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Rx
WILLMON 100

[ Ciic dAu higu Iru y va khuyén cio:
il Doc k¥ hudng dan sir dung trude khi ding
il DE xa tam tay tré em.

fl Thude ndy chi dimg theo don thube
il Thong béo ngay cho béc s hodc duge sy nhitng tdc dung khong mong mubn gip phai khi st

j| dung thudc
1. Thanh phén chng thire thude:

M&i vién nén bao phim chira:

Thanh phin hoat chit: Sildenafil (duéi dang sildenafil citrat) 100 mg.

Thanh phén ti dwge: Microcrystallin cellulose, tinh bt ngb, povidon (PVP K-30), natri starch

glycolat (type-A), talc tinh khiét, colloidal anhydrous silica, magnesium stearat, hypromellose 15

cps (HPMC E 15), PEG 6000 (macrogol 6000), titanium dioxid, colour indigo carmine lake

(Nili).

2. Dang bao ché: Vién nén bao phim.

M ti diic diém thude: Vién nén bao phim hinh kim cuong, mau xanh, hai mét 161, khéc “100”

& mot mit va tron & mét con lai.

3. Chi dinh:

Sildenafil dung dé diéu trj c4c tinh trang rdi loan cuong duong, la tinh trang khong c6 kha nidng

dat duoc hodc duy tri cuong cing du dé thoa man hoat dong tinh duc.

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

4. Lidu dung - cdch ding

Vién sildenafil dugc ding theo dudng uéng.

Péi véi ngwdi 1ém

Hau hét cdc bénh nhan duoe khuyén cdo ding lidu 50 mg khi cn, ubng trude khi quan hé tinh

duc khoang 1 gio.

Dua trén su dung nap va téc dung cta thube, lidu c6 thé ting 1én t6i mirc t6i da 1a 100 mg hodc

gidm t6i mite 25 mg, Lidu khuyén céo t6i da 12 100 mg, s6 1in ding t6i da 12 1 1in mdi ngay.

Péi véi bénh nhan suy thin

Céac trwong hop suy than nhe hodc trung binh (d6 thanh thai creatinin = 30-80 mL/phit), thi

khong cén diéu chinh liéu.

Céc trirdmg hop suy thdn ning (40 thanh thai creatinin < 30 mL/phut), thi 1idu nén dung la 25 mg

vi d0 thanh thai cua sildenafil bi gidm ¢ nhitng bénh nhén nay.

Péi véi bénh nhin suy gan

Lidu nén ding 12 25 mg vi do thanh thai cua sildenafil bj giam & nhitng bénh nhén ndy (vi du

bénh xo gan).

D6i véi bénh nhan dang phai ding cdc thude khac

Dua vao mirc dd twrong tic & nhftng bénh nhan dang dung sildenafil dong thoi vdi ritonavir thi

khong nén vuot qua mdt lidu don t6i da 12 25 mg sildenafil trong vong 48 gio.

Nhitng bénh nhén dang ding céc thudc c6 tac dung e ché CYP3A4 (vi du erythromyein,

saqumawr ketoconazol, itraconazol) thi lidu khéi ddu nén ding 14 25 mg.

Pé han ché nguy co ha huyét dp tu thé trong qua trinh didu tri, bénh nhan nén duge diéu tri on
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dinh khi dung céc thudc huy o giao cam trude khi bét dau tri liéu véi sidenafil. Thém vao do, nén
cén nhfic ding cac liéu sildenafil thép hon khi khoi dau diéu tri.
DGi v6i tré em
Khéng dimg sildenafil cho tré em dudi 18 tudi.
Péi voi ngudi cao tudi
Khéng cén phai diéu chinh lidu.
5. Chéng chi dinh
Qué mAn véi hoat chét hodc vdi bat ky ta duge nao.
Phu hop véi cac tac dung da biét coa no dbi véi con dudng nitric oxid/eyclic guanosm
monophosphat (cGMP), sildenafil da dugc chimg minh 1 lam tdng tac dung ha huyét &p cia
nitrat, va do d6 chéng chi dinh viée sir dung dong thoi né voi cdc oxid nitric (ching han nhu
amyl nitrit) hodc nitrat duéi moi hinh thic.
Vide st dung ddng thoi cac chit e ché PDES, bao gom sildenafil, véi cac chat kich thich
guanylat cyclase, chéng han nhu riociguat bi chéng chi dinh vi c6 thé din dén ha huyét ép cb
triéu chung.
Cac chét didu tri réi loan cuong duong, bao gdbm ca sildenafil, khong nén ding cho nam gidi c6
hoat dong tinh duc khﬁn;_., » thé du doan dugc (vi du bénh nhén bi rdi loan tim mach nghiém trong
nhu dau thit ngyue khong 6 n dinh hodc suy tim nang).
Chéng chi dinh & nhitng bénh nhan mét thi luc & mot mét do bénh than kinh thi gidc thiéu mau
cuc by khong do dong mach (NATION), bat k& viéc nay cé lién quan hay khong véi sy phoi
nhim chét e ché PDES trude d6.
Tinh an toan cua sildenafil chua duoc nghién cttu & nhiing nhém bénh nhén sau va do dé viée sur
dung thube nay 14 chéng chi dinh: suy gan mng, ha huyét ap (huyét dp <90/50 mmHg) tién sir
dot quy gan déy hodc nhdi mau co tim va cac roi loan vong mac thoai hoa di truyén da biét nhu
viém vOng mac sic t6 (mot thiéu s6 nhitng bénh nhdn nay bi r6i loan di truyén céc
phosphodicsterase & vng mac).
6. Canh béo v thin trong khi ding thude:
Phai khai thac tién str va kham 14m sang ti mi dé chan dodn r6i loan cwong duong, dé xéac dinh
nmmg nguyén nhén tiém 4n va xac dinh huéng diéu tri thich hop.
( Yéu td nguy co tim mach
_ Vi ¢6 thé ¢6 mdt sd nguy co tim mach lién quan t6i hoat dong tinh duc, nén thay thudc phai cha
¥ t6i tinh trang tim mach cta bénh nhén trude khi tién hanh diéu tri réi loan cuong duong.

Slldenaﬁl c6 thude tinh gidn mach toan thian gy ha huyét ap nhe va thoang qua. Trudce khi ké
don, thdy thudc phai chi y t6i nhitng bénh nhén c6 tinh trang bénh Iy ma c6 thé bi anh huéng bdi
tac dung ndy va ddc biét khi co thém hoat dong tinh dyc. Nlumg bénh nhan ¢6 can tré dong chay
thit trai (vi du hep dong mach chu, bénh co tim phi dai tdc nghén) hay mic hdi ching teo da hc
thong (syndrome of multiple system atrophy) 14 nhitng bénh nhén cé ting mén cam voi cic yéu
t6 gidn mach, blcu hién béng su suy glém trdm trong khé ning khéng ché huyét ap ty dong 1a
nhitg ngudi cin phai rét cin nhic khi didu tri.
Sildenafil taing cudng tac dung ha huyét 4p ciia nitrat.
Céc bién cb tim mach nghiém trong bao gdm nhdi mau co tim, dot tir lién quan téi bénh tim,
loan nhip thét, xuft huyét ndo va con thwu méu cuc by thoang qua duoc bdo cdo trong qua trinh
Iwu hanh st dung sildenafil dé diéu tri rdi loan cuong duong. Héu hét nhu‘ng khong phﬁl tét ca
cac bénh nhéin nay da co tién sir cdc yéu tb nguy co tim mach. Nhiéu bién cb trong s6 nay duge
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béo ¢d0 xudt hién trong hodic ngay sau khi hoat dong tinh duc, va mét vai bién ¢ duge bao cdo
Xay ra ngay sau khi dung sildenafil ma khéng c6 hoat dong tinh duc. Khong thé xic dinh dugce
liéu cac bién ¢b nay co lién quan tryc tiép t&i sildenafil, hoat dong tinh duc, bé¢nh nhén dang c6
bénh tim mach, sy két hgp céc yéu td ndy hay cdc yéu t6 khac.
Cuong duong khéng mong mubn
Cén than trong khi ké don cic tac nhén didu tri r6i loan cuong duong cho nhitng bénh nhan cé
céc bién dang vé giai phiu duong vét (nhu duong vét gap goe, bénh xo hod thé hang, hay bénh
Pcymme) nhitng bénh nhén ¢é bénh 1y dé gay cuong dau dwong vét (nhu bénh thiéu mau hbng
cdu hinh lidm, bénh da u tuy, bénh bach cdu).
P ¢6 bdo cdo vé tinh trang cuong durong kéo dai va cuong duwong khong mong 1 mubn khi st
dung sildenafil sau khi thude duqc Iuu hanh. Trong trucmg hop cuong duong kéo dai hon 4 gio,
bénh nhan cin dén co so y té dé diéu tri ngay iﬁp tirc. Néu cuong duorng khdng duge diéu tri
ngay c6 thé din dén m6 duong vat bi pha iy va mét kha niang vinh vién.
Sir dung ddng thai vé6i cac chit e ché PDES khéc hoc céc phuong phip didu tri rdi loan cuong
auong khac
Tinh an todn va hidu qué ciia viéc phdi hop sildenafil voi céc chat rc ché PDES khdc, hodc céc
phuong phép didu tri ting huyét ap dong mach phéi khac (PAH) c6 chira sildenafil (REVATIO),
hodac cdc phuong phap diéu tri ri loan cuong dwong khéc chua duge nghién ctu.
Do d6 viéc sir dung céc két hop nhur vay khong duge khuyén khich.
Téc dong 1én thi luc
Céc trudng hop khiém khuyét thi gide da duge bao cédo mot céch tur phét lién quan dén viéc udng
sildenafil va cac chét trc ché PDE5 khéc. Céc trudmg hop bénh than kinh thi gidc thiéu mau cuc
bd khéng do d@dng mach, mot tinh trang hiém gap, da duge duge bdo cdo mdt cach ty phét va
trong m{t nghién ctru quan sat lién quan dén viéc ubng sildenafil va chét e ché PDES khac.
Trong trudng hop mét thi luc dot ngodt, cin khuyén bénh nhan ngimg ding sildenafil va héi y
kién bac si ngay.
Sir dung dong théi véi ritonavir
Khéng nén dung dong thoi sildenafil véi ritonavir.
Str dung dbng thei véi thube chen alpha

( Thén trong khi dung sildenafil cho bénh nhan dang ding thube chen alpha vi viéu dung chung
¢6 thé din dén ha huyet ap c6 triéu chimg & mot sO nguoi nhay cam. Didu nay rit c6 thé xdy ra
trong vong 4 gio sau k}u ding sildenafil. D& glam thiéu kha nang phét trién ha huyét 4p tu thé,
bénh nhan nén duge 6n dinh huyét dong khi didu tri bing thubc chen alpha trude khi bat déu
didu tri bang sildenafil. Nén xem xét khi dhu sildenafil véi liéu 25 mg. Ngoai ra, bac sT nén
huéng dan bénh nhan cch xit trf trong trudmg hop ¢6 cac trigu chimg ha huyét 4p tu thé.
Tac déng 1én su chay mau
Céac nghién ctiu trén tiéu cdu cta ngudi chi ra ring sildenafil lam ting téac dung chéng két tép clia
natri nitroprussid iz vitro. Khong co6 thong tin an toan v& viéc sir dung sildenafil cho bénh nhan
bi 61 loan chay mau hojc vét loét dang hoat dong. Do do, chi nén dung sildenafil cho nhiing
bénh nhin nay sau khi da danh gia nguy co Igi ich can thén.
Phu nit
Khong dugre chi dinh sir dung cho phu ni.
7. S dung thubc cho phu nit ¢é thai va cho con bi:
Khong ding sildenafil cho phu nif.
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Nghién ctru trén chut va tho sau khi dung sildenafil duong udng, khong thdy céc bing chimg vé
kha nang gdy quéi thai, gidm kha nang sinh san, hogc nhiing tac dung bat loi cho su phat trién
ctia phdi va thai nhi.

Chura ¢6 cée nghién ciru ddy di va thich hop trén phu nit ¢ thai va cho con bi.

8. Anh hwéng ciia thude l1én kha ning 14i xe, vin hanh may méc:

Chua ¢6 nghién ctm cu thé nao v& anh hudng 1én kha nang 14i xe va vén hanh may mée duge tién
hanh.

Hién tuong chong mat va thay ddi thi luc da duoc béo cdo trong cédc thir nghigm lém sang voi
sildenafil, do vy bénh nhén can biét 1 ho phan tmg nhu thé nao v6i sildenafil trude khi 14i xe
hodc van hanh may moc.

9. Twong téc, twong ky cia thude:

Twong tic thube

Anh hiréng cia cde thude khde doi voi sildenafil

Cdic nghién citu in vitro

Chuyén héa sildenafil dién ra chu yéu béi cdc phan nhém cytochrom P450 (CYP) dang 3A4
(ducmg chinh) va 2C9 (duong phu). Vi véy tAt ca cac tic nhan gy tc ché nhing phan nhém nay
¢6 thé 1am giam d6 thanh thai cia sildenafil va céc tic nhén gdy kich thich nhitng phan nhom
ndy c6 thé lam ting d6 thanh thai cia sildenafil.

Cdc nghién cuu in vivo

Céc phén tich duoe ddng hoc qua cdc dir liéu thir nghi¢m 1am sang cho thdy, khi diing ddng thoi
sildenafil véi céc tée nhén e ché CYP3A4 (nhu ketoconazol, erythromycm cimetidin) s& lam
giam do thanh thai cta sildenafil. Mic du khong téng ty 1 méc cdc tdc dung ngoai ¥ da dugc
quan sat thiy & nhitng bénh nhén nay, khi sildenafil dugc ding ddng thoi voi cac cha’t trc ché
CYP3A4, nén xem xét liéu khoi ddu & 25 mg.

Str dung dong thoi chit e ché IV protease ritonavir, 1a chét trc ché P450 manh, & trang théi 6n
dinh (500 mg hai 14n mdi ngdy) véi sildenafil (100 mg lidu duy nhat) 1am ting 300% (4 lan)
Cmax va ting 1.000% (11-1an) AUC trong huyét tuong sildenafil. Tai thoi diém 24 gio, ndng 46
sildenafil trong huyét trong van con xép xi 200 ng/mL, so v&i khoang 5 ng/mL khi dung
mldenaﬁl mét minh. Diéu ndy phit hgp voi anh huéng da biét ciia ritonavir 1én nhiéu loai chat
nén P450. Sildenafil khéng anh huong dén dwgc dong hoc ciia ritonavir. Dya trén nhitng két qua
duqc dong hoc, khong nén ding ddng thoi sildenafil véi ritonavir va trong moi trudng hop lidu
16 da ciia sildenafil khong dwgc vigt qua 25 mg trong vong 48 gid.

Sﬁr dung ddng thoi chét te ché protease HIV saquinavir, mjt chét (rc ché CYP3A4, & trang thai
6n dinh (1200 mg ba ldn mdt ngay) voi sildenafil (100 mg liéu duy nhat) lam tang 140% Cmax
va ting 210% AUC cua sildenafil. Sildenafil khong anh huong dén duoc doéng hoc cua
saquinavir. Cac chét trc ché CYP3A4 manh hon nhu ketoconazol va itraconazol s€ ¢o tac dong
16n hon.

Khi diing mot hcu sildenafil 100 mg duy nhét vé&i erythromyein, mt chit rc ché CYP3A4 vira
phai, & trang thai on dinh (500 mg x 2 lAn/ngay, trong 5 ngdy), mic do phoi nhiém toan than véi
sildenafil (AUC) tang 182%. & nguoi tinh nguyén nam gidi khoe manh, khong cé bang L,hu*ng vé
anh hudng cta azithromycin (500 mg mbi ngay trong 3 ngay) trén AUC, Cmax, tmax, héng sb
tdc do thai trir, hodic thoi glan ban huy tiép theo cta sildenatil hodc chét chuyén hoa chinh cua
n6. Cimetidin (800 mg), chét e ché cytochrom P450 va chét trc ché CYP3A4 khong déc hiéu,

a/12



https://trungtamthuoc.com/

gdy ra s gia ting 56% nong d¢ sildenafil trong huyét twong khi ding ddng thoi véi sildenafil
(50 mg) cho nhitng ngudi tinh nguyén khoe manh.

Nuée busi 12 mot chit trc ché yéu chuyen hoa thanh rudt CYP3A4 va co thé lam ting ndng dd
sildenafil huyét twong mot cach khiém to1n.

Nhitng liéu don céc thude khéng acid (magié hydroxid, nhom hydroxid) khong anh huodng toi
sinh kha dung cta sildenafil.

Miéc du cac nghién ctru tuong tic cy the khong duge thuc hién cho tit ca cdc san pham thude,
nhung phén tich duge dong hoc déan s6 khong cho thdy tdc dung cia viée diéu tri ddng thoi trén
duge dong hoc cua sildenafil khi ding chung véi chét e ché CYP2C9 (chang han nhu
tolbutamid, warfarin, phenytom) chét tc ché CYP2D6 (ching han nhu chét tc ché tai hﬁp thu
chon loc serotonin, thudc chcémg trdm cam ba vong), thiazid va thube loi tiéu lién quan, thude loi
tidu tiét kiém kali va loi tiéu quai, thude e ché enzym chuyén angzotensm thude chen kénh
calci, thude dbi khang beta-adrenoreceptor hogc chét cam tng chuyén hoa CYP450 (ching han
nhu rlfampwm barbiturat). Trong mot nghién ctru trén nhitng tinh nguyén vién nam khoe manh,
viée sit dung ddng thai thude d6i khang endothelin, bosentan, (chét cam tmg cia CYP3A4 [trung
binh], CYP2C9 v c¢6 thé cia CYP2C19) ¢ trang thai o on dinh (125 mg hai lan mdt ngay) véi
sildenafil & trang thai dn dinh (80 mg ba 14n mot ngay) lam giam tuong {ing 62,6% va 55,4% dbi
vGi AUC va Cmax cua sildenafil. Do d6, st dung dong thoi cac chét cam ing CYP3A4 manh,

ching han nhu rifampin, duge cho 14 c6 thé gay giam nong do sildenafil trong huyét twong nhiéu
hon.

Nicorandil 12 su két hop gitta chit hoat héa kénh kali va nitrat. Do thanh phén nitrat, né c6 kha
niing din dén tuong tac nghiém trong voi sildenafil.

Anh hudng cia sildenafil d6i véi cac thude khac

Cde nghién ciiu in vitro

Sildenafil 1d mot tic nhan Gc ché yéu céc cytochrom P450 phén nhom 1A2, 2C9, 2C19, 2D6,
2E1 va 3A4 (IC50 > 150 uM).

Do sau khi diing liéu khuyén céo thi nong do dinh trong huyét tuong ctia sildenafil xép xi 1 pM,

nén sildenafil s& khong lam thay d6i do thanh thai cic co chét clia cac isoenzym nay.

Khong c6 dit liéu vé sy trong thc cta sildenafil va céc chét tie ché phosphodiesterase khong dac
hiéu nhu theophyllin hogc dipyridamol.

Cdc nghién citu in vivo

Phu hop vdi cac tdc dung dd biét clia n6 trén con dudng nitric oxid/cGMP, sildenafil da duge
chimg minh 12 ¢6 tc dung tdng cudng tac dung ha huyét ap, vu véy chdng chi dinh viéc sir dung
chung n6 véi cac chit chira nitric oxid hogc nitrat dudi bét ky hinh thirc nao.

Riociguat: Cac nghién ctru tién 14m sang cho thdy tac dung ha huyét ap toan thin cong thém khi
két hop thude e ché PDES véi nomguat Trong céc ngl'uen clru 1am sang, riociguat dad duoc
chitng minh la 1am ting tic dung ha huyct ap cua chét uc ché PDES. Khong c6 bing chung vé
hiéu qua lam sang thuén loi cla sy két hop trong dan sé dugc nghién ctu. Dong thoi chéng chi
dinh su dung riociguat v6i cac chit (¢ ché PDES, bao gom ca sildenafil

St dung ddng thoi sildenafi 1 trén bénh nhin dang dung céc thudc chen alpha c6 thé dan dén ha
fhuyét ap triéu chimg & mot s6 bénh nhan nhay cam Diéu ndy thucmg xay ra trong vong 4 gid sau
khi dung sildenafil. Trong 3 nghién ciru déc hi¢u vé tuong tic thude-thude, thude huy a giao cam
doxazosin (4 mg va 8 mg) va sildenafil (25 mg, 50 mg, hoic 100 mg) duge chi dinh ddng thoi
cho céc bénh nhin bu6u lanh tién liét tuyén diéu tri 6n dinh voi doxazosin. Quan st cac do6i
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tuong nghién ctru nay, cdc mic giam b6 sung trung binh cua huyét 4p do & tu thé ndm ngua lan

luot 12 7/7 mmHg, 9/5 mmHg, va 8/4 mmHg va cac mirc giam bb sung trung binh cia huyet ap

do & tu thé dimg lan lugt 1a 6/6 mmHg, 11/4 mmHg, va 4/5 mmHg. Khi chi dinh ddng thoi

sildenafil va doxazosin trén bénh nhén dang diéu tri on dinh v6i doxazosm it ¢6 céc béo céo vé

nhitng bénh nhéan bi ha huyét &p tu thé tridu chimg. Céc bao céo ndy bao gom chéng mit va mét

méi, nhung khéng ngét.

Khéng ¢6 tuong tée ¢é y nghia ndo khi chi dinh dbng thoi sildenafil (50 mg) véi tolbutamid (250

mg) hoiic warfarin (40 mg) (12 cic chét duge chuyén hoa bdi CYP2C9).

Sildenafil (50 mg) khong lam ting thém thoi gian chay mau do aspirin (150 mg).

Sildenafil (50 mg) khéng lam léng thém tdc dung ha huyét 4p ctia rugu trén nhitng ngudi tinh

nguyen khoe manh v6i ndng do tdi da trung binh 1a 0,08% (80 mg/dL)

Tong hop céc nhém thube diéu tri tang huyet ép sau: thubc lgi tiéu, thude chen beta, thude (e

ché enzym chuyén angiotensm 11, thude diéu tri tﬁng huyét 4p (thude gidn mach va téc dong

trung wong), thubc chen than kinh adrencrglc thubc chen kénh calci va thude chen alpha-

adrenoceptor, cho thiy khéng c6 sw khac biét vé thc dung phu & bénh nhan dung sildenafil so véi

gia dugc. Trong mot nghién clru tuong tac cy thé, khi diing sildenafil (100 mg) va amlodipin ¢

bénh nhén ting huyet 4p, ¢6 sw 1am ha thém huyét 4p 8 mmHg d6i voi huyét 4p tAm thu va 7

mmHg d6i véi huyét ap tdm truong. Nhiing téc dung lam ha thém huyét ap c6 mitc dd twong fyr

nhu mitc giam duge thdy khi sildenafil dugc sit dung mét minh & nhitng ngudi tinh nguyén khoe

manh.

Sildenafil (100 mg) khong anh huong téi duge dong hoc ctia cdc tae nhan e ché protease cia

HIV nhu ritonavir va saqumdvxr (ca hai thube nay déu 1a co chét cia CYP3A4).

Sildenafil & trang théi én dinh (80 mg, 3 lan/ngay) lam ting 49,8% AUC cua bosentan va tang

42% Cmax ctia bosentan (125 mg, 2 lan/ngay).

Twong ky thube: Do khéng cé céc nghién clru vé tinh tuong ky, cta thude, khong tron 1an thude

nay véi thude khéc.

10. Tde dung khong mong muén ciia thude:

Tém tit ho so an toan

Hd so an toan cua sildenafil dya trén 9.570 bénh nhan trong 74 nghién ctru lam sang mu doi c6

dbi chimng véi gia duge. Céc tac dung khong mong mubn thudng duge béo cdo nhiéu nhét trong
céc nghién c(ru 1am sang ¢ nhing bénh nhén dugc dleu tri béng sildenafil la nhirc déu, do bung,

kho tiéu, nghet miii, chong mat, buon nén, béc hoa, r6i loan thi glac tim tai va mo mat.

Céc tic dung khdng mong mudn tir hoat dong gidm sdt sau tiép thi dd dugc thu thép trong

khoang thoi gian ude tinh > 10 nam. Boi vi khong phai tit ca céc tac dung khonu mong muén

déu duoc bao cdo cho chu s& hitu gidy phép luu hanh san pham va duge bao gdm trong co s& dit

li¢u vé tinh an toan, tan sd cua cac phan tmg nay khong thé dua vao mot céch tin ¢dy.

Béang danh sach céc tdc dung khong mong mubn

Trong bang dudi day, tit ca céc tac dung khong mong mudn quan trong di xay ra trong céc thu

nghiém ldm sang véi ty 1€ cao hon gid duge duge liét ké theo phin loai hé co quan va tAn suét

(rAt thuong giip (>1/10), thudmg gip. (=1/100 dén 41:’10) it gap (>1/1.000 dén <1/1 00) hiém giip

(>1/10.000 dén <1/1.000). Trong mdi nhom tan suét, céc tdc dung khong mong mudn duge trinh

bay theo thir tir giam dan vé me dd nghiém trong.
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Bang Téc dung khéng meng muon ciia thuoe

Phéin loai theo | Rit thwomg | Thuong gip it gip Hiém giip
66t QD gip >1/100 > 1/1.000 >1/10.000
F >1/16 va<1/10 va <i/100 va < 1/1.000
Nhiém khudn va
nhiém ky sinh Viém miii
triing
R6i loan | hé .
mién dich e
Tai bién mach méu nfo,
Rioqe s genged p . .+ | Con thicu mdu néo
Ezlhioﬁhl 9 Dau ddu Chéng mit ?ﬁﬁngitiiu’ B thoéng qua,
Co gidt, * Co giét tai
phét, * Ngat
Bénh thén kinh thj gidc
thieu mau cyc by khéng
do dong mach (NAION)
*, Tac mach mau vong
mac *, Xuat huyét vong
mac, Bénh vOng mac do
xo vita dong mach, Roi
R6i loan tiét|loan vdng mac, Téng
R&i logn mau |nuéc métH**, | nhan éitjl;j K_hién;; khui}’]é_t
G : » s 1. | trudng thi gidc, Song thi,
R&i logn mét fﬁf**’.;‘(" L“I’EE Bau mit; Léa| oo M e, Con
LB mat, Sung huy€t | pro; & Van duc thiy
mo mat, Choi mat, | 41y thé, Réi loan mébng

A A
Viém két mac

mit, gidn dong tir, nhin
thdy quing sing, Phu
mét, sung mit, R6i loan
mét, Sung huyét két mac,
Kich tmg mit,

Cam giac bét thuong &
mit, Phi né mi mét, Ddi
mau kinh &p trong

Roi loan tai va
mé dao

Chéng mat, 0
tai

Diéc

o -
R6i loan tim

nhip tim nhanh;
danh tréng nguc

bot tir do tim*,

Nhdi méu co tim, Loan
nhip thit *, Rung nhi,
Dau thit nguc khong bn
dinh

R6i loan mach

Do bung mat;

Ha huyét ap,

mau néng bung tang huyét ap

R&i loan hé hap, , ) .
Ars “P o Chay mau cam; | Co thdt hong; khd miii;

nguc va trung Nghet mii

thét

tic xoang

pht mii

7/12




https://trungtamthuoc.com/

ROi loan hé tiéu

Budén ndén; khé

Chiing trdo }
ngugc da day

) — thuc quan; nén | Gidm xudc gide miéng
héa tiéu :
mira; dau bung
trén; khoé miéng
Hoi  ching  Stevens-

Johnson (SJS) *,~H0:;1'1 tr
thuong bi nhiém ddc
(TEN) *

L 5
Réi loan da va
mo dudi da

Phéat ban

R&i loan hé co |
xuong va mbd
lién két
R&i loan thin va
tiét niéu

Pau co; dau chi

Tiéu ra mau

Xuét huyét dwong vat,
Cuong duong kéo dai*;
Xuét tinh ra mau, Tang
cuong duong

Ro6i1 loan hé sinh
duc va v

Dau nguc, Mét
moi, Cam giac | Kich img

Céc roéi loan
chung va tai noi

dung thudc , nong

Két qua kiém g
: I'ang nhip tim

tra/x¢t nghiém & Hp

* Chi duge bdo céo trong qua trinh gidm sat sau tiép thi

#* Bién dang mau sdc: mi mau xanh 14 cdy, loan séc, ching nhin xanh, chiing nhin do va chiing

nhin vang

wi# RAi loan tiét nude mit: khé mét, rdi loan tuyén 1¢ va ting tiét nudc mat

11. Qué liéu va cdch xik tri:

Nghién ctru trén nhitng nguoi tinh nguyén dung liéu don 800 mg sildenafil cho thiy cac tic dung

khoéng mong muén & liéu nay twong tu nhur & lidu thép, nhung tin sudt gap va muc do thi ting

1én.

Trong trudng hop qué liéu, yéu cdu phai cé céc bién phap hd trg phit hop.

Thém phén thén khéng lam ting d) thanh thai vi sildenafil gén manh véi protein huyét twong va

khong bi thai trir qua nuée tiéu.

12. Pic tinh dwge lwe hoe:

Nhém dwoe 1y: Thude e ché phosphodiesterase typ 3.

Ma ATC: GO4BE03

Sildenafil 12 mubi citrat cia sildenafil, ding dwong ubng dé didu trj 16i loan cuong duong.

Sildenafil ¢6 tdc dung (rc ché chon loc guanosin monophosphat vong (¢cGMP-cyclic guanosine

monophosphate) - phosphodiesterase déc hiéu typ 5 (PDES).

Co ché tac dung

Co ché sinh 1y cwong duong vét kéo theo sy giai phong nitric oxid (NO) & thé hang trong subt

quaé trinh kich thich tinh duc.

Sau d6 NO hoat hod men guanylat cyclase, men nay lam ting nong do cua cGMP tir d6 lam gidn
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o tron mach méu cla thé hang va cho phép dong mau chay vao.
Sildenafil khong c6 tac dung gidn tryc tiép trén thé hang phén 18p ciia ngudi, nhung né lam ting
téc dung cua NO bing céch tic ché PDES, chét nay c6 tac dung phn hiy ¢GMP trong thé hang.
Khi kfch thich tinh duc tao ra sir giai phéng NO tai chd, thi sw i ché PDES ctia sildenafil s& lam
tang luong ¢GMP trong thé hang, két qua 1am gifin co tron va ting dong méu t6i thé hang.
J lidu da khuyén céo thi sildenafil chi ¢6 tac dung khi ¢6 kich thich tinh dyc kém theo.
Céc nghién ctru in vitro cho thiy sildenafil e ché chon loc PDES.
Tac dung ctia sildenafil chon lgc trén PDES manh hon céc phosphochesterase da duge biét khac
(gép 10 lan d6i voi PDES6, > 80 lan dbi véi PDEL, > 700 l4n d6i v6i PDE2, PDE3, PDE4 va
PDE7- PDE11).
Tac dung chon loc trén PDES manh gip 4.000 lin so v&i PDE3, diéu nay rét quan trong vi PDE3
1a mot men lién quan téi sy co bép cua tim.
Cée nghién cun iim sang
Tim
Khéng c¢6 su thay dbi lién quan ldm sang trén dién tdm d6 (ECGs) cuia nhitng ngucn nam gidi
tinh nguyén binh thudng khi dung céc liéu don sildenafil 1én t¢i 100 mg dudng ubng.
Sau khi dung liéu 100 mg, huyét 4p tAm thu giam t&i da trung binh 12 8,3 mmHg con huyét ap
tAm truong gidm t6i da trung binh 14 5,3 mmHg (do & tu thé nam ngira).
Nhitng anh huéng 1én huyét ap trén nhing ngudi dang ding nitrat déng thoi nhiéu hon nhung
cling chi thoang qua.
Nghién citu vé huyét dong trén 14 bénh nhén bi bénh dong mach vanh nang (hep > 70% it nhit
1a 1 déng mach vanh) dugc ding lidu don 100 mg sildenafil thiy ring huyét ap tm thu va tam
traong khi nghi ngoi giam di 7% va 6% so véi huyét 4p tru6e khi ding thude. Huyét ép tAm thu
dong mach phdi trung binh giam di 9%. Sildenafil khong tic dong t6i cung lugng tim va khong
anh hudng dong chay qua cic dong mach vanh bi hep va tao ra sy céi thién (khoang 13%) trong
vige dao nguge dong chay mach vanh dwoc kich thich bang adenosin (trong ca cac dong mach bi
hep va cdc dong mach lién quan).
Thir nghiém lam sang ml:i d6i c6 @bi chimg voi gid dugce trén 144 bénh nhéan rdi loan cuong
duong va dau thit ngue én dinh. Nh&ng bénh nhan nay ding thubc chéng dau thét nguc thu&mg
( xuyén (ngoai trix nitrat). Ho phai géng stic lam viée cho t&i mic gi6i han cua dau thit nguc xuét
i hién. & nhiing bénh nhan ding liéu don 100 mg sildenafil thi thoi gian kéo cbi xay l4u hon (19,9
gidy; khoang tin cdy 95%: 0,9 - 38,9 gidy) (c6 y nghia théng k&) so véi nhimg bénh nhén ding
gia duoc. Thoi gian géng stc trung binh (duge diéu chinh véi mic co ban) cho t6i gidi han dau
thit nguc 1a 423,6 gidy & nhitng ngudi dung sildenafil va 403,7 gidy ¢ nhitng ngudi diung gia
duoc.
Nghién ctru mil d6i ngfu nhién, c6 d8i chimg véi gia duge (voi lidu sildenafil thay doi, t6i da
100 mg) trén 568 nam gi6i bi rbi loan cuong dwong va ting huyét 4p. Nhitng bénh nhén nay ludn
Judn phai dung it nhét hai loai thuéc chdng ting huyét 4p. Két qua sildenafil cai thién kha nang
curong 71% & nhitng ngudi ding sildenafil so véi 18% & nhing ngudi ding gia duge. Ty 1§ giao
hop thanh cong & nhitng ngudi ding sildenaﬁl 62% so v6i 26% & nhitg ngudi ding gia dugc.
Ti 1€ gip céc tdc dung khong mong mubn & nhitng bénh nhén nay cling tu’orng tuw nhu & nhung
nhém bénh nhan khac, cling nhw khong thay d6i & nhitng ngudi dung 3 hay nhiéu hon cdc thude
chéng tang huyét ap.
Thi gidc
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Su khac nhau trong viéc phén biét mau nhe va thodng qua (xanh da troi/xanh 14 cdy) dugc phat
hién thay & mdt vai truong hop ding test Farnsworth - Munsell 100 hue sau 60 phit khi ding
liéu 100 mg, con sau 120 phut khéng ¢6 mot anh hudng nao duge chimg minh. Co ché chinh cua
sy thay ddi phan biét mau c6 lién quan t6i viée (e ché PDE6. Loai men nay c6 nhidu & vong
mac. Céc nghién citu in vitro chi ra rang sildenafil e ché PDE6 kém hon 10 idn so véi PDES5.
Sildenafil khéng c6 4nh huéng nao trén tinh linh hoat cta thi lye, sy nhay cam can quang, dién
ving mac do, 4p luc trong mét hogc do ddng tir.

Trong mot nghién ctru ngang ¢6 dbi ching & nhitng bénh nhan thoai hod diém vang co lién quan
t6i tudi (n=9) thi sildenafil (lidu don, 100 mg) dugc dung nap t6t va khéng ¢6 mdt anh huong
nao c¢ y nghia trén 1am sang Ién cdc test thi luc (tinh linh hoat ciia thi luc, luéi Amsler, phén bigt
mau, tin hiéu dén giao thong, thi truong ké Humphrey).

Tinh hi¢u qua

Tinh hiéu qua va an toan cua sildenafil dugc danh gia trong 21 thir nghiém 14m sang mu do6i ngau
nhién c6 déi chimg véi gia duge trong thdi gian t6i 6 thang. Trén 3000 bénh nhan rbi loan cuong
duong (19-87 tudi) & tt ca céc thé (thé do co quan, thé do tam ly, thé hon hop) duge cho dung
sildenafil. Higu qua cua sildenafil dugce danh gia biang cdc cu hoi d4nh gia chung, nhét ky cuong
duong, bang cdu hoi danh gi4 chirc nang cuwong qudc té IIEF (International Index of Erectile
Function), va bang céu hoi danh cho céc dbi tac tinh duc ctia cdc bénh nhén.

Hiéu qua cta sildenafil 14 kha nang dat dwge va duy tri cuong ciing di dé tién hanh giao hop.
Hiéu qua nay di dugc chimg minh qua tat c& 21 nghién ciru trén va dugc duy tri qua cc nghién
ctru mo rong kéo dai (trén 1 ndm). Trong cdc nghién ciru dung liéu cb dinh, ti 1¢ cai thién kha
niing cuong 1a 62% (véi lidu sildenafil 25 mg), 74% (véi liéu sildenafil 50 mg), va 82% (véi lidu
sildenafil 100 mg) so sénh voi két qua 25% & nhom ding gia duge. Ngoai su cai thién kha ning
cuong thi sildenafil cdn céi thién sy khodi cadm, sy thoa mén khi giao hop va sy hai long chung.
Qua céc thir nghiém thiy ring:

Trén cac bénh nhin déi thdo dudng, ti 1& cai thién kha nang cuong cua sildenafil 1a 59% so véi
16% & nhitmg ngudi ding gia dugce.

Trén céc bénh nhén cit tuyén tién liét triét dé thi ti 1& nay 1a 43% so v6i 15% & nhimg ngudi

dung gia duge.
Trén cac bénh nhén chén thuong tuy sdng thi ti 1é nay 1a 83% so véi 12% & nhimg ngudi ding
gia duoc.

13. Pic tinh dwoe dong hoe:

Dugc dong hoc ciia sildenafil twong img véi lidu trong khoang liéu khuyén cdo.

Sildenafil dugc chuyén hoa chinh tai gan (chti yéu qua cytochrom P450 3A4) va céc chit chuyén

hoé ctia n6 ¢é hoat tinh gibng chat me (sildenafil).

Hap thu

Sildenafil dugc hép thu nhanh sau khi uéng, véi sinh kha dung tuyét déi trung binh khodng 41%

(dao dong tir 25-63%).

Trén in vitro, ndng @6 3,5 nM sildenafil tc ché men PDES ctia ngudi khoang 50%. Trén ngudi,

ndng dé sildenafil tr do t6i da trung binh sau khi dung mét lidu don 100 mg la xap xi 18 ng/mL

hoéic 38 nM.

Cée ndng dd ti da dat duoc trong huyét twong tir 30-120 phiit (trung binh 60 phit) duge quan

sat khi ubng thube lic doi.

Thirc #n ¢ ham lugng mé& cao lam giam kha ning hdp thu cta sildenafil, v6i thoi gian giam
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trung binh Tmax la 60 phtt, va Cmax gidm trung binh 29%, trai lai mic d6 hép thu khong anh

hudng déng ké (Dién tich dudi duong cong giam 11%).

Phén bé

Thé tich phan bé thude trung binh ctia sildenafil (Vss) 14 105 L, phén b6 tép trung vio cdc md.

Sildenafil v& chét chuyén hod ¢ vong tudn hoan lén cia né la N-desmethyl gin t6i 96% vao

protein huvét twong. Viéc gin vio protein huyét twong khong phu thude vao ndng do tong ciia

na.

Néng d4 ctia sildenafil trong tinh dich ciia nhing ngudi tinh nguyén khoe manh sau khi ubng

thude 90 phit 1a nho hon 0,0002% lidu sir dung (trung binh 188 ng).

Chuyén hod

Sildenafil duoc chuyén hoéa chu yéu boi cac men CYP3A4 (duomg chinh) va CYP2CY (dudng

phu) c6 & gan.

Céc chét chuyén hod & vong chuyén hod chinh cia sildenafil tao ra tir qué trinh N- desmethyl

hod, va sau d6 lai duge chuyén hoa tiép.

Céc chét t:huyén hoa nay c¢0 hoat tinh chon loc déi v6i PDE tuong tu nhu sildenafil va trén in

‘ vitro tinh chon loc d6i véi PDES xép xi 50% clia chat me.

O nhitng ngudi tinh nguyén khoe manh, ndng d6 trong huyét tuong ciia cic chat chuyén héa xép

xi 1a 40% n_éng d6 chat me.

Chit chuyén héa N- desmethyl lai duge chuyén hoa tiép tuc, c¢6 thoi gian ban hay 12 4 gid.

Théi trer

P06 thanh thai toan bd cua sildenafil 1a 41 L/h véi nira thoi gian pha cudi 1a 3-5 gio.

Sau khi ding duong udng hay tiém tinh mach, sildenafil dugc thai trir chii yéu qua phan dudi

dang chét chuyén hoa (khoang 80% lidu uéng) va mét phén nho qua nuée tiéu (khoang 13% liéu

uéng).

Dwge dong hoe & cde d61 twong bénh nhin dic biée

Nguwdi cao tudi

Trén nhitng ngudi cao tudi khoe manh (tir 65 tudi trd 18n), @6 thanh thai cua sildenafil giam di,

két qua 12 ndng do sildenafil va chét chuyén hoa c6 hoat tinh N-desmethyl trong huyét tuong cao

hon khoang 90% so v&i ndng dd nhitng chit nay & nhitng ngudi tinh nguyén tré khoe manh (tir

18-45 tudi). Do su gin két sildenafil vao protein huyét twong phu thude vio tudi, ndng do tir do

ctia sildenafil trong huyét tuong ting tuong tng khoéng 40%.

Nguwoi suy than

Trén nhitng ngudi suy thén nhe (46 thanh thai creatinin = 50-80 mL/phtt) hay trung binh (d9

thanh thai creatinin = 30-49 mL/phut), khi dimg mot lidu don sildenafil (50 mg). khong thiy c6

bét it su thay dbi ndo vé dwge dong hoc. '

Trén nhiing ngudi suy thén nadng (d thanh thai creatinin <30 mL/phut ), d§ thanh thai cua

sildenafil bj giam, di 1am tang xAp xi gip d6i dién tich dudi duong cong AUC (100%) va Cmax

(88%) so vGi ngudi & cling dé tudi nhung khong bj suy thén. '

Thém vao &6, céc gia tri Cmax va AUC cia chit chuyén hoa N-desmethyl téng cé y nghia 200%

vd 79% lan luot & cac doi tuong suy thdn nang so voi ¢ cac dbi tugng chirc nang than binh

thudng.

Ngwei suy gan

Trén nhitng nguwoi xo gan (Child-Pugh A, Child-Pugh B), d0 thanh thai cua sildenafil bi giam,

két qua lam ting dién tich duéi dudng cong AUC (85%) va Cmax (47%) so vdi nguoi khong bi
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suy gan & ciing d6 tudi . Dugce dong hoc cua sildenafil & bénh nhan suy gan ning (Child Pugh C)
chua duoe nghién cilru.
Céc dir liéu an toan tién lém sing
Khong tim thiy bing chimg nao vé kha ning gdy ung thu trong mot nghién ctru trén chudt cbng
kéo dai 24 théng dung lidu 16n glp 42 14n (tinh theo mg/kg) va gin gép 5 lan (tinh theo mg/m?)
s0 voi liéu t6i da da khuyén cdo dung trén ngudi (Maximum Recommended Human Dose -
MRDH) va mot nghién ciru khac trén chudt nhét kéo dai 18-21 thang véi lidu Ién glp 21 1n
(tinh theo mg/kg) va gép 2 lan (tinh theo mg/m2) so v6i lidu dung t6i da & ngudi da duoc khuyén
cao (MRIEH).
Céc test giy dot bién & vi khuén va in vivo déu 4m tinh.
Khéng ¢6 mdt anh huéng ndo 1én tinh chuyén déng va hinh thai ctia tinh tring sau khi dimg liéu
don 100 mg sildenafil trén nhitng ngwoi tinh nguyén khoe manh.
14. Quy cach dong goéi: Hop 1 vi x 4 vién.
15. Piéu kién bao quén, han dung, tiéu chufin chét lwgng cia thude

—  Diéu kién bdo qudn: Bao quan & nhiét d6 khong qué 30°C.

— Han dimg: 24 théng ké tir ngay san xuét.

—  Tiéu chudn chat lwong: TCCS.
16, Tén, dia chi co s& san xuit thude:
XL LABORATORIES PRIVATE LIMITED
[i-1223, Phase I Extn. (Ghatal), RIICO Industrial Area, Bhiwadi, Rajasthan, 301019, An D¢
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