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ADAGRIN®

Cénp thic

Mbi vién nén bao phim chia sildenafil citrat tuong duong 50 mg sildenalil base
(vién 50 mg) hoac 100 mg sildenafil base (vién 100 mg) vd i duoc vim di
(ludipress, kollidon CL. magnesi stearat. 14 dugc bao phim Opadry)

Dang bio ché
Vién nén bao phim

Qui cdch ddng péi
Hbp 1 vix 3viégn nén bao phim (vién 50 mg)
HOp 1 v1x 3vién nén bao phim (vién 100 mg)

Chi djnh
Didu tri r6i loan cuong duang.

Chiing chi dinh

Qud mn véi bt ky thanh phén ndo clia thudc.

Bi chiing dau thit nguc hay céc bnh vé tim dang dugc difu trj bng nitrat hiu co,
tdc van dé vé im mach gdy dnh hudng dén hoat ddng sinh Iy, dau tim hay a3t quy
trong vbng sdu thdng trd lai.

Suy gan ndng. huyét 4p cao qud hay thap qud. Benh vé mét nhu nhikm sdc 8 véng
mac.

Thin trgng

C4n than trong & nhing bénh nhdn bj suy gan hay suy thdn nang, gidm lifu
sildenalil cé th 13 c4n thigl. Cham séc cing 4 cdn thidt dnhing bénh nhan c6 bign
dang gidi phdu clia duong vat hodc 16 foan huyt hoc 1am dnh hudng dén sy
cugng Trang truéing hop su cugng cung kéo dai (hon 4 gidy), bénh nhdn nén tim kiém
5u1rg gidp y 18, vi tén thuong mod ducng vat va mat hiéu luc vinh vikn cé thé xdy ra

Bénh nhdn cling nén ngung ding sildenafil va tim kifm syt van y 1€ trong tniing
hop mat thi gidc hodc thinh gidc ot ngdt. Sildenafil khdng nén ding cho nhing
nguti bi mat thi luc & m&t mdt do bénh thigu mdu ving mac khong do mach mdu
(NAION), bat k& co lién quan dén chit dc ché phosphodiesterase type-5 trudc do
hay khéng. Nhiing bénh nhin bi chéng mat hodc t6i loan thy gidc khdng nén Ii xe
hay vn hanh mdy méc nguy hiém. Sildenatil khang chic chdn an todn véi nhiing
bénh nhan suy gan nang, r6i loan chdy mdu, viém loét da day ti€n trién, ha huyét
4p, tang huyét 4p, cd tién st nhéi méu ca lim, A3t quy gdn ddy, hodc loan nhip de
doa tinh mang, dau thit nguc khaing 6n dinh, suy tim, hodc 16i loan vng mac nhu
viém ving mac sic 1 (chi mbt s& ngudi trong 5@ ho ¢ r6i loan di truyén men
phosphodiesterase vong mac). Théng tin sin phdm duge c2p gidy phép khuyén cdo
ring sildenafil khdng nén duge sif dung cdc trong nhém nay

Tdc dyny phy

Téc dung phu phé bign nhat 14 dau 64u, m3t 4 bifng va kho tigu. Cling thutng gdp
réi loan thi gidc nhu nhin mé, s¢ 4nh sdng, loan sdc thi, chung nhin xanh, kich thich
mél, dau va dd mdt Xuft huy&l ving mac dd xdy ra va thiéu mau ving mac khéng
do mach mau (NAION) gdy mat thj luc vinh viln 03 dugc bdo cdo nhung higm.
Nhiing téc dung phu phd bién khdc bao gém chodng véng, mat ngl, lo 1ng, chéng
mat, chdy mdu cam, nghet mdi, s6t, va cdc ri loan tiéu héa nhy titu chdy v 6
mua. Cuang duong cé thé xdy ra. Cdc triéu ching bdtIgi khdc bao gém phit ban da,
ban @8, rung t6¢, dau luing hodc dau chi, dau cg, phi mit, gill nude, dj cdm, va
nhidm tring dubng tidu. Khé tha, ho, viém mii, viém xoang, viém phé qudn, viém
mo t€ bao cb thé xay ra. DOt ngdt gidm hodc mét thinh gidc 63 duoe bdo cdo. Cdc
tridu chiing 03 duoc bdo cdo khdc bao gém thi€u mdu, gidm bach cdu, vi to & nam
giti, tiu nhiéu hodc tigu khdng ty chi, tiéu ra mdu va co gidt. Xut huyét mach mdu
ndova thisu mdu cyc b xm 15n thodng qua i xdy ra. Hign cing o6 bio cdo xdy ra
danh tréing nguc, ngat xlu, tng huy€t 4p, ha huyét dp va cdc bifn cf tim mach
nghiém trong bac gfm c3 nhdi mdu cg tim, loan nhip tim, nhip tim nhanh, dau that
ngyc khdng &n dinh v ngung tim d0t ngét.

Tnéng bdo cho bac s7nhing tic dung khdng mong mudn gap phdi
#hi suf dung thudc.

Tugng tc thuc

Sildenafil va cic chdl dc ché phosphodiesterase type-5 khic cd th 13m tang ¢
dung ha huyét 4p clia cdc nitrat hiju ¢o, vA do d6 chdng chi dinh & nhiing bénh nhdn
ding thufc ndy. Sildenafil cing cé thé lim tng tic dyng ha huyét p cia
nicorandil, do d6 trinh ding chung 2 thusc nay. Triu ching ha huyét dp ciing cb
thé xy ra khi chat iic ché phosphodiesterase type-5 duge ding chung véi cdc thudc
chen alpha. Néi chung bénh nhan nén dugc didu tri §n dinh bing thudic chen alpha
trtic khi ding chdt dc ché phosphodiesterase type-5 dugc bit ddu véi lidu thip va
diéu chinh theo ddp Ung cla bénh nhdn.Cdc thudc dc ch& cytochrome P4S0
CYP3A4, nhy cimetidine, delavirdine, erythromycin, ilraconazole va ketoconazole
6 th€ 1Am gidm g9 thanh thdi cla chat dc ché phosphodiesterase type-5, do 86 cdn
phai gidm liéu. Néng df ciia chat ic ché phosphodiesterase type-§ dugc tang 1én
d4ng k€ bk cdc chat de ché HIV-protease d3c biét 14 ritonavir. Nhiing phdi hop ndy
khéng nén ding trf khi that cn thiél. Nén trdnh ding nubc budi véi sildenafil hodc
cdc chit e ché phosphodiesterase type-5 vi nd ¢d thé lm ting ndng db clia cdc
chat ndy trong huy&l wang. Chét gdy cdm dng CYP3A4, nhu rilampicin, cd khd
nang lAm gidm néng d0 trong huy&t tudng cia chit de ché phosphodiesterase type-
5. Bosentan cing 1Am gidm phén hiy sildenatil, Li€u ligng khuyén cdo ddc bigt a3
dugc dua ra cho viec dung sildenalil véx cdc thudc ndy, xem Lidu ding v cdch
dung.

T4c dyng cia thudc 16n khd ndng 14l xe hay v§n hinh mdy méc

NEu ding thudc 1am thay d8i vé thj lyc hay hoa mit thi khdng nén Idi xe hay vin
hanh mdy méc trong théi gian s dung thudc.

Liéu ding va cdch diing

DE thudc o6 cang hidu cdn phii co s kich thich giti tinh. Ung khodng 1 gid trute
khi ¢ hoat dong tinh dyc v4 knoing diing qud 1 14n mdi nody.

Nouai 1gn: liéu thubing ding duge d& nghj 13 50 mg. Dya theo cing hidu v sy dung
nap, liéu co thé tang Ién dén 100 mg hodc gidm con 25 mg. Liku 10i da 1A 100 mg

mii ngady. -
Ngudi trén 65 tudi, nguei suy than vda va ndng (thanh thal crealmagld
mi/ pht), ngudi suy gar. liéu kht ddu 13 25 mg. Sao d6, dua theo cn
dung nap ¢t thé tAng 1&n d&n 50 mg va 100 mg.

Nguor suy thin nhe (thanh thdi creatinin 30 - 80 mi/ phuit), ding 1iu b nigui I6n
binh thugng.

Noudi dang ding thudc xndc: liéu kndi ddu khong qud 25 mg/ngdy néu dang ding
thubc dc ché enzyme Cylochrom P450 3Ad (keloconazole. itraconazole,
grythromycin, saguinavir); khdng dung qud 25 my sildenalil trong khodng 48 giti
khi diing chung véi ritonavir; lifu khdi ddu 25 mg nén duge cin nhic khi ding cling
vé thudc chen alpha. Kndng nén ding lidu cao hon trong véng 4 gib ding thudc
chen alpha do nguy cd ha huyét 4p thé ding.

Qud 1iduvi xirtri

Cdc nghién cou trén nhing nguid tinh nguyén khde manh & liéu ding 1én t& 800 my,
cdc phin dng phy tugng by nhu vdi liéu thip hon, nhung 1 18 mdc phdi cao han.
Trong trung hop qud liéu, dp dung mt cdch linh hoat cdc bign phdp diéu tr hd trg
tigu chudn. Khong thé thdm phan mau nhim tang d6 thanh thii do sildenafil gdn ket
manh v protein huy&t tugng va khong thi tril qua duding tig.

Durge ye hoe
Cd ché sinh If cia sy cuong cd li#n quan dén sy phong thich nitragen axyd (NO) d
th& hang khi ¢6 kich thich tinh duc. NO sau d6 hoat hda enzym guanylat cyclase lam
gia ting néng d4 guanosin monophosphat vong (GMP vang), ddn dén sy gidn cd
tran thé hang 1am cho mdu trdn vio th€ hang

Sildenalil khong c6 tc d0ng-a0c 1p 1am gidn co trc Liép trén thé hang @ nguti,
nhung 13m gia ting tic dong cia nitrogen oxyd bing cdch dc ché men
phosphodiesterase typ 5 (POES), mot enzym cd vai trd lim thodi biéh GMP vong &
thé hang. Khi sy kich thich tinh dyc 1am phdng thich NO tai chd, su ic ché clia
sildenafil 1én POES gdy ra sy gia tang néng d0 GMP vong trong thé hang, din dén
5y gidn cgtron mach mdu vd mdu tran vio thé hang gdy ra sy cuong dugng.

(¥ liu 08 nghi, sildenafil 5& khdng c6 tAc dung néu khdng cd su kich thich tinh dyc
Sildenatil tdc 4dng dc ché chon loc va hidu qua trén PDES. Tac ddng cda sildenafil
trén POES manh hon nhiéu 14n so véi cdc phosphodiesterase da bi€t khdc (rén 80
14n so véi PDE1, trén 1000 14n so véi PDE2, PDE3 va POE4). Tac ddng chon loc cla
sildenafil 12n PDES manh han khodng 4000 1n so véi tdc ddng & PDE3, diéu ndy
r#t quan trong vi PDE3 c6 lién quan 0&n sy didu khidn hoat ddng co bép cla tim.

T4c dong cia sildenafil 1én PDES chi manh hon 10 I4n so véi tic dong 1én PDEG -
mat enzym c6 trong véng mac, tinh chat kém chon foc trén PDEG ndy duge cho o
ca sécda nhing bt thuang cd lién quan ¢én sy cim nhdn mau sdc thi gidc ghi nhdn
dugc khi thir nghiém vei li€u cao hay khi ndng do sildenatil trong huyét tugng cao
hon

Ouge dfng hoe

Hdp thu vd phan phoi

Sildenalil nhanh chéng duoc hip thu ngay sau khi udng, 09 kind dung sinh hoc tuyét
6 vio khoing 40%. Néng 09 dinh trong huyét thanh dat dugc trong khodng thai
gian ti30 - 120 phit (trung binh 13 60 phat), sau khi uling thudc lic byng d6i

Diing thuSc khi c6 thiic 4n gidu chat béo thi mdc a8 hap thu cia thudc gidm di, vi sy
111 hodn trung binh & T,., 14 60 phit v& mic gidm trung binh & C.., 14 29%. Thé tich
phan phdi 6n dinh {V.,) cia sildenafil 13 105 Iit, phdn phdi vio cdc md. Ci sildenafil
v chat chuyéin héa chi y&u cla nd 13 N-desmethyl déu gdn ket vei protein huyét
thanh x40 xi 96%. Su gdn k&t véi protein khdng phy thubc vha néng df téng cla
thuéic. Trén cg s& uéc iong sildenafil trong linh dich cia nhilng ngubi tinh nguyén
khe manh & this diém khodng 90 philt sau khi udng thudc, duti 0,001% liéu ding
6 thé xudt hign trong tinh dich cia bénh nhdn.

Chuyén hida va thii trd

Sildenafil phan 16n dugc chuyén héa théng qua isoenzym vi thi @ gan CYP3A4 (con
dubing chi y&u) va CYP2C9 (con dubag thii yéu), Vide iic ché cdc isoenzym ndy ¢
th€ 1Am han ché miic do thanh thai sildenafil. Cde di liéu thu duoc 1 binh nhdn
trng cdc thirnghidm I4m sang 4 cho thdy ring cé th 1am gidm dd thanh thai cla
sildenafil khi ding kém thudc véi cdc tdc nhdn dc ché CYP3A4 (nhu keloconazol,
erythromycin, cimetidin).

C6 thé hy vong ring viéc ding kém vdi cdc téc nhdn xic tic CYP3A4 nhy rifampin
s 1am gidm néng @0 sildenafil trang huyét thanh. Cdc dif lifu dugc ddng hoc trcdc
nghién cidu 14m sang cho thdy cdc chit dc ché CYP2CI khong dnh hudng dén duge
déng hoc cla sildenafil (nhy tolbutamid, warfarin).

Sau khi uéng, sildenafil duoc thai trir phdn fdn dudi dang chdt trao ddi qua phin (gdn
80% i€y diing duing udng) va mot lugng it han duge th trif qua nude tidu (chiém
khodng 13% liéu ding dung ung). Cdc sO lidu tvong 1 cling dugc thu thdp tir

nhiing ngudi binh thuding tinh nguyén tham gia thi nghiém cling nhu tr nmmm_.:. :

bing phugng phdp nghién ciu thim db.

H3n ding
36 1hdng k& 1 ngdy sdn xudt

Bdo qudn
Gill not khd midt (< 30'C).

Doc k¢ hudng ddn s dyng trude kbl ddng.
N&u cdn tham thong Un xin hél § kign bic ST,

CONG TY €O PHAN CONG NGHE SiNK HOC - DUCC PHAM ICA
L8 10, Duding s 5, Khu cdng nghiép Viét Nam-Singapare,
Thudn An, Binh Duchg, Viét Nam
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