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Doc ki huéng din frude khi sw dung. Néu can thém thong tin, hay héi ¥ kién cia bdc si.
Thubc nay chi dwoe sic dung theo su ké don ciia bac si.

THONG TIN KE DON

VIEN NEN SUNVESIZEN 5 mg/10 mg
(Vién nén Solifenacin succinate )
THANH PHAN
Vién nén Sunvesizen 5 mg/10 mg
M3i vién nén bao phim c6 chira: Solifenacin succinate .....5 / 10 mg
Ta dwgc: Lactose khan, Hypromellose, Tinh bot ngé, Magnesium stearate, oxide Sat (Mau vang),
oxide Sar (Mau do), Opadry tring

MO TA'

Solifenacin succinate la mot thude doi khang thu thé muscarinic. Vé tinh chat hoa hoc,
solifenacin succinate 1a mot acid butanedioic két hop vai (1S)-(3R)-1-azabicyclo[2.2.2]oct-3-yl
3.4-dihydro-1-phenyl-2 (1H) iso-quinolinecarboxylate (1:1) co cong thic phan tr la

C23H26N2022C4Hg Oy, va phan 10 lugng la 480,55, Cong thie cau tao cua solifenacin succinate [/(/{Z//

A7 NN

~

Solifenacin succinate
CHI PINH "?
Solifenacin succinate la mot chat ddi khang vo1 muscarinic dugce chi dinh trong diéu tri bénh
bang quang kich thich véi céc trigu chimg cua tiéu khong kiém sodt cap ky, tiéu gap, tieu lat
nhat.

LIEU LUGNG VA CACH DUNG '

Thong tin vé liéu lwgng

Liéu khuyen cao cua solifenacin succinate la 5 mg * 1 lan mdi ngay. Néu liéu Smg bi dung nap
nhiéu, c6 thé tang 1én dén liéu 10mg x 1 lan méi ngay.

Solifenacin succinate co thé uong voi nude va nudt neuyén vién. Solifenacin succinate cé thé
udng kém hodc khong kém véi thirc an.

Piéu chinh liéu & bénh nhin suy thin

Trén bénh nhdn suy thidn ning, (CLg <30 ml fphul Lhong ]\hu\gn cdo liéu hanf:, ngay Ll.ld
solifenacin succinate cao hon 5mg (xem CANH BAO VA THAN TRONG, SU DUNG TREN
POI TUQNG DAC BIET).

Piéu chinh liéu ¢ bénh nhin suy gan

Trén bénh nhén suy gan mic d§ trung binh (Child-Pugh B), khong khuyén céo liéu hing ngay
cta solifenacin succinate cao hon Smg. Khong khuyen cdo sur dung solifenacin succinate trén
bénh nhén suy gan nang (Child-Pugh C) (xem CANH BAO VA THAN TRONG, SU DUNG
TREN POI TUQNG DAC BIET).

Diéu chinh lidu & bénh nhén dang sir dung thude tre ché CYP3A4
Khi sir dung thude trc ché CYP3A4 nhu ketoconazole, khong khuyén céo liéu hing ngay cua
solifenacin succinate cao hon 5 mg (xem TUONG TAC THUOC).

SU DUNG THUOC TREN POI TUQNG PAC BIET'
Phu nir ¢6 thai: Phan logi trén phu nit ¢é thai la logi C
Khong c6 nghién ciru day du va khong duge kiém soat tot trén phu nit ¢6 thai.
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Sau khi cho chudt nhit mang thai udng solifenacin succinate ¢ dong vi phong xa C", chit co
lién quan dén thudc da duge bao cdo vuot qua hang rio nhau thai. Khong ¢6 ddc tinh trén phéi
hay sinh quéi thai da dugc béo cdo trén chudt nhit duge diéu tri voi mire phoi nhiém cao gip 1.2
lan (30 mg/kg/ngay) so voi licu Khuyén cdo cao nhit trén ngudi [Maximum Recommended
Human Dose - MRHD] la 10 mg.

Su dung solifenacin succinate trén chudt nhit mang thai ¢ lleu 100mg/kg/ngay va cao hon, phoi
nhiém cao gp 3.6 1an so véi MRHD, trong suodt thoi ky chu )c.u ctia qua trinh phat trién co quan,
dan dén lam giam khoi luong co thé thai nhi. Khi cho chudt nhit mang thai sir dung liéu cao gap
7.9 lan (250 mg/kg/ngay) so voi MRHD dan dén tang ti 1¢ ho ham éch. Liéu phoi nhiém
solifenacin succinate trong tir cung va khi cho bu gap 3.6 lan so voi MRHD (100mg/kg/ngay)
dan dén lam giam sy song sot quanh thai diém sinh va giai doan sau sinh, giam su tang trong
lrong co thé va lam cham phat trién thé chat (mo mat va m& ong am dao).

Su gia tang ti 1¢ sinh con dyc trong nhimg Ira chudt tir chudt con phoi nhiém khi chudt me su
dung liéu 250 mg/kg/ngay. Khong c6 tac dung doc trén phdi da duge bao céo ¢ chugt wng khi
cho str dung liéu 1én dén S0 mg/kg/ngdy (phoi nhiém <1 l4n so véi MRHD) hoiic trén tho khi cho
sir dung liéu 50 mg/kg/ngay, phm nhiém gip 1.8 lan so voi MRHD. Vi cac nghién ciru trén dong

succinate trong qué trinh mang thai khi loi ich cao hon nguy co tiém an trén thai nhi.

vat khing phai ludn ludn ¢6 gia tri tién dodn dip ung cua con ngudi, chi nén sir dung sohfena&.l}(

/

Qua trinh chuyén da va sinh n¢

Anh huéng cua solifenacin succinate 1én qua trinh chuyén da va sinh ng & nguoi chua duoc
nghién ctru.

Khong c6 sy anh huong Ién qua trinh sinh ng tw nhién & chuot nhit khi diéu tri & liéu
30mg/kg/ngay. phori nhiém gap 1.2 1an so véi liéu khuyén céo cao nhat trén ngum [MRIID]. Su
dung liéu solifenacin succinate (100 mg/kg/ngdy), phoi nhiém gép 3.6 lan so vai [MRHD] hodc
hon nira s& lam tang ti 1 tr vong quanh thai diém sinh.

Nguwdi me cho con bi

Sau khi cho chudt nhit dang cho con bu udng solifenacin succinate ¢6 carbon danh du phong xa
C", hoat tinh phéng xa di dugc phat hién trong sira. Khong quan sat thiy c6 sur bét lgi & nhimg
con chudt nhat duoc diéu tri voi lidu 30 mg/kg/ngay, phoi nhiém gap 1.2 1an so véi liéu khuyen
cdo cao nhét trén ngudi [MRHD] Chugt con cua nhimg chudt nhit cai dugc diéu tri voi liéu gap
3,6 lan (100 mg/kg/ngay) so véi [MRHD] hodc hon, cho thay c6 sy giam trong lugng co thé, tu
vong sau khi sinh hodc 1am chim € vi¢e khai phat cac phan xa va phat trien thé chét trong sudt
thoi ky bu sira.

Khong b|et solifenacin ¢6 dugc bai tiét trong sita ngudi me hay khong. Boi vi e nhiéu thude
duoc bai tiét qua sira me, cho nén solifenacin succinate khéng nén ding trong sudt thoi kv cho
con bu. Mot quyét dinh can phai duge thuc hién 1a hodc cho tré ngimg ba, hoge ngimg sur dung
solifenacin succinate & cac ba me dang cho con bu.

£y A -
Str dung thuoce o tré em
Tinh an toan va hiéu qua cua Solifenacin succinate trén bénh nhi chura dugce xéc 1ap.

Sur dung thude & ngudi cao tudi

Tinh an toan va hi¢u qua tuong ty da dwogc bao cao giita bénh nhan cao tudi va bénh nhan tré tudi
hon (<65 tudi) khi dugc diéu tri bing solifenacin succinate.

Cac nghién ciru da lidu da bao cdo trén solifenacin succinate chi ra ring & nhu.mg tinh nguyén
vién cao tuon (65 dén 80 mm) c0 Chax. AUC va Ty cao hon 20 dén 25% so véi cac tinh nguyén

vién tré tudi (18 dén 55 tudi)

Suy thin
Than trong khi sir dung solifenacin succinate & bénh nhan suy than. C6 sy tang 2.1 lan trén AUC
va 1,6 lan trén T cua solifenacin trén nhimg bénh nhan suy than ning. Khong khuyén céo ding
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lidu solifenacin succinate cao hon Smg trén nhimg b¢nh nhan suy thén nang (CLe < 30 mL/phat)
[xem CANH BAO VA THAN TRONG; LIEU LUQNG VA CACH DUNG].

Suy gan

Than trong khi sir dung solifenacin succinate 0 bénh nhén suy giam chirc nang gan. C6 sy tang
gap 2 lan trén thoi gian ban thai T, va tang g,ap 35% trén AUC cua solifenacin trén nhitng bénh
nhan suy gan mirc dj trung binh. Khdng khuyén cdo dung lidu solifenacin succinate cao hon 5
mg trén nhimg bénh nhéan suy gan mic d¢ trung binh (Child-Pugh B). Khong khuyén cdo sir
dung solifenacin succinate trén nhitng bénh nhan suy gan nang (Child-Pugh C) [xem CANH
BAO VA THAN TRONG; LIEU LUQNG VA CACH DUNG]|

Gidi tinh: Duoc dong hoc cua solifenacin khong bi anh hudng déng ké boi 2161 tinh.

CHONG CHI PINH "?
Solifenacin bi chong chi dinh trén nhirng bénh nhan:

e Bitiéu (xem CANH BAO VA THAN TRONG), /‘@ -

e U'dich da day (xem CANH BAO VA THAN TRONG),

e Bénh tang nhin dp goc hep khong duge kiém soat (xem CANH BAO VA THAN
TRONG). va

* B¢nh nhan duge biét qua man véi thude hodc bt k¥ thanh phan nao cta thude (xem TAC
DUNG KHONG MONG MUON)
Nhuoe co

e Suy gan nang
Suy than ndng hodc suy gan trung binh va nhimg ngudi dang duge diég tri bang chét tc
ché manh CYP3A4, vi du nhu ketoconazole (xem TUONG TAC THUOC).

 Chdng chi dinh sir dung solifenacin & nhimg bénh nhén dang tham phan mau.

CANH BAO VA THAN TRONG 2

Phu mach va phan éng phan vé

Pht mach ¢ mat, moi, ludi vivhodc thanh quan da duge béo céo véi solifenacin. Trong mot so
truromg hop, phi mach da duge béo céo xay ra ngay sau liéu dau tién. Céc truomg hop phu mach
da duge béo cdo xay ra lc vai gio sau liéu dau tién hodc sau nhiéu liéu. Phit mach lién quan dén
duong ho hap trén do triéu chimg sung phii ¢6 thé de doa dén tinh mang. Néu _Xay ra sung phu ¢
ludi, hiu dudi hodc thanh quan, nén ngung ngay solifenacin va phai diéu tri bang liéu phép thich
hop va/hodc dung cac bién phip can thiét kip thoi dé bao dam thdng thoang dudng thé. Phan img
phan v¢ da duoc bdo cao la hiém gip o nhimg bénh nhan diéu tri bang solifenacin succinate.
Solifenacin succinate khong nén sir dung & nhirg bénh nhan c6 tién sir qua mén hodc nghi ngor
qua man véi solifenacin succinate. D6i v6i nhimg bénh nhan bi phan tmg phan vé, nén ngung
ngay solifenacin succinate va cac bién phap tri liéu thich hop can duge thuc hién.

Bi ti¢u: Solifenacin, cling nhu cdc thude khang cholinergic khac nén duge dung véi sy thin
trong doi vai nhimg bénh nhén ¢6 biu hién lam sang tic ngh&n bang quang rd rét vi nguy co bi
tiéu (xem CHONG CHI DINH).

Réi loan veé da day rudt

Solifenacin, ciing nhu cac thude khéng cholinergic khac nén duge dung véi su than trong doi véi
nhimg bénh nhén suy giam nhu déng rudt (xem CHONG CHI DINH).

Solifenacin nén sir dung véi than trong trén nhimg bénh nhan roi loan tac nghén dudmg tiéu hoa.
Str dung solifenacin succinate than trong ¢ nhitng bénh nhén di tit thodt vi/trao nguoc da day
thuc quan va/hodc nhirng nguoi dang dung cac thude (vi du nhu bisphosphonates) c6 thé gay ra
hodc lam trim trong thém viém thye quan.

Cic anh huéng trén thin kinh trung wong

3/8



https://trungtamthuoc.com/

Solifenacin ¢6 lién quan dén cic tic dung khang cholinergic trén hé than kinh trung wong
(TKTW) (xem TAC DUNG KHONG MONG MUOV) Mot loat céc tic dong khang
cholmerglc trén TKTW da duge bao céo, bao gdm nhire dau, 1a 1an, ao giac va budn ngi. Bénh
nhén can duge theo dai céc dau hiéu cua tac dung khang Lholmurgu. trén TKTW, dac biét la sau
khi bit dau diéu tri hodc tang lidu. Khuyén bénh nhdn khong nén 1di xe hodc van hanh may moc
hang nang cho dén khi ho biét solifenacin anh huéng dén ho nhu thé nao. Néu mét bénh nhan trai
qua céc téc dung khang cholinergic trén TKTW, viée giam liéu hodc ngung thude can duge xem
xét dén.

Solifenacin nén dugc sir dung véi sy thén trong & nhimg bénh nhan c6 bénh 1y trén hé thin kinh
thue vat.

Bénh ting nhin 4p goc hep cé kiém soat
Str dung solifenacin thdn trong & nhitng bénh nhén dang dugc diéu tri bénh tiang nhan ap goc ht.p
(xem CHONG CHI PINH). / ( (

/ /-
Suy gan /

Solifenacin nén dwogc sir dung than trong ¢ nhimg bénh nhan suy gan. Khong khuyén céo ding
liéu solifenacin cao hom Smg trén nhimg bénh nhan suy gan mirc do wrung binh (Child-Pugh B).
Khong khuyén cao dung solifenacin trén nhimg bénh nhan suy gan ning (Child- Pugh C) (xem
L IFU LUON(: VA CACH l)Ui\(J SU DUNG TREN DOI TUQNG DAC BIET va CHONG
CHI DINH).

Suy than

Solifenacin nén duoc sir dung than trong trén nhitng bénh nhén suy thin. Khong khuyén céo
dung liéu SO!ifenflCin cao hon 5mg trén bénh nhér} suy L‘han nang (CL¢ <30 mL/phat) (xem LIEU
LUQNG VA CACH DUNG va SU DUNG TREN DOI TUONG PAC BIET).

Bénh nhin kéo dai khoang QT mic phai hay bim sinh

Trong mét béo cdo vé nghién ctru anh hudng cua solifenacin dén khoang QT & phu nir manh
khde, tac dung kéo dai khoang OT xuat hién it hon & mure liéu solifenacin 10 mg so véi & miic
liéu 30mg (gap 3 lan liéu khuyul cdo t6i da), va anh huong cua solifenacin 30 mg khong nhi¢u
nhur str dung moxifloxacin déi chimg duong tinh & khoang liéu diéu tri cua né.

Phat hién nay nén dugc xem xét trong cdc quyét dinh trén lam sang dé ké dom solifenacin cho céc
bénh nhan da duoc biét ¢o tién sir kéo dai khoang QT hoic trén nhimg bénh nhan dang st dung
cac thude 1am kéo dai khoang QT.

Su kéo dai khoang QT va xodn dinh da duge bio cdo trén nhimg bénh nhan ¢6 cac yéu td neuy
co, nhu hdi chimg QT kéo dai da ton tai tir trude va ha kali huyét.

Cac truwong hop khic

Nhirng nguyén nhan khac gay ra di tiéu thuomg xuyén (suy tim hoac benh théan) can dugce danh
gia trude khi didu tri bing solifenacin. Néu hi¢n dang co bénh nhiém tring duong tiét nidu, mot
liéu phap khang khuan thich hgp nén duge bt dau.

Tinh an toan va hiéu qua chua dugc xac 1dp trén nhimg bénh nhan bi bang quang co thit do
nguyén nhan tir hé théng than kinh.

Hiéu qua ti da cua solifenacin c6 thé duge xac dinh sém nhit sau 4 tun.

Anh hwéng trén kha niing ldi xe va vin hanh may

Vi solifenacin, ciing nhu cac thude khang cholinergic khac ¢ thé gdy ra mo mat, va, xay ra
khong thuong xuyén, budn nga va mét moi (xem TAC DUNG KHONG MONG MUON) kha
ning lai xe va van hanh may mée ¢6 thé bi anh huéng \cau

San phim ndy c6 chira lactose. Nhirg bénh nhan c6 van dé di truyén hiém gap khong dung nap
galactose, sy thiéu hut Lapp lactase hodc kém hap thu glucose-galactose thi khong nén dung san

phdm thude nay.

TUONG TAC THUOC "2
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Twong tic duge dong hoc

Cic chit irc ché manh CYP3A4

Sauk hi dung 10mg solifenacin ciing v&i 400 mg ketoconazole, mot chét tre ché manh CYP3A4,
Chax va AUC trung binh cua solifenacin t'mg tuong ung 1,5 va 2.7 lan. Do dé khuycn cao sur
dung liéu solifenacin khong qua 5mg méi ngay khi ding liéu diéu trj cua ketoconazole, hodc
thuoc tc ché manh CYP3A4 khac (vi dy ritonavir, nelfinavir, itraconazole) (xem LIEU LU ONG
VA CACH DUNG). Nhimg anh huéng cua cde chét ire ché CYP3A4 yéu hodc trung binh da
khéng dugc nghién ctru. )

Dicu tri dong thoi solifenacin va mot chét te ché manh CYP3A4 1a chéng chi dinh & bénh nhan
suy thdn ndng hodc suy gan trung binh.

Thubc giy cam ieng CYP3A4
Khong ¢6 nghién ctu in vivo bdo cio vé viée danh gia anh huong cua thude gy cam img
CYP3A4 dén solifenacin. Nghién ciru chuyén héa thuoc in vitro da da dugc bdo cao da chi ra
l'dl’lE solifenacin la chat nén cua CYP3A4. Do do. thude gdy cam img CYP3A4 ¢o thc lam giam
nong do cua solifenacin. Vi solifenacin dugc chuyén hoa bai CYP3A4, twong tac vé duoc dong
hoc 1a c6 thé xay ra vai cac chat nén khac cua CYP3A4 véi 4 luc cao hon (vi du verapann]
diltiazein) va cac chit cam tmg CYP3A4 (vi du rifampicin, phenytoin, carbamazcpine).

{
Th H(;(. dugce chuy 'én héa bi Cytochrome P450
0 nong dl;) diéu tri, solifenacin khong e ché CYP1A1/2, 2C9, 2C19, 2D6, hoic 3A4 c6 nguon
gdc tir vi nhan gan nguoi. Vi vy, solifenacin khong lam thay ddi do thanh thai cta céc thude
duoc chuyén héa boi cac enzyme CYP nay.

Warfarin ..
Solifenacin khong ¢6 anh huong dang ké trén duoc dong hoc cua R-warfarin hodc S-warfarin.

Thuéc tranh thai duong udng _ o )
Véi sur hién dién cua solifenacin, khdng c6 su thay doi dang ké vé nong d6 trong huyét tuong cua
cac thuoc tranh thai duong uong dang phoi hop (ethinyl estradiol/levonorgestrel).

Digoxin: Solifenacin khong anh hudng déng ké dén dirge dong hoc ctia digoxin (0,125mg/ngay).

Twong tac dm,rc lue hqc

Su dung dong thoi véi cae thude khac ciing c6 dic tinh khang cholinergic ¢6 thé din dén hiéu
qua dicu trj o rét hon va tang cao tac dung khong mong mudn. Sau khi ngung diéu tri bing
solifenacin 1 tuan la khoang thoi gian cho phép trude khi bit dau diéu tri bang thudc khang
cholinergic khac.

Tac dung diéu tri ctia solifenacin ¢6 thé bi gidm boi vide st dung dong thai vai thube chi van thu
thé cholinergic.

Solifenacin c6 thé lam giam tac dung cta cdc thude kich thich nhu dong cta da day va dudng
rudt, nhu metoclopramide va cisapride.

TAC DUNG KHONG MONG MUON "

Cac tac dung b.at loi du kién cua céc tac nhan khang cholinergic 1 khé miéng, tao bon, mo mét
(bat thuong vé diéu tiét mat), bi tiéu, khd mat

Tén suét cua cac tic dung khong mong mudn cua Lhuoc khang cholinergic lién quan den lidu
dung. Kho miéng va tdo bon da duge bao cdo voi tin sudt cao hon trén nhimg bénh nhén du,u tri
b"mg solifenacin 10mg so v&i Smg. Céac phan mg bit loi thuong gap nhat din dén ngung tiép tuc
diéu tri la khé miéng (1,5%)

Cac phan ing bét loi da dwge bio cio véi solifenacin & 21% cdc bénh nhin:

Réi loan da day rugt: Kho miéng, Tao bon, Budn non, Kho tiéu, Dau bung trén, Non mua NOS’
Nhrem trang va nhiém ky sinh tring: Nhiém khuan duong tiét niéu NOS, ciim, viém hong
NOS'
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Roi loan h¢ ﬂ'um kinh trung wong: Chodng vang
Réi logn vé mit: Nhin mo, khé mat NOS
Rm logn trén thin va tiét ni¢u: Bi tiéu
Roi loan chtmg va tinh trang noi diing th wéc: Phu chi dudi, Mét moi
Rm loan vé tam than: Trim cam NOS
Réi loan ho hép, Long nguc va Trmrg thét: Ho
Raf !ogn vé mach mdu: Ting huyét ap NOS”
"NOS: Not otherwise specified: Khong diege xdac dinh ro

Kinh nghi¢m hiu tiép thi

Vi cac hu.n ¢b nay duoc béo cdo mot cach tu phat tir cic ghi nhan trén khép thé gi¢i, tan sudt ctia
céc bién cb va vai tro cua solifenacin trong moi tuong quan nhén qua l\hon;__ thé xac dinh mot
cach dang tin cdy. Cac \ean dé sau day da dugc béo cao c6 lién quan dén viéc sir dung solifenacin
trong l-.mh nghiém héu tiép thi trén toan thé gioi:

phat ban. ngtra, ndi may day va phan 1rng phan v¢

Than kinh trung wong: nhirc dau. 14 lan, 40 ;_,iac mé sang va budn ngi.

Tim mach: kéo dai khoang QT; xoén dinh, rung nhi. nhip tim nhanh, dénh tréng nguc.
Gan: ri loan vé g¢an chu yéu duoce dic trung boi xét nohiém bét thuong chirc nang gan. AST
(aspartate 4mmouanbfcrasc)_ ALT (alanine aminotransferase), GGT (gamma-glutamyl
transferase).

Thdn: suy than.

Réi loan vé chuyén héa va dinh dwdng: giam su them an, ting kali mau.

Da: viém da troc vay va hong ban da dang.

Ro: loan ve mdt: tang nhan ap.

Réi loan ve dg day rujt: bénh trao nguoc da day thuc quan va tic rudt.

Rm loan ve hé hip, long nguec va trung thit: kho phat am.

Roi logn vé co xuong khop va mé lién két: yéu co.

Cic tac dung bat an khic gom co:

Viém bang quang. r6i loan vi gide, khé miii, khd hong. khé chiu & bung, da khé, khé khan trong
tiéu tién, phan déng chat tram trong, tac rudt két, tic ruot va phu than kinh — mach.

THONG BAO CHO BAC SI CAC TAC DUNG KHONG MONG MUON GAP PHAI KHI
SU SUNG THUOC.

Tong quit: phu ngoai bién, phan mg qua man, bao gom phi mach cung tic nghén duong thor/
Kﬁ’

QUA LIEU "?

Qua lidu voi solifenacin c6 kha nang dan dén tic dung khang cholinergic nang va can dugce diéu
tri phtt hop. Liéu cao nhit cua solifenacin succinate bing duomg udng khi qui lidu ngu nhién
duoc bio cao la 280mg trong khoang thoi gian 5 gio. Truong hop nay lién quan den nhimg thay
doi vé trang thdi tam than. Mgt sb truomg hop da duge bao céo la c6 sy suy giam vé nhan thire.
Céac tac dung phu khang cholinergic khong thé chiu dung dugc (ddng tir khong phan tng lai voi
kich thich va gian ddng tir, mo mat, that bai v6i thir nghiém got chan dén ngon chan - heel-to-toe
exam, run va kho da) da dugc bio cdo xay ra vao ngay 3 ¢ nhimg tinh nguyén vién binh thuong
cho su dung thude véi lidu 50 mg mdi ngay (cao hon gap 3 lan liéu diéu tri khuyén cdo cao nhat)
va s& hoi phuc trong vong 7 ngay sau khi ngung thude.

Trong truong hop qua liéu voi solifenacin, xir tri bﬁng cach rira da day va céc bién phép diéu tri
hd tro. Khuyén cdo theo doi dién tim do.

Péi voi tac dung khang cholinergic khéc, cdc tri¢u chimg co thé duge xir Iy nhu sau:

- Céc tac dung khang cholinergic trung uong nang nhu ao giac hoac kich thich ro rét: diéu tri
bing physostigmine hodc carbachol.

- Co giat hoac klch thich rd rét: diéu tri bing benzodiazepines.

- Suy hé hép: diéu tri bing hé hip nhén tao.

- Nhip tim nhanh: diéu trj bing beta-blockers.
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- Bi tiéu: diéu tri bang, y dat ong thong ticu.

- Gian dong tir: diéu tri bang thudc nho mat chira pilocarpine va/hodc dit bénh nhan & phong t6i.
Cung nhur cac thude khang muscarinic khéc, trong truomg hop qua lieu, dac biét chu y bénh nhan
vi nguy co kéo dai khoang QT da dugc biét (nhu giam kali huyét, cham nhip tim va dung dong
thoi cac thude da duoc biét lam kéo dai khoang QT) va céc bénh tim lién quan da c6 sin tir trude
(nhur 1a thiéu mau cuc b co tim, loan nhip tim, suy tim sung huyét).

PAC TiNH DUQC PONG HOC VA DUQC LUC HQC ?

e Tac dung dwoe lue hoe

Co ché tic dung

Solifenacin la mot thude déi khang canh tranh vai thy thé muscarinic. Thy thé muscarinic dong
mot vai trd quan trong Imng nhiéu chirc nang qua trung gian hé cholinergic chu yéu, bao gom co
thit co tron bang quang niéu va kich thich tiét nude bot.

Téc dung kéo dai khoang QT da dwoc bao cdo nhiéu hon & lidu 30mg so voi lidu 10mg
solifenacin. Quan sat nay nén duoc can nhic trong cac quyét dinh lam sang dé ké don solifenacin
cho nhirng bénh nhan da dugc hiét ¢6 tién sir kéo dai khoang QT hoic nhimg bénh nhéan dang sur
dung cac thude duge biét lam kéo dai khoang QT.

e Duwoc dong hoe

Hip thu

Sau khi cho nhimg tinh nguyén vién manh khoe udng solifenacin, ndng do dinh trong huyét
tuong (Cpax) cua solifenacin duoc béo cao la dat duge trong vong 3 dén 8 gio sau khi uc"mg‘ va
trang thai 6n dinh dao dong trong khoang 32,3 dén 62.9 ng/ml cho vién nén véi lidu lan luot Smg
va 10mg solifenacin. Sinh kha dung tuyét d6i cua solifenacin 1a khoang 90% va nong do trong
huyét trong cua solifenacin 14 ti 1& thudn véi liéu dung.

D tuyén tinh/phi tuvén tinh: Dirge dong hoc 1a tuyén tinh trong khoang liéu diéu tri.

Tdc dung cua thirc an
C6 thé sir dung solifenacin khong cin phu thuge vao bira in. Dung lidu duy nhédt 10mg
solifenacin clng véi thire an da duge bdo cdo lam ting Cyay va AUC lan luot khoang 4% va 3%.

Phiin bo

Solifenacin gan két khoang 98% (in vivo) véi protein huyet tuong nguoi, chu yeu la gan Vol
alpha,-acid glycoprotein. Solifenacin phén bd cao vio cic mod khong thuge hé théng than kinh
trung uong, thé tich phan b ¢ trang thai 6n dinh trung binh la 600L.

Chuyén héa
Sollfenacm duogce chuyén hoa & gan. Con dudng chuyén héa chinh 1a qua CYP3A4, tuy nhién,

van t6n tai con duong chuyén héa thay thé khac. Con dudmg chuyén hoa chinh cua solifenacin la
thong qua sy oxy héa N cua vong quinuclidin va hydroxyl héa 4R cua vong
tf..trahydrnlsoqmnolme Mot chit chuyén hoa ¢o hoat tinh duogc ly (4R-hydroxy sohfcnacm) xuat
hién ¢ nong do thip va duémg nhu khong dong gop dang ké vao hoat tinh lam sang, va 3 chit
chuyén héa khong ¢6 hoat tinh duge ly (N-glucuronide va N-oxide va 4R-hydroxy- -N-oxide cua
solifenacin) da béo cao dugc tim thay trong huyét twong ngudi sau khi udng thude.

Bai ti¢t
Sau khi cho tinh nguyén vién khoe manh ding 10mg solifenacin succinate c6 danh déau phong xa

C'", 69,2% hoat tinh phong xa dugc bao céo tim thay trong nudc tiéu va 22.5% dugc tim thiy
trong phén trén 26 ngay. it hon 15% liéu dung (nhu gid tri trung binh) dugc phuc hoi trong nudce
tiéu dudi dang solifenacin nguyén ven. Cac chét chuyén hoéa chinh duge xac dinh trong nude ticu
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la N-oxide cua solifenacin, 4R-hydroxy solifenacin va 4R-hydroxy-N-oxide cua solifenacin va &
& trong phan la 4R- hydro\;} solifenacin. Thoi gian ban thai cua solifenacin sau lidu dai han la
khodng 45 dén 68 gid.

TINH AN TOAN TIEN LAM SANG '

e Kha ning gay ung thu, Gay djt bién, Suy giim kha nang thu tinh

Khong c6 su gia tang vé cac khdi u da duge bdo cio sau khi sir dung solifenacin succinate cho
chudt nhat duc va chudt nhat cai trong 104 tuan & muc liéu [én dén 200mg/kg/ngay (phoi nhidém
lan luot gap 5 dén 9 lan so voi lidu l\huyen cdo cao nhat trén nguoi [MRHD] & mac 10mg), va
cho chudt cong duc va chudt uma ci sir dung thude trong 104 tudn & mire lidu lan luot 20mg va
15mg/kg/ngay (phoi nhiém <1 14n so véi MRHD).

Solifenacin succinate khong gay djt bién gen in vitro trong thir nghiém dot bién gen trén vi
khuan Salmonella typhimurium hodc Escherichia coli hodc thir nghi¢m bat thuong nhiém sic thé /Y
¢ té bao lympho mau ngoai’ vi ngudi co hodc khong co6 su hoat hoa chuyén héa hodac thir nghiém f[‘{/
vi nhan in vivo trén chudt cong. / 2
Solifenacin succinate khong anh hudong 1én chie nang sinh san, sy thu tinh hodc su phat trién
phéi sém cta thai chudt khi cho chudt nhat duc va chudt nhét cai diéu tri véi liéu solifenacin
succinate 250mg/kg/ngay (phoi nhiém cao gip 13 lan so véi MRHD),va chudt cong due diéu tri
bing <olifenacin succinate 50mg/kg/ngay (phoi nhiém <1 1dn so véi MRHD) va chuét céng céi
diéu ui bang solifenacin succinate 100mg/kg/ngay (phoi nhidém 1,7 lin so voi MRHD).

BAO QUAN: Bao quan & nhiét d6 duéi 30°C, tranh anh sang va do am.

DE XA TAM TAY TRE EM.

QUY CACH PONG GOI: Vi 10 vién, hop 3x10 vien

HAN DUNG: 24 thang ké tur ngay san Xuat.

KHONG DUNG THUOC DA HET HAN SU DUNG GHI TREN NHAN.

TAI LIEU THAM KHAO
1. Prescribing Information of VESIcare Tablets, Astellas Pharma US, Inc., USA, revised in

October 2013 acceSolifenacin succinateed from http://www. acce‘golifenacm
succinatedata.fda.gov/drugsatfda_docs/label/2013/021518s0161bl.pdf on 14™ April 2014,

2. Summary of Product Characteristics of Vesicare 5 mg and 10 mg film coated tablets, Astellas
Pharma Ltd., UK, revised in November 2013.
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