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Rx: Thude niy chi dimg theo dom thude

SINEGRA 50 mg
(Sildenafil 50 mg)
Dé xa tim ray tré em
Doc ky hwdng diin stk dung trede khi diing
THANH PHAN CONG THUC THUOC

Mai vién nén bao phim cluta:

Thénl phén hoat chit: Sildenafil citrat 70,24 mg tuong duong Sildenafil 50 mg

Thénh phén ta dirge: Calei phosphat dibasic khan, cellulose vi tinh thé PH 102 croscarmellose
natri, silic dioxid keo khan (aerosil 200), magnesi stearat, mang bao phim s0 14 (Opadry 1I

Blue 85F20578) (Thanh phdn: polyvinyl alcohol, PEG 3350, titan dioxid, tale, FD&C Blue
#2/Indigo carmine AL lake 11%-14%, oxid sit vang.)

DANG BAO CHE;:

Vién nén bao phim.

M3 ta dang bao cheé: Vién nén bao phim mau xanh, hinh vuéng bo goc, hai mat e6 vach chia
lieu.

CHI PINH

Diéu trj cho nam gidi bj réi loan cuong dwong, 14 tinh trang khong c6 kha nang dat dugc hodc
duy tri sir curong citng cia duong vat du dé thoa mén hoat dong tinh dye.

Sildenafil chi cé tac dyng khi co kich thich tinh dyc kém theo.

LIEU DUNG VA CACH DUNG

Ciach ding

Thude ding dwémg uong.

Lidu dang:

Dol vol ngwol 1om

Héu hét cac bénh nhén duge khuyén cdo ding liéu 50 mg khi can, uong trude khi quan hé tinh
duc khoang 1 gid.

Dura trén sy dung nap va tac dyng cua thuoc liéu ¢o thé tang lén toi muc toi da la 100 mg hodc
giam t6i mitc 25 mg. Liéu khuyén cdo toi da 12 100 mg, s6 lan ding t6i da la 1 1an mdi ngay.
Khdi phat téc dung ctia sildenafil ¢4 thé bi cham khi uong cung thirc an so vai khi doi.

Poi voi bénh nhin suy thin

Cac lrucmg ho‘p suy thdn nhe hodc trung binh (49 thanh thai creatinin = 30-80 mL/phit), thi
khéng can dleu chinh lidu. Céc 1nro=ng hop suy thin ning (d¢ thanh thai creatinin < 30
mprhut) thi liéu nén dung 1 25 mg vi do thanh thm cua sildenafil bi giam ¢ nhimg bénh nhan

nay Dya véo hu:u qua va kha nang dung nap thuoc, liéu co thé ting timg budc dén 50 mg va
dén 100 mg néu can.

Poi vol bénh nhin suy gan

Liéu nén ding la 25 mg vi d6 thanh thai cta sildenafil bj giam ¢ nhlmg bénh nhan nay (vi du

bénh xo gan) Dira vao h1¢u qua va kha ning dung nap thudc, liéu co thé ting timg bude dén
50 mg va dén 100 mg néu can.
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Doi véi bénh nhin dang phai ding cic thudc khic

Ngoai trit ritonavir khéng dwoe klmyen cdo dung dong thoi vdi sildenafil (xem mue Tuong téc,
trong ky ctia thude), liéu khai dau khdng nén virot qua 25 mg sildenalil ¢ nhimg bénh nhan
ding déng thoi véi ce thude tre ché CYP3Ad.

Dé han ché nguy co ha huyet ap tu thé trong qud trinh diéu tri, bénh nhén nén dugce diéu trj 6n
dinh khi ding cdc I.huoc hen alpha tmo’c khi bt dau tri liéu véi sildenafil. Thém vao do, nén
can nhéc dimg cac lleu sildenafil thap hon khi khoi dau d1eu trj (xem myc Canh béo va than
trong khi ding thube va Twong tic, twong Ky cua thuoc)

Doi vér tré em

Khéng ding sildenafil cho tré em dudi 18 tudi.

D6l voi nguiri cao tudi

Khong ¢in phai diéu chinh lidu & bénh nhin cao tudi (= 65 twdi).

CHONG CHI PINH

Chdng chi dinh diing sildenafil cho nhitg bénh nhén qui man véi sildenafil hodc voi bét ki
thanh phan ndo ctia thude.

Do tdc dyng trén con durdng nitric oxid/eyclic guanosin monophosphat (cGMP), sildenafil lam
ting téc dyng ha huyét 4p ciia cac nitrat. Vi viy chéng chi dinh ding sildenafil cho nhimg bénh

nhan dang ding nhimg chit cung cép nitric oxid (nhr amyl nitrit) hodc cic nitrat dudi bét ky
hinh thite nao.

Chéng chi dinh ding ddng thai cdc tic nhan (e ché PDES, bao gom sildenafil, véi chat kich
thich guanylat cyclase, nhu riociguat, do cé kha ning gdy ra ha huyét ap triéu chimg,

Khong nén dung cac thude diéu tri rdi loan curong dwong, ke ca sildenafil, cho nam gidi duoe
khuyén khong nén sinh hoat tinh dyc (vi dy bénh nhén bi roi loan tim mach nidng nhu dau thit
ngirc khéng on dinh hodc suy tim ning).

Sildenafil chéng chi dinh & nhitng bénh nhan bj mat thi ll,rf., & mot mét do bénh than kinh thi
gidc thidu méu cuc bo khong do dgng mach [NA_IDN), bat ké giai doan niy ¢o lién quan hay
khong lién quan dén vigc ding céc thude 1rc ché PDES trrde do.

Tinh an toan cua mldeuaﬁl chira duoc ngh1en clru & cac nhom bénh nhén sau va do do chong
chi dinh sir dung thude: suy gan nang, ha huyét ap (huyét ap < 90/50 mmHg), tlen st dot quy.
hodc nh6i mau co tim gan day va bénh thodi hoa vﬁng mac di truyen da biét nhw rdi loan

nh viém véng mac sic t6 (mot so it bénh nhan nay c6 rbi loan di truyén phosphodiesterase
vong mac).

CANH BAO VA THAN TRONG KHI DUNG THUOC

Phai khai thac tién st va leam lam sang ti mi de chan dodn roi loan cwong duong, dé xéc dinh
phitng nguyén nhén tiém 4n va xde dinh hudng dié iéu trj thich hop.

Céc nguy co tim mach

Vi 6 thé co mot s6 nguy co tim mach lién quan téi hoat dong tinh duc, nén thay thude phai
chi ¥ tdi tinh trang tim mach cua bénh nhén trude khi nen hanh diu trj r6i loan cwong
dwong. Sildenafil co thuge tinh gidin mach toan than gay ha huyet ap thoang qua (xem muc Pac
tinh dwgc lue Imc) Trude khi ké dom, thiy thude pha1 chu y to1 nhlrug bénh nhan c6 tinh trang
bénh 1y ma c6 the bi dnh hudng bai tac dung nay va déc biét khi c6 thém hoat dong tinh duc.
Nhitng bénh nhan c6 can trg dcmg chay that trai (vi dy hep dong mach chii, bénh co tim phi dai
tic nghén) la nhitng bénh nhén c6 tAng méan cam vdi cdc yéu t6 gidn mach.

Sildenafil lim tang tac dung ha huyét ap ctia nitrat,

I E NN\
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Céc bién cd tim mach nghiém rong bao gom nhoi mau co tim, dot tir lién quan téi bénh tim,
loan nhip thit, xuit huyét ndo va con tlneu mau cuc bo thodng qua duge bdo cdo trong qua
trmh Iuu hanh str dung sildenafil de diéu tri ml loan cuong duong. Iau hét uhuug khong phm
tat ca cdc bénh nhan nay da c6 tien sit cic yéu td nguy co tim mach. Nhiéu bién ¢ taong so
ndy duge bdo cdo xuat hién trong hodc ngay sau khi hoat dong, tinh dyc, va mot vai bién co
duge béo cdo xay ra ngay sau khi dung sildenafil ma khong 6 hoat ddng tinh due. Cae bién cb
khéc duge bdo cdo xay ra tir vai gio dén vai ngay sau khi ding sildenafil va c6 quan h¢ tinh
duc. Khéng thé xdc dinh duge Lidu cde bién co nay co lién quan true tiép toi sildenafil, hoat

déng tinh duc, bénh nhin dang ¢6 bénh tim mach, sy két hop cée yéu t6 nay hay céc yéu to
khac.

Chuimng cuong duong vat

Céan thau trong khi ké don cdc tac nhan didu trj roi loan cwrang duong cho nhﬂ‘ng bénh nhén c6
céc bién dang vé giai phiu duong vat (nhu dwong vit gép goe, bénh xo hod thé hang, hay bénh

Peyrome), nhitng bénh nhén c6 bénh Iy dé gay curong dau dirong vat (nhu bénh thiéu mau hong
cu hinh liém, bénh da u tuy, bénh bach ciu).

Pi cb bdo cdo vé tinh irang cuong duong kéo dai va cuong duong khong mong muon khi st
dung sildenafil sau khi thude duge hru hanh. Trong trrong ho‘p cirong duong kéo dai hcm g
gid, bénh nhan can dén co s& y té dé diéu try ngay lap tuc Néu cwrong clu'cmg khéng droc diéu
tri ngay c6 thé dan dén mo duong vt bi phé Iny va mat kha nang vinh vién.

Anh huong dén thi gide

Da ¢o bido cdo ty phat vé cdc trang hop khiém khuyet th; gl;u. lién quan dén ding sildenafil
VA cée thude tre ché PDES khdc. Bénh than kinh thi gide thiéu méau cuc bd khong do dong mach
(NAIO‘J), mt bénh hiém gip va 1a nguyén nhin gy gxam thi lire hodic mat thj lyc, duge bao
cdo hiém gip trong qua trinh liu hanh khi st dung vai cac thuoc ttc ché phosphodlestenase
nhém 5 (PDFS) bao gom sildenafil. Trong tnmng hop cb bét ky khiém khuyét thi gidc nao,
bénh nhin nén ngwmg diing sildenafil va hoi v kién bac si ngay lap tirc. ==

168y
&1 vai ritonavir S

ONC

Khéng nén diing dong thor sildenafil voi ritonavir, i
Ding déng théi voi thude chen alpha cﬁc |
; - : o oo [ET
Can than troug khi chi dinh sildenafil cho bénh nhén dang dung thuoc chen alpha vi chi dinh ol
dong thari c6 thé dan téi ha huyet ap trigu chtrng @ nhitng bénh nhén nhay cam (xem muc Twon O

tic, twong ky cua t]:uuc) Diéu nay c6 thé xay ra trong vong 4 gior sau khi uong sildenafil. De
han ché nguy co ha huyét ap tu the bénh nhan nén diéu trj 6n dinh huyet dong kJn dung cdc
thude chen alpha trrge Khi bit dau ln liéu bing sildenafil. Nén can nhéc bat dau dleu trj bang
sildenafil & liéu 25 mg (xem muc Liéu dimg va cdch ding). Thém vao do, bac si can khuyen
bénh nhén nhitng viée can lam trong trudng hop ¢6 cdc triéu chimg cua ha huyét ap t thé.

Anh hudng ddi véi chav mau

Cac nghién ciru in vitre teén tiéu céu ngwdi cho thay sildenafil ¢6 anh hudng tdi kha nang chéng
ngung két tiéu cau ctia natri 111tropruss1d. Hién nay chua co thong tin an toan vé viée sir dung
sildenafil trén nhimg bénh nhédn bj roi loan dong mau hodc loét tiéu hod cap tinh. Chi nén ding
sildenafil & nhitng bénh nhén ndy sau khi danh gid can than lgi ich — nguy co.

Ta duge:

Nairi: Thube ndy chira it hon | mmol natri (23 mg) mdi don vi phén liéu, v& co ban durge xem
nhir *khong chiva natri’

SU DUNG THUOC CHO PHU NU' CO THAI VA CHO CON BU
Sildenafil khéng dwge chi dinh sir dung cho phu nir.
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Clura ¢6 nghién ciru diy du va ¢o kiém sodt tdt & phu nit mang thai hodc cho con bu.

Nghlen ciru trén chudt va tho sau khi ding sildenafil dwong uéng, khéng thay cc bang chlmg
vé kha néing gay quéi thai, giam kha nang sinh san, hogc nhitng téc dung khong mong muon
cho sir phat trién ctia phéi va thai nhi.

Khoéng ¢ anh huong dén kha ning vén déng hodic hinh théi cua tinh tring sau khi udng liéu
don 100 mg sildenafil & nhimg ngwai tinh nguyén khoe manh.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE VA VAN HANH MAY MOC
Sildenafil ¢6 thé 6 anh irdng nhé dén kha ning 14i xe va van hanh may mée,

Vi chong mdt va thay déi thi gidc da duge bio cdo trong cdc thir nghiém lam sang vdi sildenalfil,
bénh nhin nén biét ho phan (g thé ndo vdi sildenafil tnrée khi 14i xe hodc van hanh may moc.

TUONG TAC, TUONG KY CUA THUOC
Anh hiweéng ciia cde thude khdc 8di voi sildenafil

Cic nghién ciru in vifro

Chuyén hoa sildenafil dién ra chi yéu béi cac phan nhom uytoc,hrom P450 (CYP) dang 3A4
(duong chmh) vi 209 (drdng phu). Vi vy LAt ca cac tic nhan gly trc ché nhimg phén nhém
ndy c6 thé 1am gidam do thanh thai cua sildenafil va cac tac nhdn gy kich thich nhiing phan
nhém nay c6 thé lam ting do thanh thai cia sildenafil.

Cic nghién ctru in vivo

Céc phan tich duge dong hoc qua cde dir ligu thi nghi¢m lam sang cho thiy, khi ding dong
théi sildenafil voi cdc tac nhan itc ché CYP3A4 (nlur ketoconazol, erythromycm cimetidin) s&
lam giam do thanh thai cia sildenafil. Mac du khong ghl nhan taug ty 1§ céc tac dung khong
mong muon & nhimg bénh nhin nay, nén xem xét liéu khéi dau 25 mg khi ding dong thoi
sildenafil vai cac thude tre ehé CYP3A4,

Viée diing dong thoi liéu don 100 mg sildenafil vdi tac nhan (tc ché protease ctia HIV ritonavir
(500 mg, dung 2 lan/ngay), mot chit {re ché manh P450, d3 1am tAng Cpax clia sildenafil 1én tdi
300% (gip 4 ]an) va taug AUC trong huyét trong 1én t6i 1000% (gap 11 lan). Thoi diém 24
gity sau dung thude, nong d6 cia s11denaﬁ1 trong huyét twong van xap xi 200 ng/mL 80 Vi 5
ng]mL khi dung mdt minh sildenafil. Pidu nay phii hop voi tic dong rd rét cua ritonavir lén
céc co chét ctia P450. Sildenafil da khong co anh huo‘ug nao tai duge dong hoc cua ritonavir.
Dra tren cde ket qua dirge dong hoc nay, khong nén dung dong thai sildenafil véi ritonavir va
liéu t&i da cla sildenafil trong moi trrdmg hop khéng durge virgt qué 25 mg trong vong 48 gio.

Viéce dung dong thoi mét lieu don 100 mg sildenafil vdi tic nhan (e ché prolease cua HIV
saquinavir (1200 mg diing 3 lan/ngay), day cling la mét tac nhén gay e ché CYP3A4, da lam
tang Cmax cua sildenafil 1én téi 140% va tﬁng AUC lén téi 210%. Sildenafil khong ¢6 mot anh
huang nao téi durge ddng hoe cua saquinavir (xem muc Liéu duing va cach ding). Céc tac nhén
trc ché CYP3A4 manh hon nhr ketoconazol va itraconazol cling sé c6 nhitng anh huong 1on
hon.

Erythromycin (500 mg, ding 2 law’ngay trong 5 ngay) la mot tdc nhéan e ché trung binh
CYP3Ad, khi ding déng thoi vai lidu don 100 mg sildenafil, da lam ting dién cho dudi duong
cong sildenafil (AUC) Ién t&i 182%. Trén nhitng ngudi nam gidi tinh nguyén khoe manh khong
thay co anh hwéng nao cua azithromycin (500 mg/ngay trong 3 ngay) t6i AUC, Cmax, Tmax,
hang sb toe do thai trir, thoi gian ban thai cia sildenafil cing nhur chat chuyen hoa chinh trong
tuan hoan. Cimetidin (800 mg), mgt tac nhan tre ché cytochrom P450 va trc ché khong dac hiéu
CYP3A4, khi ding dong thoi vdi sildenafil (50 mg) sé lam tang nong do cua sildenafil trong
huyét twong 1én 56% trén nhitng nguwdi tinh nguyén khoe manh.
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Nudc ép budi 1a mét chét fre ché yéu chuyén hoa thinh rugt cia CYP3A4 va c6 thé lam ting
nhe nfmg do sildenafil trong huyét lrong,

Lidu don thude khang acid (magié hydroxid/nhém hydroxid) khong anh hiréng dén sinh kha
dung cua sildenafil.

Mic du cdc nghién ciru tmmg tac cy. the khong durge thye hién cho tét ca cac thude, dir lidu
duge dong hoc theo quan thé cho thay rang, cdc tac nhan 1rc ché CYP2C9 (nhur tolbutamid,
warfarin, phcnytom) {re ché CYP2D6 (nlm cac thuoc frc ché tai hap thu co Lhon loc selotonm.
thuoc chong tram cam loai 3 vnng] thude loi tiéu thiazid va cac thude lgi tiéu lién quan, thude
lgi tiéu quai va gu.r kali, cac chét 1re ché enzym chuyén anglotensm (ACE) va cdc thude chen
kénh calei, thude d6i khang thu thé beta- adrenorewplor hodc thudce giy cam Umg chuyén héa
CYP450 (nhar rifampicin, barbiturat) déu khong lam anh hwong tdi duge dong hoc cua
sildenafil. Troug mét nghién ctru trén tinh nguyén vién nam gidi khoe manh, viéc dung dong
théri chat doi khing endothelin, busel:l.tan, (mdt chat cam lmg CYP3A4 [trung binh], CYPZC‘Q
va c6 thé ca CYP2C19) ¢ trang thai dn dinh (125 mg, 2 lan/ngdy) véi sildenafil & trang thai on
dinh (80 mg, 3 lan/ngay) dan dén viée giam AUC va Cpax cla sildenafil trong ng la 62,6%
va 55,4%. Sildenafil 1am tang AUC va Cimax clia bosentan tuong ung la 49,8% va 42%. Viée
dung dong thori vai cac chit cam ‘mg CYP3A4 manh, nhr rifampin, diroc cho 1a sé lam giam
néng 4 sildenafil trong huyét trong nhiéu hon.

Nicorandil 12 su két hop giita chit kich hoat kénh kali va nitrat. Do thanh phan nitrat nén né cd
kha nang gay ra twong tac nghiém trong véi sildenafil.

Anh hwéng ciia sildenafil ddi véi cdc thudc khéc

Céc nghién ciru in vitro

Sildenafil 1a mét tic nhan itc ché yéu cic cytocrom P450 phan nhom 1A2, 2C9, 2019, 2D6,
2E1 va 3A4 (IC50 > 150 MM),

Do sau khi ding liéu khuyén céo thi ndng dd dinh trong huyet fong cia sildenalfil xap xil pm,
nén sildenafil s& khong lam thay déi d¢ thanh thai cée co chat cia céc isoenzym nay.

Khaong c6 dit lidu vé sy tuong tac giira sildenafil va cac cht trc ché phosphodiesterase khéng
dac hiéu nhur theophyllin hodc dipyridamol.

Cic nghién citu in vivo

N

Sildenafil da dugce ckumg minh la co kha ning lam Iéng tac dong ha lmyet ap ctia céc nitrat cap
va man tinh. Vi vy chong chi dinh dung sildenafil eting véi cde chat oxid, cdc nitrat hiru co

hay nitrit hitu eo dudi bat ky hinh thitc nao di la thuong xuyén hay ngit quing (xem myc
Chong chi dinh).

Riociguat: Cdc nghién ciru tién lam sang cho thay tang thém tac dung ha huyet ap toan khi
thude 1re ché PDES duge két hop voi 11uc1guat Tmng cac nghlen clru lam sang, 11001guat da
durge chlmg minh la lam ting tac dyng ha huyet ap cuia thuoe 1rc ché PDES. Khong co bang
chirng vé higu qua 14m sang thudn loi cuia sir ket hc:fp trong dan so duge nghién ciru. Chéng chi
dinh st dung dong thai riociguat véi thude ire ché PDES, bao gom ca sildenafil.

Str dung dnng thoi sildenafil cho bcnh nhén dang diéu tri bang thuoc chen alpha c6 thé dan dén
ha huyet ap co tri¢u ching ¢ mot 56 ngiroi nhay cam. Piéu nay rat ¢o thé xay ra trong vmg 4
gm‘ sau khi dung sildenafil. Tmng 3 ut,men ctru ddc hiéu vé tuong tée thube-thude, thude huy
a glao cam doxazosin (4 mg va 8 mg) va sildenafil (25 mg, 50 mg, hodc 100 mg) duqc chi dinh
dong thm cho céc bénh nhin budu lanh tién liét tuyen dieu trj on dinh véi doxazosin. Quan sat
cac doi trong nghién ciiu nay, cic mire glam bé sung trung binh cua huyet ap do & tw thé nam
nglra lan Lwet 14 7/7 mml-[g, 9/5 mmHg, va 8/4 mmHg va cac mic giam bo sung trung binh cu'l
huyét ap do & tw thé dimg lan lugt 14 6/6 mmHg, 11/4 unan, va4/5 mmHg Khi chi dinh dong
thoi sildenafil va doxazosin trén bénh nhén dang diéu tri on dinh véi doxazosin, it ¢ cic bdo
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cdo vé nhitng bénh nhén bj ha uyét dp tw thé trigu chimg. Céc bao cdo ndy bao gom chéng
mat va mét mai, nlurng khong ngat.

Khéng c6 hrong téc ¢o y nghia nao khi chl dinh dong thoi sildenafil (50 mg) voi tolbutamid
(250 mg) hodc warfarin (40 mg) (la cac chat duge chuyén hod bai CYP2C9).

Sildenafil (50 mg) khéng lam ting thém thoi gian chay mdu do acid acetyl salicylic (150 mg).

Sildenafil (50 mg) khong lam tang thém tac dyng ha huyét 4p ciia nrou trén nhitng nguoi tinh
nguyén khoe manh véi nong do toi da trung binh 1a 0,08% (80 mg/dL).

Sildenafil (50 mg) khong lam tang thém the dung ha huyeét dp cia rugu trén nhitng ngudi tinh
nguyén khoe manh véi néng dg 61 da trung binh 1a 0,08% (80 mg/dL).

Viée tong hnp cdic nthém thudc ha huyét 4p sau: thuoc loi tleu, thude chen beta, thude irc ché
enzym chuyén, thude ddi khang angiotensin I1, thuou ha huyét ap (thude gidn urich va tac dun
trung wong), thude chen than kinh adrenergic, thude chsn kénh calei va thudc chen thy the

alpha-adrenoceptor, cho thay khoug cd sir khic biét vé ho so téc dung khong mong muon d
benh nhin ding sildenafil so véi diéu tri bang gia duge. Trong m¢t nghién ciru twong tac cu
thé, khi diing dong thoi sildenalil (100 mg) vii amlocllpln & bénh nhén tang huyet ap, huyét ap
tam thu nam ngura glam thém 8 mmHg Mire giam huyét ap tdm truong khi ndm ngira twong
(mg la 7 mmHg. Mirc giam huyét 4 ap bo sung nay co muc d twong tw nhu khi ding sildenafil
don doc cho nhimg ngirei tinh nguyén khoe manh,

Sildenafil (100 mg) k‘mmg anh hudng tol d‘m:fc dong hoc ctia cée tac nhan (e ché protease clia
HIV nhir ritonavir va saquinavir (ca hai thude nay déu 1a co chit ciia CYP3A4).

Sildenafil & trang thai on dinh (80 mg, 3 lamngay) lam ting 49,8% AUC ciia bosentan va lang
42% Caax clia bosentan (125 mg, 2 lan/ngay).

Vlec bo sung mot liéu sildenafil vao sacubitril/valsartan & trang thai on dulh ¢ bénh nhén ting
huyét 4p cé lién quan deu viée giam huyét ap nhidu hon dang ké so voi chi dung
sacubitril/valsartan. Do d, can than trong khi bat dau sir dung sildenafil & nhitng bénh nhén
diéu trj bang sacubitril/valsartan.

Twong ky thudce

Do khéng cd nghién ciru vé tinh twong ky ctia thuoe.

TAC DUNG KHONG MONG MUON CUA THUOC

Tom tét h so an todn

H6 so an toan ctia sildenafil dya trén 9.570 bénh nhén tmng 74 ngluen ctru 1dm sang mu doi co
doi ch1rng vai gid duge. Cace tac dyng khong mong muon duge bdo cio pho bién nhat trong céc

nghién ciru 1am sang ¢ nhitng beuh nhén dwge dieu trj bang sildenafil la nhire dau, do bimg,
kho tiéu, nghet miii, chéng mat, buén nén, néng birng, roi loan thi gide, tim tai va nhin mo.

Cic téc dung khoéng mong mudn do gidm sét sau khi dra thuoc ra thi truomg da dugce thu thap
trong khoang thoi Dlau wde tinh >10 nam. B&i vi khong phai tat ca cac tac dung khong mong
mubn déu duge bao cdo va duge dua vao co sé dir liéu an toan, tan sut cia nhitg phan img
nay khong thé dugce xac dinh mét cach déng tin cay.

Bang liét ké cdc tic dung khong mong muén

Trong bang durgi déy, tat ca céc tic dung khong mong mubn quan trong vé mat y té xay ta troug
cac thir nghiém lam sang vai ty 1€ cao hon g;la dugce duge liét ké theo loeu cO quan va tan suit:

rat thuong gqlp (>1/10), thrrong gép (=1/100 dén <1/10, it gap (=1/1.000 dén <1/100), hiém gap
(=1/10.000 dén <1/1.000).

Trong méi nhom tan sudt, cac tac dung khdng mong muon duge trinh bay theo thi ty nre dé
nghiém trong giam dan.
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Bing Tic dung khong mong mubn ciia thuie

Phan loai theo hé Rat Thwimg gap | It gap 21/1.000 va | Hiém gip =1/10.000
¢ quan thwomg >1/100 va <1/100 va <1/1.1000
gap =1/10 <1/10 -
Nhiém khuan va Viém miii
nhiém k¥ sinh
tring .
Roi loan hé mién Qud man
dich ]
RO loan hé thin DPau déau Chéng mat | Buon ngu Tai bién mach mau
kinh Giam cam giac nao,
Thiéu mau tam thoi,
Dong kinh*,
Dang kinh tai phat*,
Ngﬁt
Roi loan mat Biéndang | Ri loan chay Bénh than kinh thi
mau tnre mroce mﬁt***, gidc thiéu mau cye
quan*¥, bau mat, ho phia tnrée khong
Réi loan thi | So 4nh séng, do djng mach
giac, Hoa mit, (NAION),*
Tam nhin bj | Xung huyeét mat, Tic mach vong
mo Choi mit, mac,*
Viém két mac Xuét huyét vong
mac,
Bénh véng mac xo

cirng dong mach,
RO6i loan vong mac,
Bénh tang nhén 4p,
Khiem khuyeét
trwong thi giac,
Chirng nhin d6i,
Thj Iye giam,

Cén thi,

Bénh dyc dich kinh,
Thj lye suy nhuoe,
R6i loan méng mit,
Tét gidn dong ti,
Nhin thay quang
sang,

Phu mat,

Sung mat, '

Roi logn mat,

Xung huyet két mac,
Kich img mat,

Cam gidc bat thurdng
trong mé’.t,'

Phu mi mat,

D01 mau ciing mac

RGi loan tai va

Chéng mat,

A
Diéc

trong fai U tai
Roi loan tim Nhip tim nhanh, Dot ti do tim,*
Pénh trong nguc | Nhoi mau co tim,
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Roi loan nhip that,*
Rung tam nhi,
Dau that ngye khong
on dinh
Ro1 loan mach B bing Tang huyét ap,
méu mat, Ha huyeét dp
Nong bimg
Roi loan hé hap, Nghet mii | Chay mau cam, Co that hong,
ngye va trung that Tic xoang Phu mii,
_ Khé mii,
Roi loan hé tiéu Budn non, Chirng trao nguge | Giam xic glac
hoa Kho tiéu da day thire quan, | miéng
Non mira,
DPau byng trén,
Kho miéng
Roi loan da va mo Phat ban Hoi chitng Stevens-
dudi da Johnson (SJS),*
Hoai tir biéu bi
nhiém dgc (TEN)*
Roi loan hé co Pau co,
xirong va mo lién Dau chi
ket
Roi loan thin va Tiéu ra méu
t1ét nigu
ROi loan hé sinh Xuat huyet duong
duc vavu vit,
Cuong duong Chimg cuong duong
khéng mong vat,*
Xuit tinh ra mau,
B Tang cuong duong
Céc roi loan chung Dau ngye, Dé kich thich
va tai noi ding Mgét mai,
thude Cam giac nong
Két qua kiém Tang nhip
tra/xét nghigm fim

* ADR dugce xdc dinh sau khi luu hanh thude

** Bién dang mau frire quan: chitng mu lyc, loan sic thi, chimg nhin xanh, chimg théy sic do,
chirmg thay sac vang.

#e*R 51 loan chay nrde mat: khé mat, réi loan mrde mat va ting chay nude mat.
Théng bdo cho bdc st biét cdc tdc dung khbng mong muén gip phdi trong qud trinh diéu trj
QUA LIEU VA CACH XU TRi

Nghién ciu trén nhm]}g ugum tinh nguyén duing Ileu don 800 mg sildenafil cho thay cdc tac
dung khéng mong mudn & ligu ndy twong t nhir & liéu thap, nhung tan xuét gap va mirc dé thi
tang l1én.

Trong trudmng hgp qué lidu, yéu cau phai cé cdc bién phap hd tro phit hop.

Tham phan thin khong lam tang dg thanh thai vi sildenafil géin manh véi protein huyét twong
va khong bi thai trir qua nude tieu.
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DAC TINH DUQC LUC HQC

Nhéom dwge Iy: Tiét niéu, Thude ding trong roi loan cwrong duong,
Ma ATC: GO4BEO3

Co ché tic dung:

Sildenafil 12 mqt liéu phép Llong diéu tri 161 loan cwong dwong. Trong moi tnm’ng tir nhién, tire
14 véi kich thich tinh due, n6 phue hdi ehire néing cwrong drong bi suy gidm bing cch ting hru
hrong méu dén duong vt.

Co ché sinh I§ cirong duong vit kéo theo sy giai phong nitric oxid (NO) ¢ thé hang trong sudt
qua trinh kich thich tinh dyc. Sau dé NO hoat hoa men guanylat cyclase, men nay lam ting

nnng d6 cua cGMP tir d6 lam gidn co tron mach mau ciia the hang va cho phép dong mau chay
Vao.

Sildenafil 1a mot chit {re ché manh va chon loc enzym phosphodiesterase déic hidu cGMP tuyp
5 (PDES) trong thé h'mg, trong d6 PDES chiu triach nhi¢m phan huy c¢GMP. Sildenalil uo mot
vi tri tdc dung ngoai vi déi vai sy cuong cimg. Sildenafil khong 6 téc dung gidn trye tiép trén
thé hang phén 1ip cta ngudi, nhung né lam ting tae dung gidn cia NO trén md my Khi con
duong NO/cGMP duge klch hoat, nhir xdy ra khi kich thich tinh duec, s \rc ché PDES cua
sildenafil din dén tang nong dd cGMP trong thé hang. Do d6, kich thich tinh duyc 1a cén thiét
dé sildenafil tao ra cac tac dung duge 1§ ¢6 lgi nhar mong doi.

Téce dung duoc lue

Céc nghién ciru in vitre cho lhéy sildenafil (rc ché chon loc PDES, chit tham gia vao qué trinh
cuong cung. Tac duug cua sildenafil chon loc trén PDES manh hon cac phnsphodlesterase da
duoc bidt khdc (gip 10 an ddi véi PDEG, chat ¢6 lién quan ¢ dén con durdng dan truyén dnh sing
& vong mac, > 80 lan ddi véi PDEL, > 700 lan dm voi PDE2, PDE3, PDE4 Va PDE7-
PDE11). Tdc dung chon loc trén PDES manh gip 4.000 lin so véi PDE3, dong dang
phosphodiesterase dic hiéu cAMP lién quan (01 sy co bop cua tun.

Cic nghién ciru lam sang

Hai ughlen ctru lam sdng dm,rc thiét k& dac biét ¢é dénh gid khoang thoi gian sau khi ding
thuoc trong da sildenafil co thé tao ra sy curong cung dé dap (rng voi kich thich tinh dyc. Trong
mot nghién ciru do thé tich duong vt (RigiScan) trén uhlmg bénh nhén nhin &n, thoi gian bat
dau trung binh ddi véi nhimg nguai dat droe do curong cimg & mire 60% (du dé quan hé tinh
duc) 1a 25 phut (trong khoang 12-37 phut} khi sir dung sildenafil. Tmng mot nghién ciru
RigiScan riéng biét, sﬂdenaﬁ] van cé thé tao ra sir cuong cting dé dép (ing véi kich thich tinh
duc 4-5 gi& sau khi diing liéu.

Sildenafil giy giam huyét ap nhe va thoang qua ma frong phan 16n cac truong I.u;fp khoéng
chuyén thanh tac dyng lam sang. Mirc giam huyét dp tam thu & tir thé nam ngua t6i da trung
binh sau khi uong sildenafil 100 mg la 8,4 mmHg. Sy thay doi turong (mg cua huyet ap tam
trirong khi nam ngira la 5,5 mmHg. Sy giam huyét ap nay phu hqp vl tac dyng glan mach cua
sildenafil, cé thé la do nong d6 cGMP trong co tron mach méu tang lén. Liéu don udng
sildenafil lén toi 100 mg ¢ ngurdi tinh nguygn khoe manh khong gay ra tac dung co ¥ nghia lam
sang nao trén ECG.

Nghién et vé huyét dong trén 14 bénh nhan bi bénh djng mach vanh ning (hep > 70% it nhat
14 | @6ng mach vanh) dwrge dimg liéu don 100 mg s1ldenaﬁ1 thay rang huyeét ap tam thu va tdm
trirong khi nghi ngoi giam di 7% va 6% so voi huyét ép truede khi diing thude. Huyét ap tim
thu dong mach phoi trung binh glam di 9%. Sildenafil khong tac dong to1 cung lirgng tim va
khong anh hwong dong chay qua céc dong mach vanh bj hep, va tao ra sy cai thién (khoang
13%) trong vigc déo nguge dong chay mach vanh droc kich thich bing adenosin (trong ca cic
dong mach bi hep va cac dong mach li€n quan).
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Thir nghlem lam sang mu doi co doi chitng vai gia duge trén 144 bénh nhan roi loan cirong
du!ung v dau thit ngyre 6n dinh. N]umg beuh nhan nay ding thude chong dau thit ngye thuong
xuyén (ngoai tiir umat) Két qua cho tha}' khong c6 sir khac biét ¢6 ¥ nghia lam sang gifra
sildenafil va gia durge vé thiri gian han ché chimg dau thit ngue.

Sy khac nhau frong vi¢e phéin bigt mau nhe va thodng qua (xanh da troi/xanh 1a cay) duge phat
hién thiy & mot vai trrong hop ding test Farnsworth - Munsell 100 hue sau 60 phut ldn dung
liéu 100 mg, con sau 120 phul khung co mit anh hlr-.mg ndo duge chimg minh. Co ché chinh
cua sy thay doi phan biét mau co lién quan toi vige \re c¢hé PDE6. Loai men nay ¢o nhiéu ¢
vong mac. Cée nghién eitu i virro chi ra ring sildenafil ire ché PDEG kém hon 10 lan so vdi
PDES. Sildenafil hhong 6 anh huong nio trén tinh linh hoat cua thi lie, sir nhay cam can
quang, dién vang mac @5, 4p e trong mat hodc do dong tir. Trong nmt nghién clru ngang cb
do; chimng & nhiing bénh nhan thoai hoa diém vang co lién quan t&i tudi (n= 9) thi sildenafil
(lieu don, 100 mg) duge dung nap t6t va khéng co m@t anh hurong nao ¢o6 y nghia trén lam sang
lén céc test thi lye (tinh linh hoat cta thi hre, hedi Amsler, phan biét mau, tin hiéu dén giao
théng, thi trwong ké Humphrey).

Khong ¢6 anh huong dén kha ning vén dgng hodc hinh thai tinh tring sau khi udng liéu duy
nhat 100 mg sildenafil & nhimg ngwdi tinh nguyén khée manh.

Thong tin thém vé cac thir nghiém lim sang

Trong cde thir nghiém lam sang, sildenafil diroc ding cho hon 8000 bénh nhan ¢ d6 tudi 19-
87. Cac nhom bénh nhén sau day duyce dai dign: ngm')i gia (19,9%), bénh nhan téng huyét ap
(30,9%), dai thio dlrorng (20,3%), bénh tim thiéu mau cuc bo (5,8%), tang llpld mau (19,8%),
chin thuu‘ng tuy song (0,6%), trim cam (5,2%), cat bo tuyen tién ligt qua nigu dao (3,7%), cat
bo tuyen tien Li¢t tan goc (3,3%). Cac nhom sau day khong duge dai dién 10 rang hoac bj loai
khéi cde thir nghiém 1dm sang: bénh nhin phau thudt Vung chau, bénh nhan sau xa tri, bénh
nhéin suy thin hodc suy gan ning véa bénh nhan méc mdt sd bénh tim mach.

Trong cac nghién ctru dung lmu cd dinh, ti 1¢ cai thién kha naug cwong 1a 62% (vdi lidu
sildenafil 25 mg), 74% (v&i lidu sildenafil 50 mg), va 82% (véi liéu sildenafil 100 mg) so sanh
vl két qua 25% & nhom ding gia duge. Ngoai sir cai thién kha ndng cuong thi sildenafil con
cai thién sir khodi cam, sir thoa mén khi giao hop va sir hai long chung,

Trong tit ¢4 edc thir nghiém, ty 18 bénh nhin bao cdo sur cai thién khi sir dung sildenafil nhu
sau: 10i loan cuwong duong do tim ¥ (84%), r6i loan cwong duwong hon hep (77%), 161 loan
cuong duong fir nhién (68%), ngwdi gia (67%), dai thao dwong (59) %), bénh tim thiéu mau
cuc bo (69%) tang huyet ap (68%), TURP (61%), cit bo triét dé luyen tién liét (43%), chin

thwong fiy song (83%), tram cam (75%). Tinh an toan va hiéu qua cva sildenafil duge duy tri
trong cac nghién ciru dai han.

PAC TINH DUQC PONG HQC
Hép thu

Sildenafil duge hip thu nhanh sau khi uéng, voi sinh kha dung tuyét d6i trung binh khoang
41% (dao djng tir 25-63%)

Tren in vitro, nong do 3 ,5 nM sildenafil rc ché men PDES cua nguoi khoang 50% Trén nguoi,
nong d6 sildenafil tir do toi da trung binh sau khi diing mét liéu don 100 mg la xdp xi 18 ng/mL
hodc 38 nM.

Cac nong do toi da dat duge trong huyét frrong tir 30-120 phut (trung binh 60 phut) duge quan
sat khi uong thude lic déi.

Thite dn c6 ham lrong mé cao lam giam kha nang hap thu cua sildenafil, véi thoi gian giam
trung binh Trex la 60 phit, va Crax glam trung binh 29%.



‘ https://ftrungtamthuoc.com/

Phan bé

' The tich phan bo thude trung bmh o rang thii 6n dmh cua snldendhl (Vd) la 105 L, phin b
‘ tap trung vnn céc ma. Sau khi uéng mot liéu duy nhat 100 mg, tong nong d6 toi da trung binh
| trong huyet tirong cua sildenafil 12 khoang 440 ng/mL (CV 40%).

Sildenafil va chat chuyen hoa ¢ vong tuéu.l hoan lém cua nd la N- dbsmethyl gan tdi 96% vao
protein huyét twong, diéu ndy dan dén nang dd sildenafil fir do t6i da trung binh trong huyet
tirong 14 18 ng/ml. (38 nM). Viée giin vao protein huyét trong khéong phu thude vao tong nong
d¢ thude.

Nong dé cta sildenafil trong tinh dich cia nhitng nguwdi tinh nguyén khée manh sau khi ubng
thude 90 phit 14 nhd hon 0,0002% liéu sit dung (trung binh 188 ng).

Chuyén hod

Sildenafil duge chuyén hoa chi yéu bai cac men CYP3A4 (dwong chinh) va CYP2C9 (duong
phu) ¢é & gan.

Cac chit chuyén hoa & vc‘mg_chuyén hoa chinh cua sildenafil tao ra tir qua trinh N-desmethyl
hod, va sau do céc chal chuyén hoa nay lai duge chuyén hoa tiép.

Céc chét chuyén hod nay o hoat tinh chon loc ddi véi PDF twong ty nhy sildenafil va trén in
vitre tinh chon loc d6i véi PDES xip xi 50% ciia chat me.

G_ nhimg ngudi tinh nguyén khoe manh, noéng d¢ trong huyét trong clia céc chat chuyén hoa
xap xi 14 40% néng dg sildenafil.

Chét chuyén hoa N- desmethyl lai duoe chuyén héa tiép tuc, ¢b thai gian bén iy 14 4 gid.
Thai trie

P thanh thai toan b ciia sildenafil 1a 41 T./gio véi mira thoi gian pha cudi 1a 3-5 gid.

'-Jc.
Sau khi dung duong uong hay tiém (inh lIl-';th sildenalfil dugc thai trir chu yeu qua phan dudi T \f\
dgng chét chuyén hoa (khoang 80% lidu udng) va mét phan nhé qua nuwée tidu (khoang 13% ‘}" b
liéu udng). i o
Dwoc dong hoc & cic dol twong bénh nhin dic biét TIN/

=T
Neuwoi gid 02z

Trén nhi'mg ngudi gia khoe manh (tir 65 tudi trér 1én), d6 thanh thai cuia sildenafil giam di, két
qua la nong d¢ sildenafil va chat chuyén hoa co hoat tinh N-desmethyl trong huyet trong cao
hon khoang 90% so vai nong d6 nhimg chat nay & nhung nguol tinh nguyeu tre khoe manh (tur
18-45 tubi). Do sur gén keét s;ldenaﬁl vio protein huyet twong phu thude vao tudi, nong do tir
do ctia sildenafil trong huyét trong ting twong (g khoang 40%.

Ngwei suy thin

Trén nhitng ngwoi suy than nhe (d6 thanh théi creatinin = 50-80 mL/phit) hay trung binh (d¢
thanh thai creatinin = 30-49 mL/phit), khi ding mdt liéu don sildenafil (50 mg), khong thay
co bat cir sy thay doi nao vé duge déng hoc.

Trén nhirng ngucn suy thin néng (ﬁo thanh thai creatinin < 30 mL/phat), do thanh thai cua
sildenafil bj giam, da lam tang xap xi gap doi dién tich dwdi duomg cong AUC (100%) va Crmax

(88%) so véi ngudi & cing d6 tudi nhung khéng b suy thin (xem muyc Liéu ding va cich
dung).

Thém vao do, cac gla tri C[.E.._x v AUC ciia chit chuyén hoa N- desmethyl tang ¢ y nghia 200%
va 79% lan hegt & cde doi fong suy than ning so véi ¢ cée d6i twong chire nang than binh
thuong.
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Ngwoi suy gan

Trén nlnmg nguol xo gan (Child-Pugh A, Child-Pugh B), d¢ thanh thai cua sildenafil bj giam,
két qua lam lang dign tich dudi duong cong AUC (85%) va Cmax (47%) so voi ngudi khong

bi suy gan & cling d6 tudi (xem mue Lidu ding va cach dung). Duge dong hoc cua sildenafil ¢
bénh nhéan suy gan ning (Child Pugh C) chira duge nghién e,

| Quy ciach dong goi:

Hop 1 vi x 4 vién nén bao phim.

Piéu kién bio quin: Bio quan & nhiét do dudi 30°C, trong bao bi thirong pham.
Han dimg: 24 thang ké tir ngdy sdn xuat,

Tiéu chuin chit lrong: Tiéu chuin nha san xuét.

TEN, DIA CHI CUA CO SO SAN XUAT THUOC:

NOBEL ILAC SANAYII VE TICARET A.S.

Dija chi: Sancaklar Mah. Eski Akcakoca Cad. No: 299 81100 DUZCE / TURKEY (Th6 Nhi
Ky).




