamid (250 mg) hogic warfarin
(40 mg) (14 cic chit duge chuyén hoa béi CYP2C9).

Sildenafil (100 mg) khdng énh huéng tai duge dong hec ciia céie the nhin (e ché protease clia HIV nhur ritonavir va
saquinavir (ci hai thube nay déu 12 co chét cia CYP3A4) (vem phdn trén, Anh nrdmg ciia cde thude khdae doi véi
sildenafil).

Sildenafil & trang thai én dinh (80 mg, 3 Iﬁnfngay) lam ting 49,8% AUC ciia bosentan vi ting 42% Cpex cUa
bosentan (125 mg, 2 1An/ngay) (vem phin trén, Anh huéng ena cde thude khée déi voi sildengfil).

Sildenafil (50 mg) khéng lam ting thém thoi gian chay miu do aspirin (150 mg).

Sildenafil (50 mg) khdng Iam ting thém tic dung ha huyét dp cha ruou trén nhitng ngudi tinh nguyén khée manh
vii nong dé t6i da trung binh 13 0,08% (80 mg/dL).

Khong ¢6 lwong tic cé ¥ ughn nao gitra sildenafil (IUD mg) va amlodipin & bénh nhéin ting huyét dp (o fr thé nim
ngtra chi lam ha thém hu:.'et ap 8 mmHg déi véi huyét 4p tam thu va 7 mmHg dﬁl véi huyét ap tam fruong).

Phin tich dya tén cdc dir liéu an todn cho lhﬁy, khéng c6 sur khde nhau ndo vé the dung khing mong muén & nhitng
bénh nhan ding va khdng ding sildenafil d&ng thovi voi cée thude ha huyét ap.

TAC DUNG KHONG MONG MUON (ADR):

N6i chung nhifng tic dung khéng mong mudn chi & mire thodng qua, nhe hay trung binh. ?;?
Trong cic nghién ciru ligu cﬁ dinh, tdn sut ciia mot vai bién chiing tiing theo liéu. 3
Cac nghién ciru véi liéu cb dinh phan anh sét thie hon ché dd liéu khuyén céo. Ban chit cée tAc dung khong mong i TY
muon trong cac nghién citu nﬁy tuong tur nhur trong céc nghién ciru vai ligu cd dinh. AN,
Céc téc dung khong mong mudn thudmg duoc bio cio nhit 1a dau diu va do bung, mit. PHAI
Bang Téac dung khiing mong mudn ciia thude. HE (
Phéin loai theo h§ Ph bién Thwdng gip It giip Hiém gap HA
co’ quan >1/10 >1/100 vA <1/10 | >1/1.000 dén <1/100 >1/10.000 va <1/1.000 —
Nhiém khudn v Viém mii N
nhiém ky sinh triing
{ Réi logn hé mién Qua man
dich
RS loan hé than | Pau dau Chéng mit Buon ngi Pong kinh*; dong kinh téi
kinh phat*; ng‘n_
R&i loan mit Mo mit; r6i | Pau it sg  dnh | Pho mat; sung mit; khd
loan thi giac; seing, hoa mit: lof;m mit; moéi mit; léa mét;
ching thdy sic | sfc thi; sung huydt | chimg thiy sic vang; chimg
xanh mét; choi mat thdy sic do; réi loan mét;
sung hu'yét két mac; kich
img mit; cim gidc bt
thudng & mit; phit mi mit
R&i loan tim Nhip tim nhanh; danh
lrﬁng nguc
R&i loan mach mdu Bo bimg mat; | Ha huyét ap
nong birng
Roi loan hé I)E"ip, Nghet miii Chay méu cam; tic | Co thit hong,; khé miii; phi
nguc va trung that xoang mili
Roi loan hé tiéu héa Budn nén; khé | Chimg trao nguge da | Gidm xic gidc miéng
tiéu day thuc quan; ndn
mira; dau bung trén;
khé miéng
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Roi loan da va mé Phat ban

dudi da

Rbi loan hé co Dau co; dau chi

xirong vi mo lién

kél

R6i logn hé sinh Cuong duwong khéng mong
duc va vi mudn*; ting cuong duong
Céc 101 logn chung Cam giac néng Kich tmg

vi fai noi ding

thudc

Két qua kiém tra/xét Tang nhip tim

| nghigm

* ADR duge xéc dinh sau khi Ivu hanh thude

V&i lidu 16n hon lidu di khuyén cdo thi cdc tde dung khéng mong mudn cling viin 13 céc tic dung 43 liét ké & trén,
nhung néi chung 12 s& gip nhiéu hon.
Qua phin tich céc thir nghiém lam sing mit ddi ¢6 déi chimg gia duge gbm hon 700 ngudi hang nam ding gia dwge
vir 1300 nguwdi hang niim ding sildenafil, khing thily c6 sy khac biét ndo gifta hai nhom v ti 1&6 mic nhoi mau co
tim (MI) va ti 1¢ tr vong do tim mach. DB&i véi cd hai nhém thi ti 18 nhdi médu co tim (MI) 13 1,1 trén 100 ngudi hang
nim, con ti [é ur vong do tim mach 14 0,3 trén 100 ngudi hang nam.

( Thing bdo ngay cho bdc st hodc dicore sTnhitig phdn tmg cd hai gdp phdi khi sir dung thude.

QUA LIEU VA CACH XU TRI: _ _

Nghleu ciru trén nhitng ngutri tinh nguyén dimg liéu dom 800 mg sildenafil cho thiy céc tac dung khéng mong mudn
& lidu nay tuong t nhwr & lidu tlnp, nhing tin xudt gip va mire dd thi ting 1én,

Tmng trudng hop qué liéu, yéu ciu phai ¢é cac bién phép hé trgr phu hop. ]

Tham phén than khéng lam ting dd thanh thai vi sildenafil gan manh v&i protein huyét tirong va khong bj thai trix
qua nude ticu,

PAC TINH DUQC LY'C HQC:

Pliéin logi: Thudc didu trj roi loan cwong duong

M ATC: GO4BE03 ) ) )

Sildenafil la mudi citrat ctia sildenafil, ding dwdng ubng dé diéu trj rbi loan cuong dirong. Sildenafil ¢6 tic dung trc
ché chon lge guanosin monophosphat vong (¢GMP - eyclic guanosine monophosphate) - phosphodiesterase dic hiéu
typ 5 (PDES).

Co ché tic dung: Co ché sinh 1y cuwong duong vat kéo theo sy gidi phong nitric oxid (NO) & thé hang trong sudt qua
trinh kich thich tinh duc.

Sau dé NO hoat hoa men guanylat cyclase, men ndy lam ting ndng dé ciia cGMP tir d6 lam gidn co tron mach méau
clia thé hang va cho phép dong mau chay viao.

Sildenafil khéng c6 tac dung gidn tryuc tiép trén thé hang phéan Iap ctia ngudi, nhung né m ting tic dung cia NO
bang cdch tc ché PDES, chit nay cd tic dung phan hity cGMP trong thé hang.

Khi kich thich tinh dyc tao ra sy gidi phdng NO tai chd, thi sir irc ché PDES cia sildenafil s& lam tang luong cGMP
trong thé hang, két qua lam gidn co tron va ting dong méu téi thé hang.

O licu da khuyén cdo thi sildenafil chi ¢6 tac dyng khi c6 kich thich tinh dyc kém theo.

Céc nghién ciru in vitro cho théy sildenafil (rc ché chon loc PDES.

Tac dung ciia sildenafil chon loc trén PDES manh hon céc phosphodiesterase di duge biét khac (gdp 10 lan déi véi
PDES, > 80 lan déi véi PDE1, > 700 lan dbi véi PDE2, PDE3, PDE4 va PDE7- PDE11).

Téc dung chon loc trén PDES manh gip 4.000 ln so véi PDE3, diéu nay rat quan treng vi PDE3 1d mdt men lién
quan G sy co bop cia tim.

PAC TiNH DUQC PONG HQC:

Duge dong hoc cia sildenafil trong tmg vai lidu trong khoang lidu khuyén céo.

Sildenafil dige chuyén hoa chinh tai gan (chii yéu qua cytochrom P450 3A4) va céc chét chuyén hod ctia né 6 hoat
tinh gidng chat me (sildenafil).

Hiép thu

Sildenafil duge hap thu nhanh sau khi uong, véi sinh kha dung tuyét doi tr ung binh khoéng 4% (dao dong tir 25-
63%).

Trén in vitro, nong df 3,5 nM sildenafil (rc ché men PDES ctia ngudi khoang 50%. Trén ngudi, ndng dé sildenafil tur
do 161 da trung binh sau khi ding mot liéu don 100 mg 14 x4p xi 18 ng/mL hoic 38 nM.

Cac ndng d t6i da dat duge trong huyét tweng tir 30-120 phit (trung binh 60 phat) dugc quan sat khi ubng thude
lic doi.
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Thire in ¢6 ham lagng ma cao lam gidm khd ning I):"ip thu cua sildenafil, vdi thoi gian gidm trung binh Tma. 12 60

phit, vit Cray gidm trung binh 29%, trai lai mire d§ hap thu khéng anh hudng ding ké (AUC giam 11%).

Phéin bo

Thé tich phan b thude trong binh cta sildenafil (Vss) 1a 105 L, phén bb tip trong vao cic md.

Sildenafil va chit chuyén hoa & vong tudn hoan Idm cia né 1d N-desmethyl gin téi 96% vao protein huyét rong.

Viée giin vao protein huyél twong khong phy thudc vao nong do téng cha no.

Ndng do cia sildenafil trong tinh dich ctia nhitng ngudi tinh nguyén khoe manh sau khi uéng thudc 90 phut 1a nhd

hom 0,0002% lidu sir dung (trong binh 188 ng).

Chuyén hod

Sildenafil duge chuyén héa chii yéu bai cdic men CYP3A4 (dudng chinh) va CYP2C9 (duwdng phy) ¢ & gan.

Cic chat chuyén hod & vong chuyén hod chinh cia sildenafil tgo ra tir qua trinh N- desmethyl hod, va sau dé lai

duge chuyén hoa tiép.

Chc chiit chuyén hod nay ¢ hoat tinh chon lge d6i véi PDE tuong ty nhw sildenafil va trén in vitro tinh chon loc déi

vdi PDES xap xi 50% cta chat me.

O nhitng ngudi tinh nguyén khoe manh, nong do trong huyét tweng ciia céc chét chuyén héa xip xi 14 40% ndng d

chat me.

Chit chuyén hoa N- desmethyl lai duge chuyén héa liép tye, ¢d thod gian ban hiy a4 gidn.

Thai triv

B4 thanh thai toan bd cia sildenafil 1a 41 L/h vé&i ntra théi gian pha cudi 1a 3-5 aid.

Sau khi ding duomg udng hay tiém tinh mach, sildenafil duge théi trir chit yéu qua phan dudi dang chit chuyén haa
( (khofng 80% lidu uéng) va mét phan nhé qua nuée tiéu (khodng 13% lidu udng).

Duge ddng hoe & cic doi twgng bénh nhin die bigt

Ngirdi gii

Trén nhitng ngudi gid khde manh (tir 65 tudi & 18n), dé thanh thai coa sildenafil giam di, két qua la néng dd

sildenafil va chit chuyén héa cé hoat tinh N-desmethyl trong huyet twong cao hon khoing 90% so vdi ndng db

nhimg chdt nay & nhitg ngudi tinh nguyén wé khoe manh (6 18-45 twoi). Do sy gan két sildenafil vao protein huyét

twong phu thude vao tudi, ndng dé tu do cia sildenafil trong huyét twong ting tuong Vg khoang 40%.

Ngrai suy thin

Trén nhirng ngudi suy thin nhe (do thanh thai creatinin = 50-80 mL/phat) hay trung binh (d thanh thai creatinin =

30-49 mL/phat), khi ding mdt lidu don sildenafil (50 mg), khang thily ¢6 bét cir sy thay dbi nao vé duoc déng hoc.

Trén nhitng ngudi suy thin ning (d) thanh thai creatinin < 30 mL/phdt ), d§ thanh thai cia sildenafil bj giam, 3

lam tiang xap xi gip doi dién tich dudi duomg cong AUC (100%) v Cruae (88%) so véi ngudi & cing d tdi nhung

khéng bi suy thin.

Thém vio dé, cdc gid tri Crax va AUC ciia chit chuyén héa N-desmethyl ting c6 ¥ nghia

cdc doi tugng suy thin niing so vaéi & cac ddi tugng chire niing thin binh thudng, v

Ngrai suy gan e

Trén nhimg ngudi xo gan (Child-Pugh A, Child-Pugh B), d¢ thanh thai cua sildenafil bi gia

tich dudi dirdng cong AUC (85%) v Cruax (47%) so voi ngudi khong bi suy gan & ciing do

sildenafil & bénh nhan suy gan ni@ng (Child Pugh C) chua duge nghién citu.

0% va 79% lan luot &

,'kél qué [am ting dién
udi. Durge déng hoc cia
( QUY CACH PONG GOI: Hop 1 vi x 4 vién
PIEU KIEN BAO QUAN: Noi kha, nhiét do khéng qua 30°C, tréinh anh séng.
HAN DUNG: 36 thang ké tir ngay san xuét.
TIEU CHUAN CHAT LUQNG: TCCS.
TEN, DIA CHI CUA CO SO SAN XUAT:
Céng ty Cb phin Dugc pham Céng nghé cao Abipha
L6 ddt CN-2, Khu cong nghiép Phi Nghia, X& Phi Nghfa, Huyén Chirong M§, Thanh ph5 Ha Nai

BPién thoai: 024.363253888; Fax: 024.363253888
Website: wwi.abipha.com.vn
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