-
7

%aa}- 1 1 ;‘::' f 4 / A09

et iy, 1 % T \ T
L 1 | FUUL
X A ]

) A

W e\ 8 -

" ADENAFIL-EITN

Lan dau: £.../.20../.L019 Sildenafil Citrate Tablets 100 mg
e

Each hlm-:oaled tablet contains:

Sildenafil Citrate USP eq. to Sildenafil 100mg

Excipients .........q.s.

Colour : Approved colour used.

Storage : Store below 30°C. Protect from light & moisture.
Dosage : As directed by the physician.

Keep the medicines out of reach of children.
Manufactured by :

Acme Formulation Pvt. Ltd.

Ropar Road, Nalagarh, Distt. solan, Himachal Pradesh - 174 101 (INDIA}

ADENAFIL-ELI'E
Sildenafil Citrate Tablets 100 mg
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Ry - Thudce nay chi dive theo don thude

ADENAFIL-50/

(Vién nén bao phim sildenail o

CAC DAY HIEU LUU ¥ VA KHUYEN CAC KHL DUNG THUOC:
Dé xa tdm fay ré em

Doc ki hiedng dan sir dung trude khi dim g

Thong bao ngay cho bdc sy hodc duge st nhiing téc dung khéng mong mudn giip phai kchi sir
dung thuéce

THANU PHAN VA CONG THUC THUOC:

Mr’? fiin nen bao phim ADENAFIL-50 co chiia:

Themh ;Jhu,i hoat char: sildenafil citrat twong duong vii sildenafil ...... — 50 mg
Thanh phdn id dige: dibasic calei phosphat, celluiose vi tinh thé, povidon (PVP K-30),
polysorbat 80, tinh bdt ngd, croscarmellose natri, silic dioxid keo khan, magnesi stearat,
Instacoat-aqua- 1C- A-2974 Blue (hdn hop HEMC 2610/Hypromellose, Polyethylene Giycol,
Tale, Titanium Dioxide, Lake Brilliant Blue, Lake Carmoisine)

Mdi vién nén bao phim ADENAFIL-100 c6 chua:

Thanh pnan hoat chdt: sildenafil citrat tuong duong voi sildenafil ... 100 m

Thanh phan ti dwoc: dibasic calci phosphat, cellulose vi tinh thé, povidon (PVP l\ 30),

polysorbat 80, tinh bt ngd, croscarmellose natri, silic dioxid keo khan, magnesi stearat,

Insiavm! -aqua- 1C- A-2974 Blue (hdén hop HPMC 79[0/Hyp*0melloae Polyethylene Glycol,
Tale, Titanium Dioxide, Lake Brilliant Blue, Lake Curmoising).

DANG BAO CHE
Thude ding dudng Jm
Vién bao phim mau xanh da trdd, hinh thoi, hai méit nhin.

CHI DINH:

Sildenafil dung dé diéu tri cac tinh trang rdi loan cuong duong, 1a tinh trang khdng ¢6 kha ning
dat duirge hode duy tri cuong ciing dit dé thoa mén hoat dong tinh duc.

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

CACH DUNG, LIEU DUNG:

Thubc ding dudmg ubng. Ding theo sy chi din ctia bac s¥ nam khoa.

Céan ¢6 ho*.u ddng kich thich tinh dyc thi sildenafil méi ¢6 hidu qua.

Dang cho nam gidi trudng thanh:

Hau hét cac bénh nhan duoc khuyén cdo dung lidu 50 mg, ubng trude khi quan hé tinh duc
khoang 1 gio.

Dua trén sy dung nap va tac dung cua thude, hcu 6 thé tang lén tGi miic t6i da 1a 100 my ¢ hoac
giam to1 mire 25 mg. Licu toi da 1a 100 mg, s6 1an ding t6i da la 1 1An mdi ngay.

Boi vii bénh nhin suy thin

Céc truong hop suy thin nhe hodc trung binh (d9 thanh thai creatinin > 30 - 80 ml /phut), th
khong can diéu chinh lidu.

Céc truong hop suy than ning (dé thanh thai creatinin < 30 mI/phut ). thi liéu nén ding 1a 25
mg vi do thanh thai cia sildenafil bi giam ¢ nhiing bénh nhan nay.

Déi vdi bénlt nhan suy gan

Liéu nén dung 1a 25 mg vi do thanh thai cta sildenafil bi giam ¢ shing bénh nhan nay (vi du

bénh xo gan).

Déi véi bénh nhan dang phdi ding cac thuoe khic



LA

Nhiing bénh nhén dang phai ding thube ritonavir i Hidu kiong duge vuot qua mot lidu don t6i
da 1a 25 mg sildenafil rong vong 48 gid.
Nhﬁ'ng bénh nhin dang phai ding cic thube o tde duae e chd CYP3A4 (vi du erythromycin,
sa q sinavir, ketoconarzol 1tmr‘nmmn) thi liéu khaoi 4111 nEN h’nzg 1a 25 mg.

¢ han ché nguy co ha huyét ap thé dting trong qua irinh didu tr, bénh nhan nén dugce diéu tri
on dinh khi dong cac thude huy a giao cam trude khi 'i dhu tif liéu véi sildenafil. Thém vao
do6, nén can nhic ding céc lidu sildenafil thap hon khi khdi dr.il.l diéu tri.
Dai véi iré em
Khéng ding cho fré em dudi 18 tudi.
Dii véi HgIoi cao tudi
Khong ¢in phai didu chinh liéu.

CHONG CHI BING:

Quéa man v&i sildenafil hay bat cir thanh phin nao cta thitde.

Sildenafil lam ting tic dung ha huyét ap cta cac nitrat cap va man tinh. Vi vy chbng chi dinh
ding sildenafil cho nhiing béuh nhén dang ding nhimg chat cung cdp nitric oxid, cac nilrat hiru
co hay nhitng nitrit hitu co dudi bit ky hinh thirc nao du la thudng xuyén hay ngit quing,
Khong ding cho phu nit. Tré dudi 18 tudi.

Dang chung véi cac thude kich thich guanylate cyclase, nhu riociguat, do ¢ thé gdy ra ha huyét
ap o tricu ching.

Bénh nhdn nam ma khong duoc khuyén khich sinh hoat tinh duc (vi du ¢d bénh 1y tim mach
nang nhu thiéu mau cuc b co tim, dau thit nguce, suy tim nang).

Mat thi luc & mot bén mét do bénh than kinh thi gidc ¢6 nguyén nhan thiéu mau cuc bd ving
trude khong do dong mach (NAION).

An toan cia thude khéng duge nguyén ctu trén céc dAi twong sau ddy nén can yéu cdu ching
chi dinh: bénh nhin suy gan nang, ha huyet ap ngng (=90/50 mmHg), ¢ tién sir dot quy hodc
nhdi mau co tim, viém v /Ong mace sic td (do bénh di tr uyén & men PDE miit)

CANH BAO VA THAN TRONG KHI DUNG THUOC:

Khuytn cdo:

Chi duing theo su ké don cua bac s§ nam khoa.

Phai khai thac tién st va kham 1&m sang ti mi dé chén dodn ri loan cuong duong, dé xac dinh
nhiing ‘nguyén nhén tiém an va xac dinh huéng diéu tri thich hop.

Cic yéu 14 nguy o’ tim mach:

Vi ¢6 thé ¢6 mot sé nguy co vé& tim mach lién quan v6i hoat dong tinh duc c6 thé xay ra, nén
thay thude phcu cht y 161 tinh trang tim mach cta bénh nhéa trude khi tién hanh didu tri 1di loan
cuong duono

Qua mdt s6 thir nghiém 1am sang cho thdy 1dng, sildenatil ¢6 thudce tinh gifin mach toan than gdy
ha huyét ap nhe va thodng qua. D4i véi hau hét cac bénh nhan, diéu d6 ¢6 anh hudng rit it hodc
khéng c6 anh huong gi. Tuy nhién trude khi ké don, thdy thude phai chi ¥ t¢i nhiing bénh nhan
co tinh trang bénh [y ma c6 thé bi anh hudng boi tac dung nay va dic bitt khi ¢6 thém hoat
dong tinh dyc. Nhiing bénh nhan nhay cam véi cic thude gian mach, bao gdm €0 can tr¢y dong
chay that trai (vi du | 1ep dong mach chi, bénh co tim phi dai tic nghén) hay miéc hoi chimg teo
da h¢ thong la nhitng bénh nhan nhay cdm véi cdc ycu 16 gidn mach, biéu hi¢n biang su suy
gidm tram trong kha nang khéng ché huyét ap tur dong 12 nhitng nguoi cin phai it can nhic khi
didu tri.

Sildenafil lam tang idc dung ha huyét ap ciia cac nitra.

Céc 16i loan tim mach nghiém trong. bao gdm nhdi mau co tim, dau thit ngue thé khong én
dinh, dot t&r do tim, loan nhip that, xudt huyét mach méau ndo, con thidu mdu cuc bg thodng qua,
tang huyét ap va ha huyét ap da duge bédo cdo trong thoi gian st dung sildenafil sau khi luu
hanh thude. [au hét, nhung khéng phai tat ca nhitng bénh nhan déu co cic véu td nguy co tim
mach tr trude. Nhidu tac dung phu di duge bdo cdo trong hode ngay sau khi quan hé tinh duc
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‘\-;51 mrf)l vai truong hyp Jd duge bdo cdo sau khi dir dunz sildenafil ma kh()n" ¢O hoat déng tina

. Khéng the xdc dinh duge cac tac dung phu niy ¢d lidn quan truc ticp dén cac yéu 5 nay

hoilc céc yéu 16 khae h: ay khong.
Hpi chirng cwong dau dirong vit
Than trong khi ké dom céc ihuof' diéu tri tdi loan cvong dic 18, bao gom sildenafil, cho nhimg g
bénh nhdn o cic bién dang vé& giai phiu duong vét (nlur duong vat gap goc, bénh x hua thé
1ang, hay béunh Peyronic), nhitng bénh nhan ¢ bénh iy dé gf iy cuong dau duong vat (nhur bénh
thicu mau hong ciu hinh lui lidm, bénh da u tuy, bénh bach ciu).
Su cuong cing kéo dai va héi chiing cuong dau duong vat di duoc bao céo véi sildenafil ong
lunn nghiém sau khi lru hanh. Trong truong hop cuong ciing kéo dai hon 4 gio, bc,nh nhan nén
tim | u,m su hd o y té ngay lap tire. Néu cuong dau duong vat khong duge diéu ti ngay lap
tiic, ton thuong moé dirong vat va mét hidu luc vinh vién ¢6 thé x xay ra.
Sit dung dong thoi véi cdc thude tic ché PDES khdc i ic cdc thude diéu iri 1éi loan Cieng
dwong khic
Su an toan va hidu qua ctia viée két hop sildenafil v6i cde thude e ché PDES khic. hoiéic cac
phuong phap diéu ir] ting huyct ap dong mach phdi khie {P/\ I) ¢6 chira sildenafil (REVA'TTO)
hodc cde phuong phap didu trj rdi loan cuong duong khac chua duge nghién ciru. Do d6, vide
str dung két Lop céc thude nay khong duoge khuyén cdo.
Anh hudns Ji: i i five
Chc trudmg hop khigim khuyét thi gidge da duge bdo cdo lién quan dén sur dung sildenafil va cic
thudc e ché PDES khac. Cac trudng hop bénh 1y thin kinh thj gide do thiéu mau cuc bd vang
trude, da duge bao cdo mot cach ty nhién va trong mot nghién ciru quan st lién quan dén su
dung sildenafil va cac thude Gc ché PDES khac. Bénh nhén cin duge thong bdo rang trong
lurorng hop khtr‘m khuyét thi giac dot ngdt, bénh nhén nén ngimg dung vién nén sildenafil va
nam khao vk ién bac si ngay lap tirc.
S dyng (imi i vdi ritonavir
¥ hong khuyén cdo st dung dong thoi sildenafil vai ritonavir.
S i dung dong thivi »éi cde thude chen alpha
Wén ihan trong khi sir dung sildenafil & nhiing bénh nhéin dang diing thudce chen alpha, do str
dung dong thoi hai lhuoc ¢6 thé din dén ha huyét ap thé ding & mot vai bénh nhéan nhay cam.
Ri loan nay hau hét xay ra tr ong vong 4 gio sau khi ding sildenafil. Dé han ché nguy co ¥ phat
trién ha huyét ap thé dimng, bénh nhan nén duoc diéu 0y on dinh vé huyét dong trén licu phap
chen dl})hd trude khi bit Jdu dleu tri bang sildenafil. Li idu khoi dau sildenafil duoc p:huycn cdo
la 25 mg. Ngoai ra, bénh nhéan can duoc théng bao vé cich xir 1y trong truong hop ha huyét ap
thé dimg.
Anh huong trén sy ding o ndu
Céc 11;3}11(,11 ciru in vitro trén ticu ciu nguoi cho thiy sildenafil c6 anh hudng toi kha ning chbng
kLi tip tiéu cdu cta natri nitroprussid (chdt cho nitric oxid). Hi¢n nay chua co thong tin an toan
vé viée st dung sildenafil trén nhirng bénh nhén bi r6i loan dong mau hodc loét tiéu hod (,dp
tinh. Do d6 chi nén sir dyng sildenafil & nhitng bénh nhan nay sau khi di danh gia can than yéu
td 1oi ich — nguy co.
Phy nit
Sildenafil khong duoc chi dinh cho phu nir.

SU DUNG THUOC CHO PHU NU' CO THAI VA CHO CON BU:

Khong dung sildenafil cho phu nii.

Nghién ciru trén chudt va tho sau khi dung sildenafil dudng udng, khéong thiy cac bing chimg
vé ‘kha ning gy qudi thai, giam kha ning sinh san, hodc nhiing tac dung bt loi cho sir phat
trién ctia phoi va thai nhi.

Chua ¢6 cde nghién ctiu ddy da va thich hop trén phu nir ¢6 thai va cho con b,

Paats



ANH HUONG CUA THUGC LEN KHA NANG LAL XE, VAN HANH MAY MOC;
(“m;;a 0 béo cdo lidn quan. Tuy nhiéu thuodc ¢ thé gy tée dune phu dau dau, chong mit, do dé

nén than trong khi 141 x¢ va vin hanh may moc.

TUONG TAC, TUONG KY CUA THUOC

Cac nghién citu in vitro

Chuyén hoa sildenafil didn ra chu yéu boi cac phin nhom cytochrom P450 (CYP) dang 3A4
(dudng chinh) va 2C9 (duwong phu). Vi vay tdt ca cic tac nhan gy tic ché nhiing phan nhom
ndy ¢ thé lam giam dd thanh thdi cia sildenafil va cac tac nhan gy kich thich nhiing phan
nhém ndy ¢6 thé lam ting do thanh thai cua sildenalil.

Céc nghién civu in vive

Cac phan tich duge dong hoc qua cac dir ligu thir nghiém lam sang cho thiy, khi dung ck“mw i‘h(‘:‘lz
sifdenafil véi cde thude e ché CYP3A4 (nhu erythromycin, ketoconazol, cimetidin) s& fam
giam dd thanh thai cia s sildenatil.

Cimetidin (800 mg) la mot thude tic ché khéong dac hi¢u CYP, khi ding ddng thoi véi sitdenalil
(50 mg) s& lam ting ndng do cua sildenafil trong huyét twong 18n 56% trén nhiing ngudi khoe
manh.

Erythromycin (500 mg ding 2 1An mdi ngay trong 5 ngay) 1a mot thude Ge ché dic hidu
CYP3A4. khi dimg dong thai voi lidu don 100 mg sildenafii, da lam tang di¢n tich dudi duomg
cong sildenatii (AUC) Ién t6i 182%. Ngoai ra viée dung dbng thoi mot lidu don 100 mg
sildenafil v6i thube e ché protease ctia HIV nhu saquinavir (1200 mg ding 3 1an méi ngay),
day ciing 1a mét thude gy te ché CYP3A4, di lam ting Cmax cua %tldenaﬁl 1én tai 140% va
tang AUC [én t61 210%. Sildenafil khéng anh hudng t6i duoc dong hoe cua saquinavir. Céc
thudc tre ché CYP3A4 manh hon nhu ketoconazol v itraconazol cling s& c6 nhiing anh hudng
1éa hon.

Viée ding dong thoi  lidu don 100 mg sildenafil vai thude e ché protease cia HIV nhu
ritonavir (500mg, dung 2 1an mdi ngay) da lam ting Cmax cla sildenafil 1én téi 300% (gép 4
[au) va tang AUC trong huyét trong lén toi 1000% (g,ap i1 1dn). Thoi diém 24 gi¢r sau dung
thude, ndng d6 cia sildenafil trong huyét tuong van xap xi 200 ng/ml so v6i § ng/ml khi ding
mot minh sildenafil. Didu nay ndi 1én tic dong 16 rét cta ritonavir 1én P450. Sildenafil khong
anh hudng to1 duge ddng hoc cua ritonavir.

Trong mot nghién ciru trén tinh nguyén vién nam giGi khoe manh, viée ding ddng thoi chit déi
khang endothelin, bosentan, (mot chat cam vmg CYP3A4 [trung binh], CYP2C9 va co th é ca
CYP2C19) 6 trang thai ¢ 6n dinh (125mg, 2 lan/ngay) v6i sildenalil & trang thai 6n dinh (80mg, 3
lin/ngay) din dén viée gidm AUC va C,, ctia sildenafil twong tng 12 62,6% va 55,4%.
Sildenafil iam taing AUC va Cy,y cita bosentan tuong tmg la 49,8% va 42%. Viéc dun(r dongs
thoi v6i cde chat cam g CYP3A4 manh, nhu rifampin, dugc cho la s¢ lam giam néng do
sildenafil trong huyét tuong nhidu hon.

D liéu duoe dong hoc trong cic thir nghiém 14m sang cho thay ring, cdc tic nhan e ché
CYP2C9 (nhu tolbutamid, wafarin), trc ché CYP2D6 (nhur cac thude wre ché tai hap thu ¢6 chon
loc serotonin, thude chng trim cam loai 3 vong), thude loi niéu thiazid, cic chét Gc ché enzyn
chuyén angiotensin (ACE) va céc thudce chen kénh calci déu khong lam anh huwdong téi duge
ddng hoc cua sildenatfil.

Trén nhiing ngudi nam giGi tinh nguyén khoe manh khéng thiy ¢6 anh huong ndo cua
azithromycin (500mg/ngay trong 3 ng,dy) to1 AUC, Craes Tinass héng 0 toe do thai tru, thot gian
ban thai cua sildenafil ciing nhu chit dmvcn héa chinh cua no.

Anh hwéng ciia sildenafil déi véi cdc thude khice

Céac nghién civu in vitro

Sildenafil la mét tdc nhan e ché yéu cac cytocrom P450 phan nhém 1A2, 2C9, 2C19, 2De6.
2E1 va 3A4 (IC50 > 150 uM).

Sau khi ding liéu khuyén céo thi ndng do dinh trong huyét twong cua sildenalil xdp xi 1M,
Diéu do khong 6 nghia la sildenafil s thay ddi dd thanh thai cée co chit cia cac isoenzym nay.
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Yae nghién cfu iz vivo
Sildenafil da duge ching 1ninh 12 ¢6 kha ning lam ting tac don: ba huyét 4p cta cde nitrat cép
vd man tinh. Vi viy ching chi dinh dung sildenafil cong voi ¢ic chit cho nitric oxid, cde nitrit
hitu co hay nitrat hitu co dudi bat ky hinh thie nao di 12 thudng xuyén hay ngét quing,
Trong 3 nghién etru dic hidu v& tuong tac thude-thude, thude fruy o giao cam doxazosin (dmg
va §mg) va sildenafil (25mg, 50mg, hodc 100mg) duge chi dinh déng thoi cho cic bénh nhén
lmou lanh tién lidt tuyén dida tri 6n dinh v6i doxazosin. Quan sal céc dbi tuong nghién ctiu nay,
¢ mirc giam bd sung trung binh cua huyct ap do O tu thé nim ngua lAn luot 1a 7/TmmHg,
)/')mnﬂlg, va 8/4mmlg va cdc mire giam bo sung trung binh ctia huyét ap do & tu thé dimg 14n
lugt 1a 6/6mmHg, 11/4mmHg, va 4/SmmHg. Khi chi dinh dong thoi sildenafil va doxazosin
frén bénh nhan dang didu tri 6n dinh véi doxazosin, it 6 céc bao cdo v& nhitng bénh nhan bi ha
tiuyé i 4p thé dimg tridu chiing. Céc bdo cdo ndy bao gom chong mit va mét moi, nhung khdng
ngat. Chi dinh ddng thoi sildenafil cho bénh nhan dang dung thude huy o giao cam c6 thé din
t&1 ha huyét 4p tridu chitng & mét sd bénh nhan nhay cam.
Khiong ¢6 tuong tdc ¢6 ¥ nghia nao khi chi dinh dong thoi sildenafil (50me) véi tolbutamid
(250mg) hodc warfarin (40mg) (12 cdc chét duoc chuyén hoa bdi CYP2C9).
L.sln enafil (100mg) khong anh hudng t6i duge dong hoc clia cic tic nhin vic ché protease ciia
HIV nhu ritonavir, saquinavir (¢4 hai thude nay déu la co chét ciia CYP3A4).
‘§Jlde1mhl o trang théi on dinh (80mg, 3 lan/ngay) lam ting 49,8% AUC cta bosentan va tang
42% Caxctia bosentan (125mg, 2 ]an/n,gay)
Sildenatil (50mg) khong lam ting thém thoi gian chay mau do aspirin (150mg).
Sildenafil (50mg) khong lam tang thém tdc dung ha huyét ap cia rugu trén nhiing ngudi tinh
nguyén khoe manh véi ndng do i da trung binh 14 0,08% (SOmC,/dL)
Khong 6 tuong tac ¢6 y nghia nao gilta sildenafil (100mg) va amlodipin & bénh nhin ting
nuyet dp (o tu ihé ndm ngtia chi 1dm ha thém huyét dp 8mmilg d&i véi huyét 4p tam thu va
TramHg do véi 1.;},«,‘[ ap tam truong).
Phae tich dya tréu cde dit li¢u an toan cho thity, khéng ¢6 su khae nhau nao vé tac dung khong
mong mudn & nhing bénh nhin dung va khong dung sildenafil dong thoi voi cde thude ha
huyét ap.

TAC DYNG KHONG MONG MUON CUA THUOC:

No6i chung nhiing tdc dung khong mong muon chi & mbe thoang qua, nhe hay trung binh.
Trong cac nghién clu heu ¢d dinh, tin sudt cia mot vai bién ching ting theo lidu.
Céac nghién ctru vai l:eu ¢b dinh phéin anh sat thie hon ché do lidu khuyén cdo. Ban chit céc tdc
dung khong mong mubn trong cac nghién ctru ndy Luong ti nhu trong cac nghién etiu véi lidu
cH dinh.

Céc tac dung khong mong muf)n thuong duge thong bao nhét 1a dau diu va do bimg mit.
Céc tac dung khong mong mudn duge bdo cdo trong cac thir nghiém lam sang va gidm sat sau
khi thude luu hanh duge trinh b"zy ¢ Béang 1 dudi day:

Phin logi theo hé co | Rét thwong | Thudng gip It sip Hiém gap
quan gap (=1/100 va (= 1710060 va (= 1/10000 va
(= 1/10) <1/10) < 1/160) < 1/1000)

Nhiém khuin va ky
sinh triung

Viém miu

Ro6i loan hé mién dich

Rd1 loan hé than kinh

Pau dau

Chdng mat
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Buon ngu

‘ \Igdt

Dong kinh*
Dong kinh tai phat*

R&i1 loan mat

Mo mat
Loan th
Chimg thiy
sic xanh

Pau miit
S¢ dnh sang
Hoa mat

Loan séc thi

Y, Iw n‘al

Phi mat
Sung mat
Kho mat
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Roi loan tim

5 A ~ 1A
R&i loan ho hap, nguc
v trung that

Con nong
bung
Con do burng

Nghet miit

‘L r}d n l{l' |

Chimg 1?1.;?3! ( varg i
Ching thay sic do |
RHi loan mét

Sung huyét két mac
Ngira mat

Cam giac bt thuomg o |
miit !
Phit mi mét

Khan hiong
Kho miii
Phi mili -

R51 loan tidu hoa

Budn non
Kho tiéu

Chiing trao
nguoc da day

Giam xic grac miéng,

thure quan
01 mua
Pau bung trén

Rét loan da va mod dudi Phai ban
42 -

Roi loan hé co xvong Dau co
| va _m_o fién két '
41 loan hé sinh dyuc va
vit _ chu

Tang cuong duong

Cuong duong khong

Cac 10i loan tai cho va Cam gidc néng | Ngira

| toan than

Khao sat

Tang nhip tim

| * chi c6 bae cdo trong khao sat sau khi thudc fuu hanh

Vi liéu 16n hon ligu da khuyén cdo thi cac tac dung khong mong mudn cling van la cac téc

dung da liét ké ¢ trén, nhung ndi chung la s€ giip nhiéu hon.

Qua phan tich cac thir nghiém 1am sang mu déi ¢ dbi chimg gia duge gdm hon 700 ngudi hang
nam dung gia duoc va 1300 ngudi hang nam ding sildenafil, khong thiy 6 su khéc biét ndo
gitta hai nhom vé ti [& mic nhdi mau co tim (MI) va ti 1& tir vong do tim mach. Déi vdi ca hai
nhém thi ti 16 nhdi mau co tim (MI) 1a 1,1 tén 100 ngudi hang nidm, con ti 1¢ tir vong do tim
mach 1a 0,3 trén 100 nguoi hang nam.

QUA LIEU VA CACH XU TRi:

Nghién clu trén nhling nguot tinh nguyén ding liéu don 800mg sildenafil cho thdy cdc tic
dyng khong mong mudn ¢ lidu mjy tiwong tw nhu o lidu thap nhung tan sut gdp thi tang lén.
Trong trudong hop qua lidu, yéu ciu phai ¢6 cdc bién phap hd trg Lhmn

Tham phan than khong lam ting dd thanh thai vi sildenafil gin véi protein huyét tuong va
khéng bi thai trir qua nude tidu.

DAC TINH DUQC LUCT HQC:

Sildenafil citrat 1a mudi cua sildenalil, dung duodng udng dé¢ dicu r roi lean cuong duong.
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Sildenafill ¢6 tac dung (e ehd chon ige ¢GMP (cyclic guanosin monophosphat) —

rhosphodiesterase G“L" *'v"‘x! type 5 (PDES).
Co ché tde szs,f co ché sith ty cuong duong vit kéo theo s gis y nitric oxid (NO) o i
hang trong subt qué trinh kich thich tinh dyc. Sau d6 NO !m L hod enzyvm guanylat wddw,
enzym ndy lam ting ndng ¢6 cia cGMP (eyclic guanosia I]‘ii}l](}{:u\)bpﬂdi) tr do lam gidn co
tron mach méu caa thé hang va cho phép dong mau chay vao. Sildenafil khong c6 tac dung gifn
trige tiép trén thé hang phan lip cia ngudi, nhung nd Jam tang tac dung cua NO bing cach tc
ché PDES. Chit nay c6 tac dung phén hiy cGMP trong thé } hang. Khi kich thich tinh duc tao ra
s giai phong NO tai chd, thi su tic ché PDES ciia sildenafil s& lim ting lugng cGMP trong the
hang, két qua lam gidn co tron va tdng dong mau téi thé & hang. O lidu dd khuyén cae thi
sildenafil chi cé tac dung khi ¢6 kich thich tinh duc kém theo.
Cac nghién cira in vitro cho thiy sildenafil trc ché chon loc PDIES. Tac dung ctia sildenafil chon
loc trén PDES manh hon cée phosphodiesterase da duge biét khae (>10 lan d6i véi PDEG, = 80
lan dbi véi PDEL, > 700 lan ch)l voiL PDEZ, PDE3,. P DE4 va PDE7- PDE11). Tac dung chon loc
trén PDES manh gip 4.000 1an so véi PDE3, L"Cu ndy rit quan trong vi PDE3 1a mot enzyin
li€n quan té1 sy co bdp cha tinm.

i

PAC TINH DUQC DONG HOQC:

Duge dong hoc cta sitdenafil tuong tng véi lidu trong khoang ligu khuyén cdo.

Sildenafil dugce chuyén hoa chinh tai gan (chi yéu qua cytochrom P450 3A4) va cac chit
chuyén héa ciia no c6 hoat tinh gidng chit me (sildenafil).

Hap thu:

Sildenafil dugc hdp thu nhanh sau khi udng, voi sinh kha dung tuyét dbi trung binh khoédng
41% (dao dong tir 25-63%).

Tién in vitro, ndng dd 3.50M s sildenafil e ché men PDES ciia ngudi khoang 50%. Trén nguoi,
ndug do sildenalil ty do 101 da trung binh sau khi ding mat licu don 100myg 1a x4p xi 18ng/mL
hoiic w?nM

Cac nono do 161 da dat duge trong huyét twong tir 30-120 phat (trung binh 60 phat) dwge quan
sét khi udng thude Ine doi.

Thitc dn ¢6 ham lugng m& cao lam giam kha nang hip thu cta sildenafil, véi thoi gian giam
trung binh TmN la 60 phit, va C,y giam trung binh 29%, tréi lai mie do hap thu khong anh
hudng dang ké (dién tich dudi duong cong giam 11%).

Phén bé thudc:

Thé tich phin bé thude trung binh cta sildenatil (Vss) la 105 L, phén bd tap trung vao cac mo.
Sildenafil va chét chuyén hod & vong tudn hoan 1én cta nd 1a N-desmethyl gan t61 96% vao
protein huyét twong. Viéde gin vio protein huyét tuong khéng phu thude vao ndng do tong cia
no.

Néng d6 cua sildenafil trong tinh dich cta nhiing nguoi tinh nguyén khoe manh sau khi udng
thude 90 phut 14 nho hon 0,0002% lidu sir dung (trung binh 188 ng).

Chuyén hod thude:

Sildenafil duge chuyén hoa chu yéu boi cac enzym CYP3A4 (dudng chinh) va CYP2CO9
(duong phu) ¢ ¢ gan.

Céc chat chuyén hoa & vong chu)en hoa chinh cta sildenafil tao ra tir qud trinh N-desmethyl
hod, va sau d6 lai dugce chuyén héa tiép.

Céc chit chuyén hod nay c6 heat tinh chon loc déi véi PDE tuong tu nhu sildenafil va trén in
vitro tinh chon loc ddi voi PDES xdp xi 50% ctia chit me.

Ndng do trong huyét tuong ctia cic chat chuyén hoa xdp xi 1a 40% ndng do chit me.

Thai trir:

D6 thanh thai toan b ctia sildenafit Ta 41 L/h véi nta thot gian pha cudi la 3-5 gio. Sau khi
diing dudng udng hay tiém tinh mach, sildenafil dugc thar tris chi yéu qua phan dudi dang chit
x,huym hoa (khodang 80% liéu udng) va mot phin nho qua nude ticu (khoang 13% y lidu ubng).
Chat chuyén héa N- desmethyl ¢6 thdi gian ban hiy a4 gid,
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Duge dfng hoc ¢ cac d6i twong bénk nhin dic biét

Neudi cao di:

['tén nhiing ngudi cao tudi khoe manh (L 65 tudi o 18n), ¢4 tha

két qua 12 ndng do sildenafil va chit chuyé én héa b hoat tizh N-¢

cao hon khoang 90% so vm ndng do uhitng chit nay & nhiime ngudi dah nguyén 1rf‘ <hoe manh

(tir 18-45 tudi). Do su gdn két sildenaiil vao protein iﬂl‘yct t rong phit thude vao tudi, nom' do tu

do ciia sildenafil trong huyét tuang tang tuong tmg khoang 40%.

Ngwoi suy thdn:

Trén nhitng ngudi suy than nhe (dg thanh thai creatinin = 50-80mL/phtt) hay trung binh (do

thanh thai creatinin = 30-49mL /phut‘ khi dung mot lidu don sildenafil (50mg), khong thiy ¢o

bt et su thay dbi ndo vé duoe dong hoc.

Trén nhitng ngudi suy nano ((*0 thanh thai creatinin < 30mL/phtf), d¢ thanh thai cta sildenafil

bi giam, da lam ting ‘(ap xi gap doi dién tich dudi duono cong AUCT (100%) va Chux (85%) so

vai ngudi ¢ ciing do tudi nhung khong bi suy thian (xem phin Lifu trong va Cach dung).

Thém vao do, cac gia tr (/rn) v AUC ctia chat chuyén hoa N methyl ting ¢ y nghia 200%
A 79% 1in tuot & cde ddi tuong suy thin ndng so voi & cée ddi twong chie ning than binh

thudng.

Nguroi suy gan: ,

Trén nhiing ngudi xo gan (Child A, Child B), d¢ thanh thai cia sildenafil bi giam, két qua lam

iang dién tich dudGi duong cong AUC (85%) va Cmax (47%) 50 v6i ngudi khong bi suy gan.

wih i1l cda sildenafil gidm di,

_:.m'th_/l frong }*uy.‘i trong

QUY CACH BONG GOLI:
Hop 1 vi x 4 vién.
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5ifYU KIEN BAO QUAN
Bac quan duoi 30°C, Tranh 4nh sdng va am

TIEU CHUAN C HA] LUUNG
Tié huau nha san xudt
HAN DUNG:

24 thang s ké tll‘ ngay san Xudt
S6 16 san xuét (Batch No.), ngay san xudt (Mfg. date), han dung (Exp. date): xin xem trén nhan

hao bi.

TEN, PIA CHE NHA SAN XUAT THUOGC:

Sén xudt boi:

ACME FORMULATION PVT. LTD.

Ropar Read, Nalagarh, Distt. Solan, H.P. 174101, An B{.
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