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- Thudc ban theo don

DESILMAX 50

(Vién nén bao phim sildenafil 50 mg)

CANH BAO:

Chi diing theo su ké don ciia bdc sT.

Néu cdn thém thong tin, xin hoi y kién bac st.

Khéng dung qua liéu chi d;nh

Xin théng bdo cho bac si 7 biét cdc tdc dung khéng mong mudn xdy ra trong qud trinh sir dung.
Dé thudc xa tam tay tré em.

Doc kj hueong ddn st dung trude khi sir dyng. [AACLEODS PHARM

Khéng dung thuéc di quad han sir dung. Atianta Arcade, 3rd Floc
Near Leela Hotel, Andheri {

THANH PHAN:

M&i vién nén bao phim c6 chira:

Hoat chat: Sildenafil citrat trong duong sildenafil  ........cocooeeverecereveeeeieeieseseeensnees 50 mg

Td duge: cellulose vi tinh thé RQ 101, dibasic calci phosphat dihydrat, natri crosscarmellose,
hypromellose (E-5cps), magnesi stearat, opadry xanh 03K80814® [hén hop hypromellose 6¢ps,

DUQC LUC HQC : I
Sildenafil 12 mét thudc we ché chon loc phosphodiesterase tuyp 5 (PDES) dugc dung d¢ di

rbi loan cwong dwong.

Co ché tdc dung: co ché sinh 1y chiu trach nhiém cho sy cuong cung cua duong vt lién quan
dén viéc giai phong nitric oxid (NO) & thé hang trong sudt qué trinh kich thich tinh duc. Sau dé
NO hoat hoa enzym guanylat cyclase, enzym nay lam tang ndng d6 ciia cGMP (cyclic guanosin
monophosphat) tir d6 1am gidn co tron mach mau ca thé hang va cho phép dong mau chay vao.
Sildenafil 1a chét &rc ché manh va chon loc phosphodiesterase tuyp 5 (c6 tdc dung phéan hiy
¢GMP trong thé hang) nén lam téng nong d§ cGMP trong té bao. Khi kich thich tinh dyc tao ra
su giai phong NO tai chd, thi su Gc ché PDES cua sildenafil s& lam ting lwgng cGMP trong thé
hang, két qua 1am gin co tron va ting dong mau t6i thé hang. O liéu da khuyén c4o thi sildenafil
chi cé tac dung khi ¢6 kich thich tinh duc kém theo.

Céc nghién citu in vitro cho thdy sildenafil trc ché chon loc PDES. Tac dung cua sildenafil chon
loc trén PDES manh hon céc phosphodlesterase di dugc biét khac (>10 14n déi véi PDES, > 80
1an dbi voi PDEL, > 700 14n d6i véi PDE2, PDE3, PDE4 va PDE7- PDEI11). Tac dung chon loc
trén PDES manh gap 4,000 1an so v6i PDE3, diéu nay rt quan trong vi PDE3 1a mét enzym lién
quan té1 su co bop cua tim.

DUQC PONG HQC :

Hap thu:

Sildenafil duoc hip thu nha.nh sau khi ubng, véi sinh kha dung tuyét d6i khoang 40% (dao dong
tir 25-63%) va dat duogc nong 6 t6i da trung binh trong huyét twong tir 30- 120 phut (trung binh
60 phut). Bira an ¢6 nhiéu m& lam chim hap thu, trung binh ty,, dai hon 60 phut, vi Cpay giam
29 %.

Phdn bé:

Thé tich phan bd trung binh cua sildenafil (Vss) 1a 105 L, phan bé tap trung vao céc md.
Sildenafil va cac chét chuyén héa chinh duoc tao ra tir qua trinh N-desmethyl héa gan téi 96%
vao protein huyet tuong. Viéc gin vao protein huyét trong khéng phu thudc vao ndng d6 téng
cua sildenafil. Nong d¢ cua sildenafil trong tinh dich cia nhimg ngudi tinh nguyén khoe manh
sau khi ubng thuée 90 phit nhé hon 0,0002% lidu sir dung (trung binh 188 ng).

Chuyén hod: ]

Sildenafil dugc chuyén héa chu yéu boi cic enzym CYP3A4 (dwong chu yéu) va CYP2C9

titan dioxid (E171), triacetin, FD & C Blue # 2 /Indigo carmin aluminium lake (E132)]. e%’/



(duomg thir yéu) c6 & gan. Chat chuyén hod chi yeu (desmethylsildenafil) dugc tao thanh qua
qua trinh N- desmethyl ho4, va sau d6 lai duoc chuyén héa tiép. Cac chit chuyen hoa nay c6 hoat
tinh chon loc dbi véi PDE tuong tu nhu sildenafil va trén in vitro tinh chon loc déi voi PDES5 xap
xi 50% cua sildenafil. Nong dé trong huyét tuong cta cic chét chuyén héa xp xi 40% ndng do
sildenafil.

Thai trir:

D¢ thanh thai toan phdn cta sildenafil la 41 L/gi¢ v6i thoi gian ban thai pha cudi 14 3-5 gio. Sau
khi uong, sildenafil dugc thai trir chu yéu qua phan dudi dang chat chuyen héa (khoang 80% liéu
uong) va mot phan nhd qua nuéc tiéu (khoang 13% lidu udng). Chit chuyén héa N- desmethyl
¢6 thoi gian ban huy 1a 4 gio.

Duwoc dong hoc & cdc dbi twong bénh nhan diic biét i

Nguoi gia: d6 thanh thai cua sildenafil trén nhitng ngudi gia khée manh (tir 60 tudi trd 1én) giam
va nbng d6 thudc dudi dang khong lién két trong huyét tuong 16n hon & nhitng ngudi tré khoe
manh (tudi tir 18 dén 45) x4p xi 1a 40%.

Suy thdn: trén nhitg ngudi suy than nhe (d¢ thanh thai creatinin: 50-80 mL/phut) hay trung binh
(46 thanh thai creatinin: 30-49 mL/phit), khi ding mét liéu don sildenafil (50 mg), khong thiy
c6 bét cir su thay dbi nao vé dugc dong hoc. Trén nhimg ngudi suy than ning (d6 thanh thai
creatinin < 30 mL/phut), d6 thanh thdi cua sildenafil giam, do d6 dién tich dudi dudong cong
AUC (100%) va Cmax (80%) tang x4p xi gap ddi so voi ngudi khong bi suy than. ,
Suy gan: Trén nhimg ngudi xo gan (Child A, Child B), d§ thanh thai cua sildenafil bj giam, két
qua lam tdng dién tich dudi dudong cong AUC (84%) va Cmax (47%) so véi ngudi khong bi suy
gan.

CHI PINH:

Slldenaﬁl diing dé diéu tri cac tinh trang réi loan cuong duong Q‘y
LIEU LUQNG VA CACH DUNG:

Thudc ding dudng udng. Dung theo su chi din cia bac s¥ nam khoa.

Can c6 hoat dong kich thich tinh duc thi sildenafil mdi 6 hiéu qua.

Ding cho nam gidi truéng thanh:

Héu hét cdc bénh nhin duge khuyén cdo dung lidu 50 mg, udng truée khi quan hé tinh duc
khoang 1 gio.

Duya trén su dung nap va tac dung cua thudc, lleu c6 thé tﬁng 1€n tdi mirc t01 da 1a 100 mg hodc
giam t6i mirc 25 mg. Liéu t01 da 1a 100 mg, s6 lan ding t6i da 1a 1 1dn mdi ngay. Tuy nhién
khong nén st dung thudc m&i ngay vi tinh an toan lau dai ciia thudc chua duoc thuc nghiém.

DPoi vdi bénh nhin suy thin

Cac trudong hop suy than nhe hodc trung binh (d¢ thanh thai creatinin > 30 - 80 mL/phut), thi
khong can diéu chinh lidu.

Céc truong hop suy thin ndng (d0 thanh thdi creatinin < 30 mL/phut ), thi liéu nén ding 1a 25
mg vi dd thanh thai ctia sildenafil bj giam & nhitng bénh nhan nay.

Déi véi bénh nhéan suy gan

Liéu nén dung 14 25 mg vi do thanh thai cua sildenafil bj giam & nhitng bénh nhan nay (vi du
bénh xo gan). Khéng nén dung & bénh nhan suy gan ning vi chua duge nghién ctru.

Déi véi bénh nhin dang phdi ding cdc thubc khdc

Nhimg bénh nhan dang phai dung thudc ritonavir thi liéu khéng dugc vugt qua mot lidu don tdi
da la 25 mg sildenafil trong vong 48 gw

Nhung bénh nhén dang phai ding cic thube c6 tac dung trc ché CYP3A4 (vi du erythromycin,
saquinavir, ketoconazol, itraconazol) thi lidu khéi dau nén ding 12 25 mg.

Déi véi tré em

Khéng dung cho tré em dudi 18 tudi .

Déi voi nguwoi gia

Khong cén phai diéu chinh liéu.

CHONG CHI PINH :

Qué man véi sildenafil hay bét cir thanh phén nao cia thude.
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Sildenafil Iam tang tac dung ha huyét 4p cla cic nitrat. Vi vay chdng chi dinh dung sildenafil
cho nhitng bénh nhéin dang ding nhing chit cung cap nitric oxid, cac nitrat hitu co hay nhing
nitrit hitu co.

Khong dung cho phu ni.

Tré dudi 18 tudi,

CANH BAO VA THAN TRONG:

Khuyén cdo: Chi ding theo su ké don clia bac s§ nam khoa.

Phai khai théc tién sir va kham 1dm sang ti mi dé chan doan rdi loan cuong dwong, dé xic dinh
nhitng nguyén nhan tiém 4n va xac dinh huéng diéu trj thich hop.

Vi ¢6 thé c6 mét sb nguy co vé tim mach lién quan vé6i hoat dong tinh duc ¢6 thé xay ra, nén
thiy thuc phai cht ¥ t6i tinh trang tim mach ctia bénh nhan trudce khi tién hanh didu tri réi loan
cuong duong.

Qua mét s6 thir nghiém ldm sang cho thay ring sildenafil ¢é thude tinh gisin mach toan thn gay
ha huyét 4p thodng qua. P61 v&i hiu hét cdc bénh nhan, didu d6 ¢é anh hudng rat it hoac khéng
¢6 anh hudng gi. Tuy nhién, trude khi ké don thay thube phai chii ¥ i nhitng bénh nhén c6 tinh
trang bénh 1¥ ma c6 thé bj anh hudng béi tac dung nay va déc biét khi ¢é thém hoat dong tinh
duc. Nhimg bénh nhén ¢6 can tr& dong chay that trai (vi du hep déng mach cha, bénh co tim phi
dai tic nghén) hodc nhimg nguoi c6 hoi chimg hiém gap cua bénh teo da h¢ thong (biéu hién
bang SU Suy giam tram trong kha ning khong ché huyet ap tu ddng) 1a nhitng bénh nhin cé tang
man cam véi cac yeu t6 gidin mach vi viy cdn phai rit can nhic khi diéu tri.

Céan thgn khi ké don cac thude didu trj réi loan cuong duong cho nhitng bénh nhén ¢é cac bién
dang vé giai phiu duong vét (ninr duong vit gép géc, bénh xo hoa thé hang, hay bénh Peyronie),
nhimg bénh nhén c6 bénh ly dé gy cuong dau duong vat (nhu bénh thidu méu hdng cau hinh
liém, bénh da u tuy, bénh bach cau). u

Ciing cén than khi k& don céc tac nhén diéu tri rdi loan cuong dwong cho  nhimg bénh nhén c
cac bénh ma khong thich hgp véi hoat dong tinh duc (vi du bénh nthén cé rdi loan tim mach trdm
trong nhir dau thit nguc khéng 6n dinh, suy tim ning).

Tinh an toan va hiéu qua cia viéc phdi hop sildenafil vai cac thude diéu tri rdi loan cwong duong
khac khéng duge nghién ciru, vi viy khong phdi hop didu tri cc thube nay.

Cac nghién ctru in vitro trén tiéu cu ngudi cho thdy sildenafil cé anh hudng téi kha ning chéng
ngung két tiu cAu cla natri nitroprussid (chét cho nitric oxid). Hién nay chua ¢6 thong tin an
toan vé viée stt dung sildenafil trén nhimg bénh nhan bi r6i loan déng mau hosc loét tiéu hod cAp
tinh, vi vay cén than trong ¢ nhimg bénh nhan nay.

Mét s6 it bénh nhén viém vOng mac sic t6 c6 cac rbi loan vé gen phosphodiesterase & vong mac,
cin phai than trong khi didu trj sildenafil & nhitng bénh nhin nay vi chua ¢6 nhing bing chimg
an toan .

SU DUNG CHO PHU NU €O THAI VA CHO CON BU :

Khéng c6 chi dinh sildenafil cho phu nit. Khdng lam thyc nghiém trén phuy nit cé thai va cho con
ba.

ANH HUONG TREN KHA NANG LAI XE VA VAN HANH MAY MOC

Chua c6 bdo céo lién quan. Tuy nhién thude cé thé gay tac dung phu dau déu, chong mit, choang
vang, nhin mé, s¢ anh sang. Do d6 nén thén trong khi lai xe va van hanh mdy moéc.

TUONG TAC THUOC:

Cac nghién ciru in virro

Chuyén héa sildenafil din ra chii yéu bai cdc phin nhém cytochrom P450 (CYP) dang 3A4
(dudmg chi yeu) va 2C9 (dudng thir yéu). Vi vay tit cd cdc tdc nhén gy trc ché nhimg phan
nhom nay déu lam giam d6 thanh thai cia sildenafil.

Cac nghién cwru in vive

Cac phén tich duge déng hoc qua cac dif li¢u thir nghi¢m 14m sang cho thiy, khi ding ddng thoi
sildenafil v6i cdc tdc nhén tre ché CYP3A4 (nhu erythromycin, ketoconazol, cimetidin) sé lam
gidm 4% thanh thai cua sildenafil,

Cimetidin (800 mg) la mét tac nhin e ché khong dic hiéu CYP, khi ding dbng thoi véi
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sildenafil (50 mg) s& lam ting nong d6 cla sildenafil trong huyét tuong 18n 56% trén nhiing
nguoi khoe manh.

Erythromycin (500 mg dung 2 l4n mdi ngdy trong 5 ngly) 1& mdt tac nhén e ché dic higu
CYP3A4, khi ding ddng thai véi lidu don 100 mg sildenafil, dd lam ting dién tich dudi dudng
cong sildenafil (AUC) 1én td1 182%. Ngoai ra viéc dung dbng thoi mét liéu don 100 mg
sildenafil v6i tac nhén trc ché protease cua HIV saquinavir (1200 mg diing 3 14n mdi ngay), day
cling la mdt tac nhdn gly ¢ ché CYP3A4, di lam ting Cmax cta sildenafil 1én toi 140% va ting
AUC lén t&1 210%. Sildenafil khong anh hudng t6i duge dong hoe cia saquinavir. Cac tac nhan
trc ché CYP3A4 manh hon nhu ketoconazol v itraconazol cling s& cd nhitng anh huémg tén hon.
Viée diing déng thoi lléu don 100 mg sildenafil véi tdc nhin ¢ che protease cua HIV nitonavir
(500mg, ding 2 1in mdi ngay) da lam téng Cmax coa sildenafil 1&n t&i 300% (gip 4 lan) va ting
AUC trong huyét twong 1én t6i 1000% (gap 11 1an). Thoi diém 24 gidr sau dung thude, ndng dd
chia sildenafil trong huyét tuong vin xdp xi 200 ng/mL so v6i 5 ng/mL khi ding mét minh
sildenafil. Piéu nay néi 1én tic déng ré rét clia ritonavir 1én P450. Sildenafil khong anh hudmg
t&i duge dfng hoc cua ritonavir.

Khi dung sildenafil cho nhimg bénh nhén dang diéu tri céc tic nhdn cé kha ning (rc ché tiém
tang CYP3A4, nhr di khuyén cdo thi ndng do sildenafil tu do trong huyét twong khéng duge
vurot qua 200 nM va phai dung nap t6t.

Nhitng liéu don céc thude khang axit (magnesi hydroxid, nhém hydroxid) khéng anh hudng téi
sinh kha dung cua sildenafil.

Qua cac dit lidu vé duoc dong hoc trén céc thir nghiém l4m sang thay rang, céc tac nhan Gc ché
CYP2CY (nhur tolbutamid, wafarin), trc ché CYP2D6 (nhur céc thube tre ché tai hap thu cé chon
toc serotonin, thude chéng trim cam loai 3 vong), thudc lgi niéu thiazid, cic chdt e ché enzym
chuyén angiotensin (ACE) va céc thude chen kénh canxi déu khong lam anh hudng t61 duge
ddng hoce cua sildenafil,

Trén nhimg nam gidi tinh nguyén khoe manh khong théy ¢ anh hudmg nao cia azithrémycin
(500 mg moi ngdy trong 3 ngay) t6i AUC, Cmax, Tmax, héng s déo thai, thai gian ban hiy cia
sildenafil ciing nhu chuyén héa & con dLr(mg chi yéu ctia no.

Anh huing cia sildenafil d6i véi cde thude khac

Cic nghién ciru in vitre

Sildenafil 1a mét téc nhan e ché yéu cac cytocrom P450 phan nhém 1A2, 2C9, 2C19, 2D6, 2E1
va 3A4 (IC50 > 150 uM )-

Sau khi ding lidu khuyén céo thi ndng d6 dinh trong huyét twong cia sildenafil xdp xi 1pM.
Diéu d6 khang c6 nghia 12 sildenafil s& thay dbi dd thanh thai cic co chét cua cac isoenzym nay.
CAc nghién cau in vive

Sildenafil 34 dugc chimg minh 14 ¢6 kha nang lam ting téc dOng ha huyét ap cua cdc nitrat. Vi
vay chdng chi dinh ding sildenafil ciing véi cc chat cho nitric oxid, c4c nitrit hitu co hay nitrat
hitu co dudi bét ki hinh thire nao du 13 thdng xuyén hay ngét quing.

Khéng c6 tuong tac co y nghia ndo giilta sildenafil va tolbutamid (250 mg) va warfarin (40mg)
(14 cac chat duge chuyén hod bai CYP2C9).

Sildenafil khéng anh huong t61 duge dong hoc cla cac tac nhén ic ché protease ciia HIV nhu
ritonavir, saquinavir (1 nhimg co cht ciia CYP3A4).

Sildenafil (50 mg) khong lam tang thém thdi gian chay méu do aspirin (150 mg).

Sildenafil (50 mg) khong lam tang thém tdc dung ha huyét ap cia rugu trén nhitg nguoi khoe
manh véi ndng d6 tdi da trung binh 14 0,08% (80 mg/dL).

Khéng cé twong tac ¢6 y nghia nao gilta sildenafil (100 mg) va amlodlpm ¢ bénh nhin ting
huyét 4p (G thé n3m ngira chi lam ha thém huyét 4p 8 mmHg déi v&i huyét 4p tdm thu va 7
mmHg d6i voi huyét 4 ap tAm truong).

O nhimg bénh nhan phi dai tuyén tién 1iét dang dung doxazosin (4 mg) thi sildenafil (25 mg) lam
giam thém huyét ap trung binh 1a 7 mmHg d6i voi ca huyét 4p tAm thu va tdm truong (do & tu
thé ndm). Khi ding liéu cao sildenafil v&i doxazosin (4 mg) a3 lam ha huyét 4p tr thé & mot vai
bénh nhén trong vong 1- 4 gid sau ding thube, Viéc dung sildenafil & nhimg bénh nhan dang
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phai didu trj bing céc thude chen alpha giao cam c6 thé gay ha huyét 4p toan than & mdt sO bénh
phén.

Qua nhimg phén tich dua trén cac dit liéu an toan cho thdy, khéng c6 su khac nhau nao vé tic
dung khéng mong mudn & nhitng bénh nhan ding sildenafil déng thdi véi cac thude ha huyét ap
va nhung bénh nhén khéng ding cac thudc nay.

TAC DUNG KHONG MONG MUON:

Thuong gdp, ADR > 100

Thin kinh trung wong: nhirc déu, chéng mit, mét ngi, lo u, chodng véng, st

Tim mach: do bimng

H6 hip: chay méu cam, sung huyét miii.

Tiéu hda: kho tiéu, tiéu chay, noén.

Mit: nhin mé, sg 4nh sang, loan sic thi, khéng phan biét duge xanh/xanh 14 cdy, kich thich mét,
dau mét, d6 mit.

Hiém gdp, ADR< 1000

Than kinh trung wvong: mét tri nhd, trAm cam, nhirc nira déu, dau day than kinh, con déng kinh,
sbe, ngit, huyét khdi ndo, chdy méu mach ndo, xudt huyet trong ndo, xuit huyét dudi mang nhén.
Tim mach: dau thit ngue, nghén dén truyén nhi - thit, ngimg tim, bénh co tim, suy tim, ting
huyét ap, thiéu mau cuc bd co tim, nhdi méu co tim, ddnh tréng nguc, ha huyét ap tur thé, nhip
tim nhanh, loan nhijp tdm thét.

Ha hap: hen, xuat huyét phbi

Tiéu hda: viem rudt két, kho nudt, xut huyét trye trang, viém miéng,

Mién dich di tmg: phan ing qua mén, phan tmg di tmg.

Da: phu, viém da tréc.

Sinh dyc - tiét nidu : viém bang quang, huyét niéu, crong dau duong vét, dai dam. o

N6 tiét - chuyén hoa : tang/giam glucose huyét, ting natri huyet ting acid uric huyét. l}

Than kinh - co va xuong : bénh gut, nhuoe co, dit gén.

Huyet hoc : thiu mau, glam bach cdu, con t& bio hinh liém.

Mit : duc thily tinh thé, chidy mau maét, ting nhin ap, gidn dong tir, bénh than kinh thi gide do
thidu mau cuc bd khong viém ddong mach, bénh mach hofic xuat huyét vong mac, mét truomng
nhin, bong/kéo din thé thiy tinh.

Tai : gidm thinh gidc, mit thinh gi4c.

ADR ¢6 tdn sudt khong xdc dinh

Tiéu hoa : viém da day.

Da : ban, ban do, ryng tée 10ng.

Sinh duc - tiét nidu: nhiém khudn duomg tiét niéu, to va dan 6 ong.

Thén kinh - co va xuong : dau co, di cam, dau céc chi, dau lung.

Ho hap: khé tha, ho, viém mi, viém xoang, viém phé quan.

Khéc: viém mo té bao.

QUA LIEU VA XU TRIi KHI QUA LIEU:

Hién nay ¢ it thong tin va kinh nghi¢m vé qué lidu sildenafil.

Trigu chimg: ¢6 the gdy téng cac ADR thudmg gip.

Xir tri: diu tri hd trg va diéu tri triéu ching. béi vai con ha huyet ap ning, cin dit bénh nhén o
tur thé Trendelenburg (nim déu dbc), hdi sic bing truyén dich, st dung than trong mot thudc chu
vén alpha-adrenergic ti€m tinh mach (nhu phenylephrm), sit dung mdt thube chi van két hop
alpha- va beta-adrenergic (norepinephrin) dé hd tro huyét ap (méac da mot hoi chimg thidu mau
cyuc bd co tim cap tinh ¢ thé xay ra hosc néng lén). Con ha huyét ap do sir dung thiéu thén trong
sildenafil va mt thudc nitrat/nitrit duge didu tri mot cach tuong tu.

BAO QUAN:

Bao quan dudi 30°C, noi kho mat. Tranh 4nh sang va dm.

DANG BAO CHE VA QUY CACH DPONG GOI:

Hop 01 vi x 04 vién nén bao phim.
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TIEU CHUAN CHAT LUQNG:

Tiéu chuén nha san xut

HAN DUNG:

24 thang k& tir ngay san xudt

S 16 san xuét (Batch No.), ngay san xuit (Mfg. dat), han diing (Exp. dat): xin xem trén nhén bao
bi.

San xuit béi:

MACLEODS PHARMACEUTICALS LTD.

Tru so: Atlanta Arcade, Church Road, Near Leela Hotel, Andheri — Kurla Road,
Andheri (East), Mumbai —400 059, India.

Nha mdy: Block N-2, Vill. Theda, P.O. Lodhimajra, Baddi, Distt. Solan (H.P.), An P$

“ig
‘U’ ¢
"Us6

TUQ. CUC TRUUNG
P.TRUONG PHONG

g/lgauyf}z SHuy Hing




	51

