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Néu can thém théng tin xin hoi y kién Diege st hode Bie 7

Vien nén bao phim
WELGRA-100

(Sildenafil Citrat Tablets)

Thanh phin: M&i vién nén bao phim chira ;
Hogt char:

145,55 mg sildenafil citrat womg dwong sildenafil 100 mg.
Td chegre: calcium hydrogen phosphat, tinh bit ngé. natri benzoat. tinh bt ngd
(dang hd bot). magié stearat. tinh bt natri glveolat (Type A). tale tinh ché, keo
khan silica, ICA-2974. miu indigo carmin

Chi dinh: .

Sildenafil ding dé diéu trj cdc tinh rang réi loan cuong duong o din ong. li tinh
trang khong eo kha niing d.al duge hodic duy tri cuang eimg duong vt du dé thoa
min hoat déng tinh due. P sildenafil ¢o hlcu qua, can cic kich thich tinh due kém
theo.,

Litu ding vi cich ding:
Vién sildenafil duge ding theo tIu:mg udng.

. Dnl Vi mgeedi fém: Hau hét cdc bénh nhin duge khuy:..n cio ding lidu 50 mg
khi ¢in, udng trude khi quan hé tinh due khoang | giir.

Dhra trén sy dung nap vil tic dung cia thude, liéu cé thr. ting Ién tai mire tidala
100 mg hoje glam 161 mite 25 mg. Lidu khuyén cdo t6i da 13 100 mg, s6 lin ding
16 da 13 1 lin mdi ngiy.

« D v Bénh nhdn suy thin: Cic traomg hop SI.I} than nhe hode trung binh (d6
thanh thai creatinin = 30-80mL/phit). thi khéng can diéu chinh liéu.

Ciéc trurdmg hop suy thin niing (d§ thanh thai creatinin < 30mL/phut). thi lidu nén
duang 1a 25 mg vi d¢ thanh thai cua sildenafil bj giam & nhimg bénh nhéin ndy.

= Db vai bénk nhin suy gan: Lidu nén ding 14 25 mg vi 4o thanh thai cia
sildenafil bi giam & nhimg bénh nhan ndy (vi du bénh X gan),

« Déi vii bénl nhin dang phai dimg cde thuée khdc: Dira vio mire dé trong tic
o ﬂhl}nlg h:,nh nhiin dang ding sildenafil déng thixi véi ritonavir (xem myc Tieemg
teic thude va cie dang feemg e khde) thi khing nén viegt qua mét liéu don 16 da 1
25 mg sildenafil rong vong 48 gid.

Nhimg bénh nhin dang ding cac thudc ¢6 e dung tre -::I'tc CYP3A4 (vidy
erythromyein, saquinavir, ketoconazol, itraconazol) thi liéu khéi déu nén ding la 25
mg (xem mue Tieeng rdc thudc va ede dang teemg tic .Hmr.)

D¢ han chc nguy o ha huyét ip tu thé trong qué trinh didu tri, bénh nhin nén durge
diéu tri 6n dinh khi dimg cée thude huy a giao cam tnude khi bét diu tri ligu voi
sildenafil. Thém vio do, nén cin nhie dl‘mb cée liéu sildenafil thip hon khi khai___




https://trungtamthuoc.com/

thude vi ede dang heomp fée khde).
* DX6i vidi tré em: Khong ding sildenafil cho tré em dudi 18 wdi.
« DO Vi nguedi gid: Khéng cin phai diéu chinh lidu,

Ch&ng chi dinh:

Qué min véi hoat chit hodie vai bat kv 1@ duge ndo cia lhum.

Nhimg bénh nhin dang dimg dong thivi cde nitrat hiru co bt eir dang nio hode cic
chit cho nitric oxid.

Nhimg bé¢nh nhin b suy gan ning. ha huy ¢t ap (huyét dp <90/50 mmHg). treang
hop dét quy hode nhdi méu co tim gin da\ truimy hop 1o logn thuge vong mac
thodi hoa di truyén da biét nhur viém vong mac thodi hoa sdc 16.

Khdng dimg cho phu nir. tré em dudi 18 woi. phu nir eé thai.

Nhimg luu ¥ diic bi¢t vi canh bio khi ding thude:

Phai khai thic tién sir va khdm lim sing ti mi dé chin dodn rdi loan cwong duong, dé
xic dinh nhimg nguyén nhin tiém dn vi xdc dinh huong diéu i thich hep.
Vi o thé ¢6 mdt s nguy co tim mach lién quan t6i hoat déng tinh dyc. nén thiy thude
phai ¢hi ¥ 161 tinh trang tim mach cia bénh nhan tnrde khi tién hanh di¢u 1 i loan
curong duomg,

Khong nén ding cic thude diéu tri roi loan cuemg duong & nam gidi duge khuyén
khong nén hoat dong tinh due.

Cac bién ed tim mach nghiém trong bao gdm nhdi mau co tim, dot tr lién quan 16
bénh tim, loan nhip thit. xuit huvét ndio va con thidy miu eye b thodng qua duge bio
¢do trong qud trinh hra hanh sir dung sildenafil dé dicu ri ri loan cuong diremg, Hau
hét nhimg Lhon;, phal it c:: ¢ie bénh nhin nay d:t o tién sir cic véu 1o nguy co tim
mach. Nhicu bién ¢ trong 56 ndy duge bio cdo xuit hién trong hodic ngay sau khi hoat
ding tinh dye. vi mt vii bién ¢é duge bio cdo xay ra ngay sau khi ding sildenafil ma
khéng c6 hoat déng tinh dye. Ciie bién ¢é khie duge bio cdo xay ra tir vii givr dén vii
ngdy sau khi ding sildenafil vi cb quan hé tinh duc. Khéng thé xdc dinh duge lidu cde
bién i niy ¢6 lién quan trye tiép 16i sildenafil, hogt dging tinh duc, bénh nhin dang cd
bénh tim mach. sir két hop cde véu 1& nay hay cde véu 16 khic,

Mt s thir nghiém lim sing cho thiy ring sildenafil ¢6 thuge tinh gidn mach in thin
iy ha huyétap thodng qua (xem myc Cee nghién ctru fdm séng). D6 véi hin hét cic
bénh nhdn, diéu d6 ¢6 anh huomg it it hofic khong ¢6 anh huémg gi. Tuy nhién trudc
khi ké dem, thiy thude phai chii ¥ 161 nhimg bénh nhin ¢6 tinh trang bénh 1§ md ¢ thé
bi anh huémg béi tde dung ndy va diic bidt khi cé thém hoat ding tinh dyc. Nhimg binh
nhin o can tré dong chay thit trdi (vi du hep ddng mach cha, bénh co tim phi dai the
nghén) hay mic hoi chimg teo da hé lhom'. (svndmnu. of multiple system almphy] lix
nhimg bénh nhin ¢é tang min cim vii cic yeu 16 gian mach. biéu hi¢n bing Sy suy
giam tram trong kha nang khéng ché huyét dp tw ding 13 nhimg ngwii can phai rit cin
nhiic khi didu tri.

Bcnh thin kinh thi Llfli. lhm-u mau ca,x; bo khung do d{mg mach {‘NAION] ITIl;ll bénh
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trong qua trinh luu hianh khi sir dung véi ¢de thude de ché phosphodiesterase nhom 3
(PDES), bao gom sildenafil,

Hiu hétnhimg bénh nhin ndy di ¢6 cic véu 10 nguy co nhu ty 1¢ chén thi gide thap so
viri dia thi gide (“dia thi gidc tf'ml.= "), tren 50 woi, tiéu dudmg, cao huye # ap. bénh mach
vinh, lipid miu cao v hil thude. Mt nghién etru quan sit danh gid lidu ring viée sie
dung gén diy cua chit ire ché PDES, nhu mdt nham thide, cd lidn quan dén vige khai
phit cip tinh NALON hay kKhong. Két qua goi ¥ ring nguy co b NAION tang gan gip
ddi trong vong 5 chu k¥ bin thai cta chit de ¢hé PDES duge dung. Dya teén y viin da
xuit ban, 1i 1§ mde méi hang nim cia NAION 13 2,541 1.8 ¢a trén 100000 nam gidi d
tubi = 50 hing ndm trong din s ndi chung. Trong tneimg hop mat thi lye dit ngdt., cin
khuyén bénh nhan ngimg dimg sildenafil va hoi ¥ kién bae si ngay.

Ngudi di timg bj binh NAION ¢6 nguy co tai phit NAION ting lén. Vi viiy bic si ¢in
thao ludn vdi nhimg bénh nhin nhir viiy vé nguy co ndy va viée ligu ho e6 bi anh
huémg xdu néu sir dung chit iic ché PDES hay khang. Cée chilt (e ché PDES, ké ca
sildenafil, can duge ding thin trong & nhimg bénh nhin ndy va chi khi lgi ich dy kién
vurgl Irdi 50 viéi nguy ca.

Ciin thiin trong khi chi dinh sildenafil cho bénh nhin dang ding thude huy « giao cam
vi chi dinh dong thin cé thé din 1 ha huyét ap tricu chimg & nhimg bénh nhin nhay
cam (xem Twomg tde thide v cde dang nreng tie khde), Dé han ché nguy co hy
huyét dp ur thé, bénh nhin nén didu i 6n dinh huyét dong khi dimg cée thube huy «
giao cam trwde khi bit ddu urf ligu bs’lnb sildenafil. Nén ein nhic bit diu didu trj bing
st]dcnaf—l i cdc liéu thap (xem e Liéw lwgmg va Caaeh dimg), Thém vio do, bac si
cin khuyén b¢|1h nhin nhimg viée can lam trong truimg hgp ¢6 cie trigu chimg cua ha
huyét & ap wr thé.

Mt 56 it bénh nhan viém ving mac sic 16 ¢6 cie roi loan vé gen phosphodiesterase &
vong mae, ¢in phai thin rong khi diéu tri sildenafil & nhimg bénh nhin ndy vi chua ¢6
nhimg biing chimg an toan,

Cie nghién cdu in vitro trén ticu ciu ngudi cho thiy sildenafil ¢é anh huong 161 khi
nang ching ngung két tiéu cal.l ciia natri nitroprussid (chit cho nitric oxid). H:cn nay
chira e thong tin an toin vé Ui',‘t sir dyng s:ldumf’l trén nhimg bénh nhin bj rdi logn
déng mdu hofic loét tiéu hod cip tinh, vi viy cin thin trong & nhimg bénh nhin niy.

Cin thin trong khi ké dom céc the nhan dicu tri r6i loan cuemg duomg cho nhimg bénh
nhin c6 cie bidn dang vé gidi phiu duong vit (nhu duomg vit gap goc. bénh xa héa
thé hang. hay bénh Peyronie), nhimg bénh nhin co bénh 1y dé gay cuong dau duong
viit (nhur bénh thiétu miu héng ciu hinh licm, bénh da w wy, bénh bach cau]

Dii ¢6 bdo cdo vé tinh trang cuwomg dunrng kéo dii vi cwong duong khéng mong mudn
khi sir dyne sildenafil sau khi thube duge hu hanh, Trong tnrémg hop cwong duang
kéo dai hon 4 gidy, bénh nhiin cin dén co sé y 1& dé didu tri ngay lip tie. Néu cuong
diomg khang duge didu trj ngay ¢6 thé din dén mé duong vit bj pha hiy va mit khi
ning vinh vién,

Tinh an wan va higu qud cia vige ding két hop sildenafil véi cic chit irc ché PDES
khic. cic thude didu tri ting huvét ap dong mach phéi (pulmonary arterighs
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chira sildénafil hofic cie thude dicu tri i loan cureomg duomg khie khang duge nghign
etru, vi viy khang nén két hop didu 1 cic thude niy.

Giam hay mitt thinh I d-;u nggt di ﬂLm’C bao ¢ho tén mot o lugng nho cie tnnimg
hop st dung efic chit tre ché PDES. bao adm sildenafil trang cde thir nghigm lam sing
vit sau khi lru hinh. Hiu hét ede bénh nhan niy ¢6 cie véu 16 nguy co doi voi vide
giam hay mat thinh hre dit ngor. Khang thiét lip dum' maoi quan hé nhin qui gifl viée
sir dyung ede chit i c.hg. PDES va vige giam hay mit thinh lye dot ngot. Trong truimg
hop bi giam hay mdt thinh hre d§t ngdt, bénh nhin duge khuyén nén ngime wing
sildenafil vii kham bdc sT ngay [ap tee.

Anlr Incemg trém kha nang il xe va van hanh mdy moe: Chua ¢ nghién el ey thé ndo
vé anh hwong lén khi ndng i xe vi vin hanh may méc duge tign hanh,
Hién twgmg dau diu, chéng mat vi thay déi thi lue d3 duce bio cio trong cae thir
nghiém lim sang véi sildenafil. do vy bénh nhian cin biét /3 ho phin {mg nhir thé nio
vii sildenafil trude khi ki xe hode viin hinh may mae.

Tuong tic thudc va cde dang twong tic khic:
+ Anh hudmg cia cic thude khic doi véi sildenafil:
+ Cde nghicén et in vitro:
Chuyén hoa sildenafil din ra chu yéu boi cde phin nhom eytechrom P450 (CYP)
dang 3A4 (duimg chinh) va 2C9 (duémg phu). Vi vily tt ca cde tde nhin gay e ché
nhimg phin nhém nay ¢6 thé Km giam d¢ thanh thai cia sildenafil va cc tie nhan
gy kich thich nhimg phiin nhém nay ¢6 thé lam t@ng dg thanh thai coa sildenafil.
+ Cae nghién ci in vive:
Cie phan tich duge dong hoe qua cde dir ligu thir nghiém 1am sing cho thiy, khi
ding df)n&_ thvi sildenafil vai cic téc nhan e ché CYP3IA4 (nhur ketoconazol,
erythromycin, cimetiding s¢ lim giam 4§ thanh thai cua sildenafil.
Cimetidin (800mg), mét tic nhin e ché evtachrom P430 vi (e ché khong die higu
CYPIA4, khi ding ddng thii vai sildenafil (S0mg) s lim tEng nong dj ela
sildenafil trong huyét nromg lén 36% irén nhimg ngudi tinh nguyén khoe manh,
Erythromyein (500mg. ding 2 Vin/ngay frong 5 ngiy) 1i mét tie nhan e ché trung
binh CYP3A4, khi ding dong thisi vdi lidu dom 100my sildenafil, 43 lam tang di¢n
tich dudi dutmg cong sildenafil (AUC) Ién téi 182%. Ngodi ra vide ding dong thiri
mét lidu don 100mg sildenafil vai tic nhin e ché protease eia HIV saquinavir
(1200mg dimg 3 lan/ngay), diy cing 1a mt tdc nhin giy e ché CYP3A4, da lam
ting C e cla sildenafil 1én 161 140% va ting AUC lén 16i 210%. Sildenafil khing
¢6 mit dnh hurdmg ndo 16 duge ding hpe cia saquinavir (xem |:Ihil.'l'| Lién freomg v
Cedch dimg). Ciac tac nhin irc ¢hé CYP3A4 mgnh hon nhu ketoconazol vi
itraconazol ciing 5& ¢6 nhimg anh humb lém hon.
Nude ¢p budi 1a mot chit irc ¢hé yéu si chuyén hoa thinh rudt cia CYP3A4 vi ¢6
thé lim ting ndng di sildenafil trong huyét trong.
Lidu duy nhit cia thude khing acid (magnesium hydroxide / hydroxit nhdm) kbt
anh huémg dén kha dung sinh hoe cua sildenafil.
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Vige ding dong thii licu dom 100mg sildenafil vii tie nhin ic ché protease ctia
HIV ritonavir (300mg. ding 2 lin/ /nghy), mgL chit (e ché manh P450, di lam 1ing
Cona cla sildenafil 1en 1di 300% (gip 4 lin) v ting AUC trong huvét twong lén i
1000% (gdp 11 I-m} Thi diém 24 gi sau ding thude. ndng 46 cua sildenafil trong
hu'.-.'t l.l.mﬂ;, van xdp xi 200ng/ml. so véi ng/ml khi dtng mt minh sildenafil.
Bicu niy phit hop véi tic dong rd rét cia ritonavir 1én che co chitl coa P450.
Sildenafil da khdong ¢o anh huomg nio i duge ddng hoe cua ritonavir (xem
phfm Lidu fregg v Cach dimg).
Khi dimg sildenafil theo mire liu khuyvén cdo «ho nhimg bénh nhin dang didu trj
cie e nhin e kha ning (e ché CYP3A4. ndng ¢ sildenail tr do 167 da trong
huyét tuong Khong vugt qua 200nM va déu dung nap tét, Nhimg liéu dom cdc thude
khing axit (magié¢ hydroxid, nhom hydroxid ) khong anh huong 16i sinh kha dung
cua sildenafil.
Trong m@t nghién ciru teén tinh nguyén vién nam gidi khae manh, viée ding déng
thési chit d6i khing endothelin, bosentan, (mdt chit cam img CYP3A4 [trung binh),
CYP2CY va ¢o thé ca CYP2C19) & trang thai on dinh (125mg, 2 lin/ngay) vdi
sildenafil & trang thdi n dinh (80mg, 3 lin/ngiy) din dén viée giam AUC vi
Con ctia sildenafil teomg dmg 13 62,6% va 554%. Sildenafil lam tdng AUC va
Cus €Ua bosentan tuong tmyg 13 49.8% va 42%. Viée diing dong thii vdi cie chit
cam (mg CYP3A4 manh. nhu rifampicin, duge cho 1a sé lam giam ndng d
sildenafil trong huyét nrong nhiéu hon.
Dir lidu dirgre dong hoe trong cie thir nghiém lim sing cho thiy ring, cde tac nhin
tre.ché CYP2C9 (nhur tolbutamid, wafarin). tre LhL CYP2D6 (nhir cée thude ire ché
i hnp thu ¢6 chon lpe serotonin, thude chnn;t. trim cam logi 3 vong), thude loi nigu
thizzid, cdc chit (re ché enzym chuyén angiotensin (ACE) vi cdc thude chen kénh
calci déu khong kam anh hudmg 16 dwge déng hoe cua sildenafil.
Trén nhimg ngudi nam gidi tinh nguvén khoe manh khang thay ¢6 anh hdmg nio
cia azithromycin (S00mg/ngay trong 3 ngav) 11 AUC, Coe T hiing $6 toe 6
thai trir. thiri gian ban thai cua sildenafil cling nhur chit chuyén héa chinh cta no.
» Anh hudmg cda sildenafil d6i véi cie thube khic:

< Cede nghién e in vifro:
Sildenafil 14 mdt tic nhan e ché yéu cic cytocrom P450 phan nhom 1A2. 2C9,
2019, 2D6, 2E1 va 3A4 (IC50 = 150pM).
Do sau khi diing lidu khuyén cao thi néng do dinh trong huyét twomg cia sildenafil
xfm xi 1M, nén sildenafil s& khéng lm thay ddi di thanh thai cic co chiit cua cic
1SOENZNM Nay.

< e nghién ¢ in vivo:
Sildenafil d& duge chimg minh la ¢6 kha ning ldm téng tdc ddng ha hup.t ap cua
cée nitrat edp vA man tinh. Vi viy chong chi dinh ding sildenafil cling véi cde chi
cho nitric oxid, cdc nitrat hire co hay nitrit hira co dudi béit kv hinh thire nio di 1a
thirémg xuyén hay ngit quang (xem phin Chdng chi dinh).

WG
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Trong 3 nghién el diie hicu vé womg tic thube-thude, thude huy a giao cam
doxazosin (dmg vi 8mg) va sildenafil (25mg, 'ﬁlmb hna;: 100mg) duge chi dinh
tlunl. thiri cho cie bénh nhin budu lanh tién liét |uu..n didu i on dinh vai
doxazosin. Quan sii cic doi trgmy nghién cing ndy, eae mire giam ho sung trung
binh cua huyét dp do @ lf_l-. nim ngira Fin hegt 1 _Tf?mmli-b. 9/5mmHg, va
f/dmmHg vi cde mire gidm bo sung trung binh cua huyet ap do o ur the dimg lan
Iwot 1 6/6mmHg. | 14mmilg, va $/5mmHg. Khi chi dinh déng thin sildenafil va
doxazosin trén bénh nhan dang dicu trj 6n dinh voi doxazosin, it ¢é cic hao o vé
nhimg bénh nhan bi ha huyet ap nr lht: wiéu chimg. Cic bdo cdo niy bao gém chong
mit vi mét moi. nhung khong ngat. Chi dinh dong théi sildenafil cho binh nhin
dang ding thudc huy « giao cam cb the din 1oi ha huyét ap trigu chimg & mt sb
bénh nhin nhay edm (xem myc Licu hegmg v Caeh dimg v mye Nlgong lea ¥ dée
Bigt v canly béa ki dimg thue).

Khing cé tuong tde o ¥ nghia nao khi chi dinh déng thoi sildenafil (30mg) vii
tolbutamid (250mg) hodc warfarin (40mg) (ld cic chit duge chuyén hod boi
CYP2C9).

Sildenalil {100mg) khong anh hudmg v duge dong hoe cta cic tie nhin e ché
protease ctia IV nhw ritonavir. saquinavir (ca hai thude nay déu 13 co chit cua
CYP3A4) (xem thém phan “Ash lneomg ciia cde thuce khde d6i vai sildenafil").
Sildenafil o trang thai on dinh (80mg, 3 linmgay) lam tang 49.8% AUC cia
bosentan va ting 42% Cy cua bosentan (123mg. 2 lin/ngay) (xem phin “Anh
Ieemg cuwa ede thude khde doi voi sildenafil”),

Sildenafil (50myg) khing lam ting thém thii gian chiay miu do aspirin (150mg).
Sildenafil (.)llmg) khémg lam ting thém tic dun;= ha huyét &p cta reou trén nhimg
ngudi tinh nguyén khoe manh vi nong dé 16i da trung binh K 0,08% ($0mg/dL).
Khong ¢6 wong tie ¢o ¥ nghia nio gifra sildenafil (100mg) vi amlodipin & bénh
nhin ting huyét ap (¢ ur thé nam ngua chi lim hg thém huyét ap SmmHg dbi vi
huyét dp tim thu va Tmmilg i vai huyét dp 1éim inrong).

Phiin tich dua teén cic dn liéu an todn cho thiy, khéng ¢ si khie nhau nio vé tie
dung khong mong mudn o nhimg bénh nhin ding va khong ding sildenatil déng
thixi voi ede thude ha huyét ap.

Sir dung thuéc cho phy nir €6 thai va cho con bi:

Khéng chi dinh ding sildenafil eitrate cho phy nir.

Khong thily cac tac dung bat lgi lién quan trong nhtmg nghién ctru vé kha ning sinh
san ¢ chudt va tho sau khi dang sildenafil duimg uing.

Téc dung cia thude khi i xe vi vin hanh miy mac:
Khong cé nghién ciru vé anh huong cia thude aén kha ning ki xe va vin hinh mdy
mac.

Do di ghi nhdn chéng mat vi thay doi th giie trong cae nghién el lim sing vii
sildenafil. bénh nhin nén nhin thire cich doi phé vini viée sir dung sildenafil ci
trwedre khi 1i xe hay van hinh may moc. 5

i Y
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Tic dung khing mong muén cia thude:

NGL chung nhimg tic dung khdng mong mudn chi & mie thotng qua. nhg hay trung
bin

Trong cie m,hrm ¢l lu.u €6 dinh. tin suit cia mgt vai bidn chimg tang theo lidu,
Cac nghién ciru véi lidu ¢b dinh phin anh sit thire hom ché d¢ lidu khuyén cao, Ban
chit cic tac dl,lng Lhm].b mong mudn trong eic nghién el ndy twong wr nhur trong
céie nghién ciru véi lidu cd dinh, )

Ciie the dung khong mong mudn thuémyg duge thang bio nhit i dau diu va do bimg
mt,

Cic tic dung khing mong mudn duge bio ¢do rong cde thir nghiém lim sing vi
gidm sdt sau khi thude luu hinh dwoe rink bay & Bang dudi day:

Vi liéu Iém hom lidu dii Khuyén cdo thi cic tde dung khéng mong mudn eiing vin i
clic e dung &3 hi¢t ké & wén, nhumg néi chung la s gfip !_'lhiéu hom,
Qua phin tich ¢de thir nbhlém lam sing mil d6i 6 ddi chimg gia duge gém hom 700
nguir hing nidm ding gia duge va 1300 ngudi hang nim ding sildenafil, khong
thiy c6 sy khde bi¢t nito gitr hai nhém vé ti 1§ miic nhf?ll miéu cor tim (M) vi ti 1¢ b
vong do tim mach, DSI véi ca hai nhom thi 1 1¢ nhdi mau co tim (MI) la 1.1 teén
100 nguiri hing niim, con U 1€ ni vong do tim maeh 13 0.3 wén 100 ngudi hi
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“Thang bdo che bie 5T cde fde dung .k.'mug mang weibn gip phii ki sic dung
thuse.”

Qua lidu vi xir tri

Cée nghién ciru 1rén ngudi (inh nguyén sir dung In,u dom 1én dén 800mg. cic tic
dung phu cing "qu, nhu & liéu thip hon, nhimg tin sut vi miee 4 nghiém trong
thi cao hom. Liéu 200mg khong ting higu qui nhumg fai lim ting tin sudt tde dung
phu (dau diu, ndng bimg mat, chéng mitl. Kho tiéu, sung huw mili, thay ddi thi
giac), :

Trong tnrdmg hop qui licu, nén dp dung cic bign phip hé try chudn theo ding yéu
ciu. Loc thin khong lim tiang duge mire d§ thanh thii vi sildenafil gan két manh
vl protein huyét twomg va khdng thii trir qua nude lidu.

Cie dic tinh dwge lye hge:
Sildenafil 13 muoi citrat cua sildenafil. ding duimg udng dé didu trj rdi loan cwong
dwong. Sildenafil ¢6 tic dung (¢ ché chon loe guanosin monophosphat vong
(eGMP-cyclic guanosine monophosphate) - phosphodiesterase diic hicu typ 3
(PDES).
Co Ché Tae Dung:
Cor ché sinh Iy cwromg duromg vt kéo theo sy giai phong nitric oxid (NO) ¢ thé hang
trong sudt qua trinh kich thich tinh dyc. .
Sau do NO hoat hda men gu.'m:.'tm evelase, men ndy 1am ting nong d cia cGMP tir
dé lam gifin co trem mach mdu cua 1I1{. hang va cho phép dong mau chay vio.
Sildenafil khong cb e dung gidn trre tliép trin th hang phin Kip eua ngudi, ninmi.,
nd [im ting tic dyng ciaa NO biing cich tre ché PDES, chit ndy ¢6 tae dung phin
hiy eGMP trong thé hang,
EKhi kich thich tinh duc tao ra sir giai phong NO tai ché, thi s ire ché PDES cia
sildenafil s& Kim tang lugng cGMP trong the hang, két qua lam gifin co tron vi ting
dong méu tdi the hang.
5 lidu da kKhuyén cdo thi sildenafil chi ed e dung khi €6 kich thich tinh due kém
theo.
Cic nghién ctra in vitro cho thay sildenafil ie ehé chon lpe PDES.
Tae dung cua sildenafil chon lge teén PDES manh hon cie phosphodiesterase da
durgre biét khdc (gip 10 lin déi vai PDE6, = 80 lin d6i vai PDEL > 700 lan doi vii
PDE2, PDE3. PDE4 va PDET- PDELL). : . :
Tée dung chon lge tién PDES manh gap 4.000 lin so véi PDE3, didu niy rdt quan
trong vi PDE3 13 mit men lién quan (@i sir co bop cua tim,
Cic nghién ciru lim sing
+ Tim:
Khéng cd sir thay d6i lién quan lam sang trén dign tdm dé (ECGs) cia nhimg nguir
nam L.l(ﬂ tinh nguyén binh thutmg khi dimg cde lidu dom sildenafil 1én i 100mg
duémg udng. ©
Sau khi diing li¢u 100my. hu\f:.t 4p tam thu giam 15i da trung binh 12 8, 3mmHg con
huyét dp tém truong giim | 161 da trung binh ki 3. 3mmilg (do & nr lh» nim rlt.lra i

——

Nhimg dnh hudng Ién huyét 4p trén nhimg ngudi dang diing nitrat dong Ih i,
hom nhung cling chi thodng qua (xem muyc Ching chi dinh va myc Trffs
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Nghién ciru vé& huydt dgng trén 14 bénh nhin b beénh déng mach vanh ndng (hep >
70% it nhit 13 | dong mach vanh) duge ding licu don 100mg sildenalil thiy ring
huvét ap Gim thy vil tam triromg Khi nghi ngoi giam di 7% vi 6% s0 véi hu) & ap
Iméc khi diing thud. Huyét dp tam lhu dong mach phoi tnmg binh gidm i 9%.
Sildenafil khong tic ding t6i cung legmg tim vit khing anh huang dong chay qua
cde dong mach vanh bj hep. va 1ao ra s cai Ihng.n (khoang 13%) trong viée dio
nguge dong chiy mach vanh duge kich thich bing adenosine (trong ca cde dong
mach bj hep va cle dom, mych lién quan),
Thir nghi¢m lam ﬂn& mit doi chd déi thh'l.]: v gid duge trén 144 bénh nhin n.n
loan cuong dwomg vi dau thiit ngire on dinh. Nhitmg bénh nhiin ndy ding thude
thnn;, dau thilt ngye thudmg xuvén {ngogi trir nitrat). Ho phai gling stre Kim vige cho
ti mire gidi han cua dau thit ngue st hién, () nhitg bénh nhan dang lidu don
100mg sildenafil thi thai gian kéo ebi xay 1au hem (19.9 giay; khoang tin iy 95%;
0,9-38.9 gidy) (cO ¥ nghia thong ké) so voi nhimg bénh nhin ding gia duge. Thin
gian ping sire trung binh (dwge didu chinh véi mire cor ban) ¢ho t6i gigi han dau
thiit ngyre 1a 423.6 gidy & nhimg nguoi ding sildenafil va 403.7 gidy & nhilng nguoi
ding gia duge.
Nblum clru mi ddi ngdu nhién, ¢6 déi chimg v gia duge (vai licu sildenafil thay
doi, 61 da 100mg) trén 568 nam gidi bi roi loan cuong duong vi Ging huyét ap.
Nhﬁng binh nhan ndy luén ludn phai ding it nhit hai loai thude uhbnb ting huyét
ap. Ket qua sildenafil cai thién kha ndng curomg 71% & nhirng nguin ding sildenafil
50 voi 18% o nhimg npudi dimg gia dwge. Ty & giao hop thinh gﬁng a nhimg
ngudri dimg sildenafil 62% 50 viri 26% & nhimg ngum ding gid duge. Ti I gip cde
téc dung khing mong mudn ¢ nhimg bénh nhin niy cling gy nhur & nhrl‘ng
nhdém bénh nhan khaiL ciing nhir khong thay doi & nhimg nguéi dung 3 hay nhiéu
hem cde thude chong ting huyét ap.

+ Thy gide:
Sy khéc nhau trong vige phiin hu;l miu nhe vi thodng qua (xanh da trii/xanh 13 ciy)
dugre phat hién thay & mt vai tnrémg hep ding test Farnsworth- Munsell 100 hue
sau 60 phiit khi ding liéu IDDm;,. con sau 120 phit khéng ¢b mot anh hudmg nao
durgre Lhu-ng minh. Co ché chinh cia syt thay dbi phiin bigt mau o lién quan 16 vige
m. ché PDEG. Loai men niy cd nhiéu & vﬁn]: mae. Cde nghién elru i vifro chi ra
ring sildenafil ire ché PDEG kém hom 10 lin so voi PDES. Sildenafil khong 6 anh
hudmg ndo trén tinh linh hoat cta thi lye, sir nhay cam cin quang. dién vong mae
dé, ap lye trong miit hofic do don;, 11
Trong mét nghién el ngang co déi chimg & nhtrn!, bénh nhin thodi hod diém ving
cd lién quan 161 di (n=9) thi sildenafil (lidu dom, 100mg) duge dung nap 1 vi
khéing c6 mot anh huomg ndo ¢6 ¥ nghia trén lam sing [én ¢ic test thi lue (tinh !mh
hoat cta thj lwe, hedi Amsler, phau biét miu, tin hig¢u dén giao théng, thi trrimg ké
Humphrey).

+ Tink higw qua:
Tinh hi¢u qun vé an todn cua sildenafil duge dinh gid tong 21 thur nghigm lam sdng
mi i ny;tu nhién ¢é dbi chimg vai gid durgre trong thisi gian 161 6 thing. Trén 3000
bénh nhin roi In;n cuemg duong (19-87 Wiy & 1t ¢ cic thé (thé do cor quan, lh;.
do tim ly. thé hin hop) durgre cho dimg sildenafil. Higu qua caa sildenafil dugede
id bnnl, céc ¢iu hoi dinh gid chung, nhit ky cuong duong, bing ciu hojds
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chirc ning curong qum t& HEF (Imernational Index of Erectile Function). vi hang
ciu hoi dinh cho cae dbi tae tinh dye cia ¢de bénh nhin,
Higu qua cua sildenafil 1a kha ning dat dige va duy tri curong edmg du dé tién hinh
giao hop. Hi¢u qua nay di duge chimge minh qua @t ca 21 nghién et trén va duge
duy tri qua cde nghién elru me ring kéo dii (irén 1 ndm). Iru-m_ cie nghidn ¢l
ditng Tidu ¢b dinh, ti I¢ cai thién kha ning cuomg 1i 62% (vi liéu sildenafil 25mg).
74% (Vi lidu sildenafil 30mg). v 82% (vai licu sildenafil 100mg) so sinh vii két
quit 25% & nhom ding gia duge. Ngodi s cai thién kha niing crong thi sildenafil
con cal thién s khodi cam, sy thod mdn khi giso hop va su hai long chung.
Qua cic thir nghiém thiy riing:
+ Trén cae bénh nhin dai thio duémg, 1 1€ ¢ai thién kha ning cuong ¢aa sildenafil
ld 59% so vai 16% & nhimg npudi ding gid duee,
+ Trén cac bénh nhidn ¢it tuyvén tién ]n:l trigt de thi 1§ nay 13 43% so vai 15% 0
nhimg ngudni ding gia duge.
¢ Trén cic bénh nhin chin throng wy song thi t 1§ nay 1& 83% so voi 12% &
nhimg ngudi ding gia duge.

Cac dic tinh duge ding hoe: .
Durge dgng hoe cua sildenalil tong img voi lidu trong khodng liéu khuyén cdo.
Sildenalfil duge chuyén hoa chinh 1ai gan {chu véu qua eytochrom P450 3IA4) vih cde
chéit chuvén héa cua nd eo hogt tinh giong chit me (sildenafil).
« Heip thu: _
Sildenafil duge hip thu nhanh sau khi udng, véi sinh kha dung tuyét doi trung binh
Khoing 41% (dao djng tir 25-63%).
Trén in vitro, nun]_. diy 3,5nM sildenafil ire ché men PDES cia ngudi kho&njg 50%.
Trén ngudi, nong d¢ sildenalil wr do 16i da trung binh sau khi ding mét lidu don
Il]lllmb i xép xi 18ng/ml. hoje 38nM.
Céc nong dd 1Hi da dat duge trong huyét trong tir 30-120 phit (trung binh 60 phit)
duge quan sat khi udng thude e doi.
Thire in cé ham lugng md cao lim *,lam kha n.'lng hip thu cua sildenafil, voi thiv
gian giam trung binh T 1360 phit, vi Coy, gidm trung binh 29%, e lgi mie d6
hﬁp thu khéng anh hwdimg ding ké (dign tich dudi duimg cong giam 11%).
» Phin bé thube:
Thé tich phan bé thuge trung binh cta sildenafil (Vss) 1a 105 L, phan b 1dp trung
vio cde mo. : .
Sildenafil va chit chuyén hod & vong tuin hodn lim cua né 13 N-desmethyl gin tdi
96% vio protein huvul wong. Vige giin vio protein huyét twomg khong phu thuge
vito ndng 4 tHng cia nd.
Néng d6 cia sildenafil trong tinh dich cua nhimg npuéd tinh nguyén khoe manh sau
khi udng thude 90 phtit I nhé hom 0,0002% lieu str dung (trung binh 188ng),
« Chuyén hda thude:
Sildenafil duge chuvén hoa chii yéu boi cic men CYP3A4 (duomg chinh) vi
CYP2CY (dudmng phu) e & gan,
Ciic chit chuyén hod & vong chuyén hod chinh cua sildenafil tpo ra tir qué trinh N
desmethyl hoa, v va sau 46 lgi duge chuyén hoa lu.p
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Cie chit chuyén hod niy ¢b hoat tinh chon loe doi v PDE wrong ty nhw sildenafil
Vi trén in vitro tinh -.h-.m loc déi vai PDES \cdp %1 30% cia chit me.
(8] nhq]'nj: nm.n)l tinh nguwn khoe manh, nong dd trong I':uu.l twromg cud cle chat
chuyen hua \‘tp xt 11 40% nong di chit me.
Chit chuyén loa N-desmethyl lal duge chuvén hda tiép tue. eb thai gian ban hay 1a
4 gio.
* Thii trer thudc:
B thanh thai todn bd coa sildenalil li 41 Ligiér voi nim thii gian pha cudi i 3-3
gidr.
Sau khi dimg duong udng hay tiém tinh mach, sildenafil dwge thai trir chia yéu qua
phin dudi dang chat chuyén hoa (khoang 80% lidu uéng) vi mot phin nhé qua
nirde ticu (khoang 13% lidu uunbl
* Dueere ding hoc o cde dii hegmg binh nhdn de bigh;
+ Ngudi gid:
Trén nhimg nguéi bm khoe manh (tir 65 woi trd [En), db thanh thai cia sildenalil
giim di, két qua 1a néng do sildenafil va chit -..hu:.rcn hoa ¢o hogt tinh N-desmethyl
trong huyét tuong cao hon khodng 90% so vai nong dé nhimg -:}m nay & rlhiln:,
ngurdri tinh nguyén tre Khoe manh (1 18-45 wbi). Do sy gin két sildenafil vio
protein huyét wremg phy thuge vao tudi, nong 4o wr do cda sildenalil trong huyét
tuemg t@ng wong img khoang 40%.
+ Npurdi suy thin:
Trén nhitmg npudi suy thin nhe (A6 thanh thii creatinin = 50-80mL/phit) hay trung
binh (d¢ thanh thii creatinin = 30-49ml/phit), khi ding mgt licu dom sildenafil
(50mg), khéng thiy ¢b5 bat cir sy thay déi ndo vé duge ding hoc.
Trén nhimg ngudi suy nding (40 thanh thai ercatinin = 30mL/phit), dd thanh thai
cta sildenafil bi giam, da lam ting xdp xi gip doi dign tich duéi dwimg cong AUC
{II]D%] Vil Core (88%) 50 vOI ngudni & clmg d§ tuoai nhumg khdng by suy thin (xem
ph'm Liéu lugme va Céich dimyg).
Thém vao d6, cic gid trj Cpgy va AUC ¢tia chit chuyén hoa N-desmethyl ting co ¥
nghta 200% vi 79% lan lugt & cic doi twgng suy thin ning so véi & cac doi tugng
chire niing thin binh thuémg.
+ Nygurdri suy gan:
Trén nhimg IlL.ll'lYl XG gan (Child-Pugh A, Child-Pugh B), 4§ thanh thii cua
%nldmul‘l bi giam, két qua Jam wing dién tich dudi dudmg cong AUC (83%) vi
C e (47%) s0 vari nguddi khéng bj suy gan @ cing d6 tbi (xem phz"m Licu hegorg vé
Cedelt dime). Duoe ding hoe et sildenafil & bénh nhin suy gan ndng (Child-Pugh
() chara dugre nghién eln.
Céc dir ligu an toin tién lim sing:
Khong tim thiy bing chimg nio ve khi niing iy ung th trong mit nghién ciru trén
chudit edng kéo dai "4 thang dunj, I|cu lém gip 42 lin (tinh theo my‘kg} vii gin gip
5 lan (tinh theo mg/m %) so vai lidu (61 da A khuyén cdo ding trén ngudi (Maximum
Recommended Human Daose - I\.-l'P.DE I) vit mt nghién ciru khie trén chugt nhit kéo
dai 18-21 thing voi lidu lim gap 21 in (tinh theo mg/kg) va gép 2 lan (tinh theo
mgfm’) 5o vdi liéu ding 161 da & ngurii i duoc khuyén ¢do (MRDH).
Cic test gay dot bicn & vi Khuiin vi in vive déu dm tinh.




https://trungtamthuoc.com/

Khing ¢6 mt anh huong ndo 1én tinh chuyén ddng vi hinh thii cia tinh tring sau
khi ding licu dom 100mg sildenafil trén nhimg ngardi tinh nguyén khoe manh,

Trinh bay: Hop | vix 4 vién

Bao quan: o noi khd rdo, nhiét d6 dudi 30°C, wanh dnh sing.

Han dung: 36 thing k¢ tir ngay san xudt. Khong ding thube qua han sir dung ghi
trén bao bi

Tiéu chuan: Nhi san xuit

Cinh bio:

- Khiéng dimng qud fidu.

- Gili thudc ngodi tim tay tré em.
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