CUPID 50

(Vién nén bao phim sildenafil 50mg)

Rx

CANHBAODACBIET:

Thud¢ ndy chi dling theo don clia béc s§.

Doc k§ huéng dfin sir dung trrde khi ding.

Néu can thém thong tin xin hoi y kién bac s¥. ,

Thong bao cho bac s§ nhitng tic dung khéng mong mudn gip phai khi sir
dung thuoc. |

Khong dung qué liéu chi djnh.

Khong sir dung thudc 48 qua han dung.

Dé xa tim tay tré em.

1. TEN SAN PHAM
CUPID 50

2. THANH PHAN PINH LUQNG VA PINH TiNH-
Mibivier sién hﬁm&hﬁﬂm ' ?NJ 10l ifrﬁf-ﬂ;i-‘; 7 ﬂ
Hoat chat: sildenafil citrat tuong dwong sildenafil 50 mg

Td duge: cellulose vi tinh thé, tinh bdt bién tinh (tinh bt natri glycolat),
hydroxy propyl methyl cellulose 5 cps, dibasic calci phosphat, natri
crosscarmellose (Ac-Di-Sol), silic dioxid keo (Aerosil), talc tinh ché,
magnesi stearat, Opadry-06-B-50900 xanh (hon hgp hypromllose, titan
dioxid, polyethylen glycol/macrogol, FD&C Blue |#2/Indigo carmin
aluminium lake, natri lauryl sulphat), rugu isopropyl*, methylen
chiorid*, nudc tinh khiét*, ’

* bay hoi trong qué trinh sin xuit, khong c6 mit trong thanh phén cudi ctia

3.DANG BAO CHE

Vién nén bao phim.

Vién nén bao phim hinh vién nang, mau xanh dwong, ldng min, 18i hai mit.
Mot mit cia vién thude duge khic s8 “50”, mit kia dé tron.

4.PACTINHLAM SANG

4.1 Chi dinh diéu trj

Sildenafil diing dé diéu trj cac tinh trang r6i loan cuopg duong, 12 tinh
trang khong c6 kha ning dat dugc hoéic duy tn curong cliig di dé thoa man
hoat dng tinh duyc. |
Sildenafil chi c6 tic dung khi cé kich thich tinh duc kém theo.

4.2 Liéu ding v phwong phép sir dyng
Vién sildenafil dugc dung theo dudmg uéng.

Déi v6i ngurdri 16m

Hau hét c4c bénh nhén dugc khuyén cdo dung lidu 50 mg khi cin, ubng
trude khi quan hé tinh dyc khoéang 1 gi¢.Dya trén sy dung nap va tac dung
ctia thudc, liéu c6 thé ting 1én tdi muc tHi da 1a 100 mg holic gidm tdi mirc
25 mg. Liéu khuyén cdo tdi da 1a 100 rog, s6 14n dung t6i da 13 1 14n mdi
ngay. R — P .

Péi véi bénh nhin suy thin |

Céc trudng hop suy thin nhe hodc trung binh (49 thanh thai creatinin =30-
80 mL/phit), thi khong cin diéu chinh lidu.

Céc tredmg hgp suy than ning (49 thanh thai creatinin < 30 mL/phit), thi
liéu nén dung 13 25 mg vi 49 thanh thai cia sildenafil bj gidm ¢ nhimg
bénh nhan nay. W o wewe

Doi véi bgnh nhén suy gan
Liéu nén dung 14 25 mg vi 40 thanh thai ciia sildenafil bj giam & nhimg
bénh nhén nay (vi dy bénh xo gan).

Poi véi bénh nhin dang phdi ding cdc thude khéc

Dya vao mirc 4§ turong tic & nhimg bénh nhan dang dung sildenafil dong
théri véi ritonavir (xem muyc 4.5 Twong téc véi cdc thadc khic va céc
dang twong téc khéc) thi khong nén vugt qua mét lidu don téida1d 25 mg
sildenafil trong vong 48 gio. |

Nhitng bénh nhan dang diing céc thudc c6 tic dung irc ché CYP3A4 (vidy
erythromycin, saquinavir, ketoconazol, itraconazol) thi lidéu kh&i dau nén
diing 13 25mg (xem muc 4.5 Twong tic véi cdc thuoc khic va clic dang
twong tac khac), "

, I '
Pé han ché nguy co ha huyét ap tir thé trong qua trinh diéu tri, bénh nhén
nén duoc diéu trj 6n djnh khi diing c¢ thuée huy a giao ¢dm trudc khi bit
déu trj ligu voi sildenafil. Thém vao 46, nén cén nhic ding cic lidu
sildenafil thap hon khi khéi dau diéu tri (xem myc 4.4 Canh bdo va thin
trong diic bi¢t khi sir dyng va 4.5 Twong téc véi cdc thube khic va céc
dang twong téc khdc). "

Poi vditréem
Khéng ding sildenafil cho tré em durdi 18 tubi

Poi véi ngurdri gia
Khéng cin phai diéu chinh liéu.



4.3, Chong chi djnh | |
Chéng chi dinh ding sildenafil cho nhitng bénh nhén dj img véi bat ki
thanh phin ndo clia thude.

Sildenafil 1am ting tic dung ha buyét 4p ciia c4c nitrat cAp va man tinh. Vi
viy chdng chi dinh dung sildenafil cho nhiing bénh nhin dang dung
nhitng chat cung cap nitric oxid, céc nitrat hitu co hay nhimg nitrit hiru co
bt kY hinh trirossho dirtatmdngxtuyén hayagit quing (Xem myc
4.5 Tuong téc véicic thuéc khéc va cic dang twomg téc khic) -

Chéng chi dinh ding dbng thdi céc thc nhan wc ché PDES, bao gém
sildenafil, véi chﬁt'kich thich guanylate cyclase, nhy riociguat, do c6 kha
nang giy ra ha huyet ap tri¢u ching. . -

4.4. Cinh béo va thin trong dfc bigt khisirdyng -
Phai khai thic tién sir va khim 14m sing ti mi d€ chén doén r6i loan cuong
duong, € xac dinh nhitng nguyén nhén tiém an va x4c dinh edng diéu trj
thichhgp. O R

Viwd thé ¢6 m@tisd nguy-cw tim mgoh tién quan (i hodt 40y thh duc, nén
thiy thudc phai chi  téi tinh trang tim mach ctia bénh nhén truéc khi tién.
hanh dién trj r6i loan cwong dwong. -
Khong nén diing ciac muéc diéu tri roi loan cmgl duong & nam gid duge’
khuyén khong nén hoat d4ng tinh duc. . '- e

Céc bién c6 tim mach nghiém trong bao gém nh6i mau co tim, dot tir lién
quan t&i bénh tim, loan nhjp thit, xuat huyét ndo va con thiéu méu cyc bo
thoang qua dugc bio céo trong qud trinh hiru hanh sir d}_un&s.ildenaﬁl de
diéu trj xdi duwong, Hiu hét nbung khdng phai tht ca cic bnh
nhén ny d4 c6 ti€n sir céc yéu t0 nguy co tim mach. Nhiéu bién ¢ trong sp.
ndy dugc bio cdo xuat hién trong hofic ngay sau khi hoat dong tinh duye, va
mdt vai bién cé dugc bio cdo xdy ra ngay sau khi ding sildenafil ma
khong cé hoat dong tinh dyc. Céc bién co khac dugc béo céo xdy ra tir vai
gitr deén vai ngdy sau khi ding sildenafil va c6 quan hé tinh dyc. Khong thé
xéc dinh dirgc liu c4c bidn c6 ndy c6 lién quan trirc tiép téi sildenafil, hoat
dong tinh duc, bénh nhin dang c6 bénh tim mach, sy két hgp céc yéu td
nay hay cac yéu to khac.

Mdt s6 thir nghiém 1am cho thdy ring sildenafil cé thudc tinh gidn

mach toan thin giy ha huyét ap thodng qua (xem myc 5.1.Céc dijc tinh

dwgcdye hoc). DSi v6i hiw hét cc bénh nhén, dicu 46 c6 anh bardme rét it

hodc khong c6 4nh hudng gi. Tuy nhién tneée khi ké dem, thity thudc phai

cht y t&i nhig bénh nhém ¢6 tink trgng bfnh ly ma ¢d the bj anh huéng

bdi tac dyng niy va &ic biét khicd thém hoat dong tinh dyc. Nhitng bénh -
nhén c6 can tré dong chay that trdi (vi dy hep dong mach chii, bénh co tim

phi dai tic ngh&n) hay mic héi chimg teo da hé théng (syndrome of
multiple system atrophy) 14 nhitng bénh nhén c6 ting méan cam véi cdc

yéu tg gi&in mach, biéu hién bing sy suy gidm trim trong khé ning khéng

ché huyét &p tyt dong 12 nhiing ngudi cin phai rat can nhic khi dicu try.

Bénh thén kinh thi gi4c thiéu m4u cyc bd khdng do 46ng mach (NAION),
m§t bénh hiém gdp va 1a nguyén nhan gay giam thj lyc hogc mat tl:?t:l L
dugc bao cdo hiém giip trong qué trinh luu hanh khi sir dung véi cac ’g:gc
rc ché phosphodiesterase nhom 5 (PDES), bao gdm sildenafil. |

Héu hét nhitng bénh nhan ny d3 c6 céc yéu t6 nguy co nhu ty 1¢ chén thi
gidc thép so v6i dia thi gide (“dia thi gic ting”), trén 50 tudi, ticu duomg,
cao huyét 4p, bénh mach vanh, lipid méu cao va hut ﬂluéc Mot nghién
clru quan sdt d4nh gi4 ligu ring viéc sit dyng gin day cia chat irc ché
PDES, nhu mt nhém thuoc, cé lién guan deén viée khoi phat ghﬂh
NAION hay khoéng. Két qua goi v riing nguy, co bi NAION ting gén gap
d6i trong vong 5 chu ky bén thai cia chét itc ché PDES duge ding. Dya
trén y van da xuat ban, ti 1€ mic méi hang nim caa NAION 14 2,5- 11,8¢ca
trén 100.000 nam gidi d0:wdi 250 hing niim trong din s ndi'thung.
Trong tredng hop mét thj lyc 46t ngdt, cin khuyén bénh nhin ngimg ding
sildenafil va hoi ¥ kién bac singay. ¥

Ngudi d4 timg bj bénh NAION c6 nguy co tdi phat NAION ting 1én. Vi
véy béc si can thao lufin véi nhitng bénh nhin nhwr vay vé ngny co ndy va
viéc liéu ho ¢ bj anh hudng xAu néu sir dyng chét irc ché PDES hay
khéng. Céc chatirc ché PDES, ké cé sildenafil, can dugce diing thén trong &
nhitng bénh nhin ndy va chi khi loi ich dy kién vuot trdi so véi nguy co.

Cin than trong khi chi djnh E?ﬁeﬁgﬁfwb‘%éﬁ‘m%&ané*dﬁng thubc fl}i‘}r}
o giao cam vi chi dinh déng théi ¢ the din tai ha huyét 4p triéu chimg ¢
nhitng bénh nhén nhay cdm (xem muc 4.5 'ILMg téc voi clc gthuﬂc' dc
va cdc dgng twong téc khic). B¢ han che nguy ¢o hg byyét ap fur the,
bénh nhén nén diéu tri %Tmfh’ﬁﬁﬂfé?ﬁgng khi dﬁﬁg?iéhg thﬁgchﬁ;r o giao
cam trrdrc khi bt d4u tri liéu bing sildenafil. Nén cin nhiic bit dau diéu tri
biing sildenafil & c4c liéu thip (xem myc 4.2 Liéu ding va phuong phip
st dyng). Thém vao d6, bac si can khuyén bénh nhin nhimg viéc can lam
trong trrémg hop c6 triéu chimg ctia ha huyét ap tu thé.



Mdt s6 it bénh nhin viém ving mgac séic t6 c6 cac rdi loan vé gen
phosphodiesterase & ving mac, can phai thin trong khi diéu tri sildenafil &
nhimg bénh-nhﬁnzniy vi chua-cénhMg bing clnmg antodn.

Céc nghién ctru in vitro trén tiéu ciu ngudi cho thdy sildenafil c6 anh
hudng téi kha ning chdng ngung két tiéu cdu ciia natri nitroprussid (chat
cho nitric oxid). Hién nay chua c6 thong tin an toin v viée sir dung
sildenafil trén nhitng bénh nhan bj r6i loan d6ng mau hojc loét tidn hod
cap tinh, vi vy cin thn trong & nhimg bénh nhin nay. . o

Cﬁnthﬂnmngkhi ké don céc téc nhén didu trj réi loan cuong duwong cho
nhitng bénh nhan c6 cic bién dang vé gidi phau dwong vt (nhu dwong vét
gép goc, bénh xo hod thé hang, hay bénh Peyronie), nhimg bénh nhén c6
bénh ly dé gy cong dau duong vt (nhu bénh thiéu mau hong ciu hinh
liém, bénh da u tuy, bénh bach céu).

P c6 bio cdo vé tinh frang cuong duong kéo dai va cuong duong khong
mong muon khi sir dung sildenafil sau khi thudc dugc huu hanh. °

truémg hop ewong d i hom 4 g bén o cdn 6 00 'y 2
d@diéutqngayl_ﬁmmmgdﬁ& oGt Widu psgayeathes,
din dén mé duong vit bi pha hiy va mét kha nfing vinh vién.

Tinh an toan va hiéu qué cta viéc ding két hop sildenafil véi céc chit (e
ché PDES khac, cac thudc diéu trj ting huyét 4p dong mach phoi
(pulmonary arterial - PAH) c6 chira sildenafil (REVATIO) hojc c4c thubc
diéu trj r6i loan cuong duong khic khéng dugc nghién ciru, vi viy khong
nén ket hop diéu trj cac thudc nay.

Giam hay mat thinh Iyc 46t ngdt da du?c béo c4o trén mdt s6 lwrgng nhd
cac truong hop sir dung cac chat irc ché PDES, bao dm sildenafil trong
cac thiunghiém lim:a?gwhau mmmmhgm bénh ahén nay
c6 cc yéu to nguy co d6i voi viée gidm hay mat thinh lyc 46t ngdt. Khong
thiét 14p dugc mbi quan hé nhin qua giita viéc sir dung céc chat frc ché
PDES va viéc gidm hay mét thinh lyc 45t ngét. Trong trudng hop bj giam
hay mat thinh Iyc d6t ngdt, bénh nhin dwgc khuyén nén ngimg udng
sildenafil va kham bac si ngay lép tirc.

4.5.Twong téc véi cdc thude khéc va cic dgng twong tic khic
Anh hwimg ciia ciic thubc khic dbi véi sildenafil

Céc nghién ciru in vitro |

Chuyen héa sitdenafil diénra chi yéu béi cac phin nhém cytochrom P450
(CYP) dang 3A4 (dudng chinh) va 2C9 (dudng phy). Vi vy tit cd cac tic
nhén gy (rc ché nhimg phin nhém nay cé thé 1dm gidm dd thanh thai ciia
sildenafil va céc tic nhén gdy kich thich nhitng phan nhém nay c6 thé 1am

tang 46 thanh thai ctia sildenafil.

Céc nghién ciru in vive

Céc phén tich dugc déng hoc qua cic dir li¢u thi nghiém 1am sang cho
thay, khi ding ddng thoi sildenafil véi cic tdc nhin e ché CYP3A4 (nhur
ketoconazol, erythromycin, cimetidin) s& lam giam 4§ thanh thai cua
sildenafil.

Cimetidin (800 mg), mét tic nhan trc ché cytochrom P450 va \rc ché
khéng dic hiéu CYP3 A4, khi dung dong thdi vdi sildenafil (50 mg) s& lam
ting nong 46 cta sildenafil trong huyét trong 1én 56% trén nhimg ngudi
tinh nguyén khde manh.

Erythromycin (500 mg, dung 2 lan/ngay trong 5 ngdy) 1a mdt tic nhén ac
ché trung binh CYP3A4, khi ding ddng théi véi liéu don 100 mg:
sildenafil, d4 1am tAng dién tich du6i duong cong sildenafil (AUC) lénté
182%. Ngoai ra viéc diing ong theri mét lieu don 100 mg sildenafil vdi tic
nhén {rc ché protease ciia HIV saquinavir (1200 mg dung 3 1an/ngay), ddy
ciing I3 mdt tic fhfin gly e ché CYP3A4, 43 1am Bing Cmax cia
sildenafil 1€n t&i 140% va tiing AUC 1én ti 210%. Sildenafil khong ¢
mét dnh hudng nao tdi dirge dfng hoc cia saquinavir (xem myc 4.2 Lida
dung va phuong phip sir dyng). Cic tac nhén irc ché CYP3A4 manh
hon nhu ketoconazol va itraconazol ciing s€ c6 nhitng dnh hudng iém hon.

Viéc ding ddng thdi lidu don 100 mg sildenafil véi tic nhin {rc ché
protease ciia HIV ritonavir (500 mg, dung 2 14n/ngdy), mét chét \ic ché
manh P450, 33 1am ting Cmax cia sildenafil 1&n t&i 300% (gip 4 14n) va
ting AUC trong huyét twong 1én t6i 1000% (gép 11 lan). Théi diém 24 gids
sau ding thudc, ndng 46 cia sildenafil trong huyét twong van xap xi 200
ng/mL 50 v6i 5 ng/mL khi diing mét minh sildenafil. Dieu nay phtu hop véi
tdc ddng rd rét cua ritonavir 1&n cic co chat cua P450. Sildenafil 43 khéng
c6 anh hudng nao tdi duge dong hoc cua ritonavir (xem myc 4.2 Lidu
dung va phwong phap sir dung). g 3

Khi dung sildenafil theo mirc liéu khuyén cao cho nhing bénh nhin dang
diéu trj cAc tic nhin.c6 khi ning e ché CYP3A4, nong df sildenafil tr do
t6i da trong huyét trong khong vugt qua 200 nM va déu dung nap tot.
Nhing Li€u don cic ‘huﬁc khimng axit (magié hydroxid, nhém hydroxid)
khong anb hudng téi sinh kha dung ciia sildenafil. -




4.7 Auh hwémg trén kha ning ldi xe va vin hanh miy méc

Chwa co nghiést cira cy thé nao vé dnh hwéng 1én khi néng lé,l Xe va vén
hanh may mée dwgc tién hanh.Hién twong chong méiit va thay doi thi lyc da
duge bao cao trong cac thir nghigm lam sﬁng vai sildenafil, do vy bénh
nhén can biét r3 ho phan {mg nhur thé nao vai sildenafil trude khi 131 X¢
ho#c viin hanh may méc.

48 Tie dungkhﬁlgnmfmm‘m
NoOi chung nhimg tic dung khing mnng muﬁn chi li‘mm: ﬂwﬁl'tg qua, nhe:
hay trung binh.

Tmngécﬂc nghtén ciru l1éu co dinh, tin suit cia mét vai bién chimg ting
theo héu. :

Cacnghién clru voi heu e dmh phin éeh sémhue Koo ché d6 lidu khuyen
céo.Bén chét céc tic: dyng khing mong mudn trong céc nghién ciru ndy
twong ty nhu trong céc nghién ciru véi.liéu ¢d dinh.Cac tac dung khing
mong mudn thudmg duge bio cdo nhét lfi dau déu v&dﬁbﬁmg mit.

Bang Téc dyng khdng mong mufm cﬁn Thuéc
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* ADR dugc xic djnh sau khi luu hanh thudce

Vi liéu 160 hon lidu 83 khuyén céo thi cc:tac dung khéng mong mudn
cling vén 2 c&c the dl,mgdﬁllét Ko trén, nhung nt'n E]IIing 1a 52 gﬁp nhléu
hon. -

Qua phén tich cﬁc thfr nghiém 14m sing md d6i ﬁfrdﬂi chimg gié dﬂq}e gom
hon 700 ngudi hén% nim ding'gia dugc va 1300 ngudi hang iy ding -
sildenafil, khong thay c6 su khac biét ndo giita hai nhém vé ti 1é mic nhdi
mé co tim (MI) va ti I§ tir vong do tim mach. D6 véi ca hiai nhom thi ti 16
nhélmﬁtmmn{!\'ﬂ) 12 1,1 trén 100 nguél_l g nﬁ:m chn ti 1€ tur vnng Elﬂ'--_'
t:mmauhla{l 3trénlﬂﬂ ngumhﬁngn:im |

4.9 Qué litu -

Nghién cfriy trén nhimg ngudi tinh nguyén dig liéu don 800 mg sildenafil
cho thily céc the dung khong mong | ‘mudn & lidu ndy tuong ty nhu'd héu
théip, shung thn xuft giip va mirc d§'thi ting 1én.

Trong trudng l:u;rp quﬁ Iléu yéu cau phﬁl cocac blén phap hé tro phu hop.

Thém phén than khbhg lﬁim ting A6 thanh thai vi sﬂdbﬂaﬁl ganmm véi
protéintiryértrong vakhong bi ﬂ:trtrﬁqmmuéu” :

SCACPACTINHDUGCLYHOC



SCACDACTINNDUGC LYHOC: o«

5.1 Céc d§c tinh dugc e hqc |

Sildenafil 1 mubi citrat cua sitdenafil, ding duémg udng 8 diéu tri rdi
loan cumgd . Sildenafil o6 thc-dyng \rc ch% ‘chon loc guanosin
monophiésphat vong (cGMP- cyclic' guanosine monophosphate) -
phosphodiesterase dic hi¢u typ 5 (PDES).

;*r r

CO CHETAC DUNG » «td wmndf smego o Brgaes’ e nas

Co ché sinh 1y cuong duong vét kéo theo sur gial phéng mtnc mud (N O) 4,
thé hang trong su6t qua trinh kich thich tinh dyc. b 3

Sau 86 NO hoat ho4 men guanylat cyclase, men niy lam tﬂng n&hg d0 cia
cGMP tr dé lém glan co tron mch méu clia the hang vﬁ ﬂho phép dbng

Sildenail khﬁng co fﬁc dung gidn truc tiép trén’ thg hang han lﬁp cua“
ngudi, nhung né 1am ting tic dung ctia NO bing cach trc ché PDES, chét
nay cé téc dung phin hily cGMP trong thé hang. T

Khi kich thichtinkdyc tao ra sy gidi phong NO tai chb, th: su &tcché PDES
cia sildenafil s€ lam tﬁng hrong cGMP trong thé hang, két qud 1am gidn cq.é;
tron va ting dong méu ti thé hang.

3 lidu 42 khuyén co thi sildenafil chi cd tic diing khi ¢6 kich thich tinh'f
duc kém theo. P

Cacnghién ciru iz vitro chouﬁys;menaﬁmcche chen loc PDES.

T4c dung cua sqlgienaﬁl chtpn lrgc trén PDE,S mgnh hon cdc
phosphodlesterase d3 durgce biét khac (Eap 10 lan d6i v6i PDESG, > 80 lan.
abivei PDET, >'700 14n d6i v6i PDE2, PDE3, PDE4 v&PDE’?-PDE]l) |

Tac ding chqn m twén mss manh gép 4 mm&l s0 v&i PDE3, diéu nﬂy
ratquantrongviPDHB Ihmﬁtmeﬂlténquantms\rmbépcﬁatnn -y

caengménmuﬁmang L g -
im . - ca .
Khong ¢ su thay do6i llén quan lam sﬁng trén dlq:n tam dn (ECGs) cua
nhimg ngudi: nant gidi tinh nguyén bmh thm:mg kl:u dl’mg cic liéu don
snldeaaﬁﬂénﬁu 100: mgdmmg uﬁng - -

Sau khi dung heu 100 mg, ﬁ@et ap fﬂm thu glém 8i da trung binh1483
mmHg con huyét ép tim trrong giam toi da trung binh 1a 5,3 mmHg (do &
tuthe nim ngua)

Nhimg anh huong len huyet ap tren nhl.”mg nguc‘n da:ng du.n% nitrat démg ;
théri nhiéu hon nhvmg ciing chi thoédng qua (xem myc 4.3 Chong chi dinh
vainus4 S Taony thevél che thube khic vi edodang twong tic khdc) -

Nghién ¢truvé huyét dong trén’ 14 bénh nhén bj bénh dong mach vinh
ndng (hep > 70% it nhat 13 1 dong mach vanh) dugc dung i2u dom' 100 mg
sildenafil thdy ring hi'get 4p tAm thu va tAm truong khi nghi ngoi gidm &
7% VA 6% so véi huyét 4p trirde khi dimg thuée. Huyét 4p tam thii dong
mach phoi tmng binh glém & 9% Sﬂdenaﬁl khéng* tat d{th‘g t&i cung
lm;mg tim va khong anh huéng dong chay qua cac dﬁng mach vanh bi hep,
va tao Ta sir cdi thién (khoé.ng 13%) trong viéc dao ngroc dong chdy mach
vanh dugc kich thich bang adenosine (trong ca cdc dong mach b1 hep va
cac dong mach lién quan).
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nhén roi loan cuong dmmg va dau that ngyc cf;nh Nhitng bénh phin
nay dung thudc chong dau thét nguc thuong xuyén (ngoai trir nitrat). Ho
phii ging strc lam viéc che 161 mic gidi han cha dau thﬁtnmxuat hi¢n. O
nhitng bénh nhan dung liéu dom 1001113 sildenafil thi thoi gian kép <Oi Xay
l1au hon (19,9 gidy; khedng tin cdy 95%: 0,9 - 38,9 glﬁy) (céj' nghia thong
ké) so v6i nhitg bénh nhan dung gia duge. Thoi gian gﬁng sire trung binh
(duge diéu chinh v&i mite go.ban) cho 16l gidi han dau thit ngye 13 423,6.
gidy & nhitng ngudi ding Bﬂdena:ﬁj va 403 . glﬁy & nhirng ngudi dllug g‘hﬁ
duoc. e ,

Nghién ciru mu d6i ngau nhién, c6 d6i chung voi gia duge (véi lidu
stivenmfil thay mmmﬂmmwmﬁmmg
duong va ting hu}rét &p. Nhitng bénh nhén ndy ludn ludn phai du;gﬂlt nhat
hai loai thubc chong ting huyét ap. Két qua sildenafil cai thiéri kha ning
cuong 71% & nhung nguén dung sildenafil so von 18% ¢ nhitng nguon,
dung gia duge. Ty I¢ giao hqp thanh cdng & nhimg nguoi ding sildenafi]
62% so v6i 26% & nhimg ngudi ding glé dugc. Ti 1§ gip cdc tac dyng’
khong mong mudn & nhl'l'ng bénh nhén nay ciing tuong ty nhu & nihimg
nhém benh nhin kharé, ciing nhur kKhong thay d6i & nhimg ngudi dung, 3.
hay nhiéu hon céc thudc chéng ting huyét ap.



Thjgiac

Su khéic nhau trong videt ﬁhﬁmhiét m&u nhe vﬁ thodng qua (xanh da
tréi/xanh 14 cdy) dvoc phat hién thdy & mét vai trudmg hop ding test
Farnsworth - Munsell 100 hue sau 60 phut khi dung liéu 100 mg, con sau
120 phit khéng c6 mét anh hudng nao dugce chung minh. Co ché chinh
clia sy thay d6i phan biét mau c6 lién quan téi vige e ché PDE6. Loai men
nay cé nhiéu & vong mac. Céc nghién ciru in vitro chi ra ring sildenafil ic
ché PDE6 kém hon 10 lén so véi PDES. Sildenafil khong c6 anh hudong,

ndo trén tinh linh hoat cua thy lyc, i, (ﬂﬂ mm
40, 4p lyc TFong miithodic do aaﬂm ﬁm

Trong mét nghlén clru ngang cé 46i chung & nhl'.tng b¢nh nhan tho#i hod
diém vang co lién quan tGi tubi (o= 9) thi sildenafil (liéu don, 100 mg)
dugc dung nap t6t va khéng cé mdt anh hudng nio cé y-nghia trén 1dm
sang lén cac test thi hre (tinh linh hoat cua thi lyc, ludi Amsler, phén biét
mau, tin hiéu dén giao thong, thi tnrémg ké Humphrey).

Tinh hiéu qua

Tinh hiéu qué va an tnan cua sildenafil dugc danh gid trong 21 thu nghlém
14m sang mu d6i ngau nhién cb dm chmg v gid duge trongth(h gian téi
6 thang Trén 3000 bénh nhan rdi loan cuong duong (19-87 tudi) & tat ca
cac thé (thé do ca qua, thé o, tana; 1, thé hdn- hop) dugc cho ding
sildenafil. Hiéu qua cia sildenafil dwgc danh gid bang chc ciu hoi danh gid
chung, nhat ky cuong duong, bang cdu hoi danh gia chiuc ning cuong
quéc té IIEF (International Index of Erectile Function), va bang céu hoi.
danh cho cac dmtéctmh dyccuaciacbénhnohan,

Higu qua ciia sildenafil 12 kha néing dat dugc va duy tri crong cimg dit dé
tién hanh giao hop. Hiéu qua nay d4 dugc chimg minh quatitca 21 nghién
ctru trén va dugc duy tri qua céc ngln&r:s ciru mé rong kéo dai (trén 1 ndm).
Trong cdc nghién ciru ding liéu c6 dinh, ti leéc::'u thién khi niing cuong 14
62% (v6i liéu sildenafil 25 mg), 74% (véi liéu sildenafil 50 mg), va 82%
(vori liéu sildenafil 100 mg) so sénh v&i kévqui 25% & nhém ding gid-
dugc. Ngoai sy cai thign kha ning cuong thi sildenafil con cai thign-s9-
khoai cam, sy thod mén khi giao hop va sy hai long chung

Quacac thir nghiém thay ring: B
Trén cac b¢nh nhén dai thao dudmg, ti 1€ cai thi¢n khi niing cuong cla
sildenafil 14 59% so véi 16% & nhitng ngudi diing gid duge.

Trén cic bénh nhan cit tuyen tién [iét triét dé thi ti 1€ nay {a 43% so vl
15% & nhimg ngudi dung gia dugc.
Trén cac bf;nh nhan chén thuong tuy séng thi ti 1& nay 1a 83% SO wfn 12% 4]

nhimg ngudi dung gia dugec.

5.2 Céc djctinh duge dong hoc

Dirgc ddng hige™cla ‘il maﬁlwg' g vol Tu tro M& hEu
khuyén c4o.

Sildenafil dugc chuyen hoa chinh tai gan (chu yéu qua cytuchrom P450
3A4) va céc chét chuyén hoi cia né cé hoat tmh giong chat me,
(sildenafil). _

Hip thu
Sildenafil dugc hap thu nhanh sau khi udng, véi sinh kha dung tuyét d6i
trung binh khoing 41% (dao d9ng tir 25-63%)

Trén in vitro, nbng 45 3,5 nM sitdenafil Hc: ¢hé tnen PDES cua ngudi_
khoing 50%. Trét ngiron, idnig g aBsTldenafiI i 46 65108 tristigtinh saukhi
dung mot liéu don 100 mg 1 xap xil8 ng/mLhni{lc 38 nM.

Céc ndng dj t6i da dat dugc trong huyét tuong tir 30-120 phit (trung binh-
60 phut) dugc quan sitkhi udng thuoe lacd6i. -~ -

Thixc &n ¢6 ham lugng md cao lam glim kha nﬁng Mp thu cua s:ldenaﬁl
voi thoi gian glam trung binh Tmax 13 60 phit, va Cmax gidm trung binh
29%, trai lai mirc 46 hap thu khéng anh hudng ding ké (Dién tich dudi
duong cong giam 11%).

Phan bo
Theé tich phén b6 thude trung binh cua sildenafil (V ss) Ia 1057 i phén bs

tap trung vao cac mo.

Sildenafil va ahat chuycn hod dr vong tuﬁn hoiu 16m ciia ub 1 N—dcsmethyl
gﬁn tdi 96% vao pmtem huyet twong. Vige gin vag protein huyét tuong
khong phu thuqc vao ndng 46 tdng ciand. e |

Nong dd cta sildenafil trong tinh dich cia nhitng ngm‘n tinh nguyén khoe
manh sau khi uung thuuc 90 phit 13 nhd hon 0,0002% liéu sir clung (trung
binh 133 ng).
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Sildenafil dwge chuyén héa chi yéu bdi chc men CGYP3A 4 (8tdng chith)
va CYP2C9 (dudng phy) c6 & gan.

Céc chit chuyén hoé & vong chuyén hoa chinh cua sildenafil tao ra tir qua
trinh N- desmethy] hoa, va sau dé lai dugc chuyén héa tiép.

Cﬁc chat chuyén hoa nay c6 hoat tinh chpn loc d6i véi PDE tugng g nhu
sildenafil va trén in vitro tinh chon loc ddi véi PDES xﬁp xi 50% cua cbﬁt |
me.

O nhirng nguoi tinh nguyén khoe manh, ndng 4§ trong huyér frong cid
cac chit chuyén hda xAp xi 12 40%ndng @6 chitme.

Chét chuyén héa N- desmethy lai dugc chuyen hoéa tiép tuc, €0 thai gian:
ban huy la 4 gio.



Thai tra

D¢ thanh thai toan b cua sildenafil 1a 41 L/h véi nira thén glanpha cum la
3-5 gid. |

Sau khi dung duéng ubng hay tiém tinh mach, snldenaﬁl duqrc thai trir chu
yéu qua phén dudi dﬂﬂg chat chuyén héa (khoimg 80% héu uéng) vﬁ mét
phén nho qua nuéc tieu (khoang 13% lieu unng) |

Duwgc djng hoe & cdc déitu'qmg bénhnhﬁn dic bit L
ngal'il.l:lﬁ age & 150 2 S R HR ] P T rhfir{ ..if'lr‘-"l}i { ks )9 ¥y -3 14 ,a :.

Trén nhimg ngudi gia khoe manh (tir 65 tudi tr& 1én), 46 thanh thﬁl clia
sildenafil idmdij ket qua 1a nbng 46 sildenafil va chit chuyénhéa c6 hoat
tinh N-desmethy] trong }myét twong cao hon khoing 90% so véi néng 49
nhimng chat nﬂjr & nhimg ngr.tm tinh nguyén tré kboe manh (tr 18-45 tuﬁt)
Do su gin két sildenafil vao protein huyét twong phy thudc vao tudi, nﬁng
do tydocna sﬂdenaﬁl trong huyét trong ting tuong ting khﬂﬁngdﬁ%

Ngmh suythiﬂ .

Trén nhitng ngu(’n suy t.hﬁn nhe (dé thanh thai Creatmm = 50- 80 mprhut}
hay trung binh (4 thanh thai Creatinin = 3()- |
liéu don sﬂdenaﬁl (50 mg), khong thay co hat cir su thay dm N0 vé dugrc'
dong hoc.. ~
Trén nhitng ngubi suy than ning (d thanh thﬁl cmatmm < 3{} nﬂ.!phﬁt), '
do thanh thai cua sildenafil bj giam, 43 1am tang xap xi gip d6i dién tich

dudi duong cong AUC (100%) va Cmax:(88%) so voi ngudi & oung df

tudi nhung khong bj suy thin (xem muc 4.2 Liéu déing vi phweng phép

Sir dl,mg)

Thém vau dé chc > gi4 trj Cmax v3 AUC ciia chit chuyén hda N desmethyl |
tang c nghia 200% v& 79% lan]| lrgt & cac d6i tugng suy thﬁnnﬁng s0 V61
0 cac dg i twgng chirc niing than binh thudng.

Ngu-&'irﬁfghn & -
Trén nhitrig ngirdi xo gan (Chﬂd—‘-Pugh A, Chlld-Pugh B) dﬂ ﬂ:nanh thai
clia sildenafil bj gi#m, két qua 1an ting dién tich dudi dudng cong AUC
(85%) va Cmax (47%) so véi ngudi khﬁhgln suy gan & cimg 40 fudi (xem’
muc 4.2 Liéu diing va phuong phép sir dyng). Dugc dfng hoc cua
sildenafil & bénh nhén suy gan ning (Child Pugh C) chira dwoc nghién

5.3 Cac dirli¢u an toan tién 14m san

Khong tim thay ’b‘iﬁg Ehimg nio vg ‘ihi: kg’ ghﬁzmg thir trong mét
nghién iru tréh chudt cong kéo dai24 thing di §i6d omppitddie ik
theo mg/kg) va gan gip 5 lan (tink theo mg/m’) so véi lieu toi da A%
khuyén cdo dung trén ngudi (Maximum Recdmmended Human Dose -
MRDH) va m6t nghién ciru khac trén chudt nhﬁt kéo dai 18-21 thang vai
liu 16n ghp 21 1n (tinh theo mg/kg) va gap 214n (tinh theo mgxm’) 50 w.‘n
lidu dung 18i da ¢ ngudi 43 dugc khuyen céo (MRDH). - '

Cic testgly 46t bi wkhuanvamvh@déuamtinh

Khong c6 mét nh huéng nao lén tinh chuyén a%ng vi hinh théi cia tinh
triing sau khi dung lidu don 100 mg sildenafil trén nhimg ngudi tinh
nguyén khoe manbh.
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