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Ry — Thude ndy chi dimg theo dom thude

ISKREETE

(Vién nang cimg chia vi hat phong thich kéo dai tolerodin tartrat)

Ciic dfiu hiéu lru ¥ va khuyén cdo:
Doc k¥ huomg dan sie dyng triede khi ding,
Pé xa tam tay ire em

Théng béao ngay cho b sy hodc dwoe sy nhitng tie dung khing mong muon oap phai khi s
dung thude,

1. Thanh phin cing thire thube

Mdi vién nang chira:

ISKREETE 2

Thanh phin hoat chit: Tolterodin tartrat 2 mg.

Thanh plu’m td duge: Sugar spheres, sucrose, colloidal silicon dioxid, cthyl cellulose,
hypromellose phthalat HP35, hypromellose E5, dibutyl sebacat, talc, empty hard gelatin
capsules (thanh phin vé nang bao gdm: gelatin, purified water, FD & C blue 2, iron oxide
yellow, titanium dioxide).

ISKREETE 4

Thinh phﬁn hoat chiit: Tolterodin tartrat 4 mg.

Thanh phdn ta duwge: Sugar spheres, sucrose, colloidal silicon dioxid, ethyl cellulose,
hypromellose phthalat HP3S, hypromellose ES, dibutyl sebacat, tale, empty hard gelatin
capsules (thanh phin vo nang bao gom: gelatin, purified water, FD & C blue 2, titanium
dioxide).

2. Dang bao ché: Vién nang ciing chia vi hat phong thich kéo dai.

Ma ta djc diém thuic

ISKREETE 2: Cdc vi hat hinh chu dén oval mau tring dén tring nga duge chita trong vién
nang ctmg ¢& "4" ndp mau xanh dyc duge in * W * miu xdm va thin mau tring duc dwoc in
"013" mau den.

ISKREETE 4: Céc vi hat hinh cdu dén oval mau tring dén tring ngi duge chim trong vién
nang cimg cir "3" nip mau xanh dyc duge in " W " mau xdm va thin mau tring duc duge in
014" mau den.

3. Chidinh

Vién nang cing chira vi hat phong thich kéo dai tolterodin tartrat durge chi :11:}[1 trong diéu Eri
bang quang heat dgng qud mitc véi cac trigu chimg ticu khong tyr chi, tiéu gap va tidu nhicu
lin.

4. Liéu ding — Cich dimg

Litu ding

Lidu duge khuyén cdo cia vién nang cimg chira vi hat phéng thich kéo dai tolterodin tartrat 12
4 mg x | lAn/ngay udng ciing vii nudc vi nudt tron vién. C6 the gidm lieu con 2 mg-ngs‘:{y du,‘m
trén dap tng va kha nidng dung nap cua timg bénh nhin; tuy nhién, han ¢hé dir ligu ve higu
qua doi véi vién nang cimg chira vi hat phong thich kéo dai tolterodin tartrat 2 mg.

Didu chinh liéu @ cdc mhém doi twgng dac biét B
Poi voi bénh nhin suy gan nhg dén vira (Child Pugh loai A hodc B) hodc _suy 1.]1511.1 Ilghl?m
trong (CrCl 10 — 30 mL/phat), lidu khuyén cdo ciia vién nang cimg chita vi hat phong thich
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kéo dai tolterodin tartrat 1a 2 mg x | lin'ngdy. Khong khuyén cdo sir dyng vién nang eimg
chira vi hat phong thich kéo dan tolterodin tartrat & nhimg bénh nhin suy gan nghiém wong
(Child Pugh logi C). Nhimg bénh nhin ¢6 CrCl < 10 mL/phat chua duge nghidn cim va
khéng khuyén cao sir dung vién nang cimg chira vi hat phéng thich kéo dai tolterodin 1artrat &
nham bénh nhan ndy,

Diéu chinh liéu ki sit dung dong thii vii cdc thude khie

Db v nhimg bénh nhin dang sir dung cic thude co the e ché CYPIA4 [nhu ketoconazol,
clarithromycin, ritonavir]. liéu khuyén cao ciia vién nang cimg chira vi hat phéng thich kéo
dai tolterodin tartrat 14 2 mg x | lin/ngay.

Cich dung

Sit dung duimg udng.

Vién nang gidi phong kéo dai cé thé ung cing hodce khong clng thire an vi phi nudt tron
vién thuoe.

5. Ching chi dinh

Chéng chi dinh tolterodin tartrat & nhiin g bénh nhan bi tidu, ir da diy hojic glacom goe dong
khéng durge kiém sodt. Tolterodin tartrat ciing chéng chi dinh & nhiing bénh nhin ¢6 tién si

qud man vdi hogt chat hodc bat ky thanh phan té duge ndo cia thude, hode vai vién nén =
phéng thich kéo dai fesoterodin fumarat, gibng vén tolterodin tartrat, duge chuyén hoi thanh QNCARE
5-hydroxymethyl tolterodin. VAN PHONG
6. Canh bio va thin trgng khi ding thube DAl DIEN

Phit mach Al THANH PH
Phan vé vit phit mach cin nhip vién va didu tri y 1 khin edp d3 xdy ra véi licu dhu tién vi HO CHI MINH

cde liéu sau dé cia tolterodin tartrat. Khi xdy ra kho thé, tac nghén duéng ho hip tén hojlic
tut huyét dp, nén ngimg st dung tolterodin tartrat vi nhanh chong tién hanh diéu tri thich hop.
Bi tidu

Str dung vién nang cimg chita vi hat phong thich kéo dai tolerodin tartrat than trong o nhimg
bénh nhan tic nghén dudmg ra cia bing quang ddng ké trén lam sing do nguy co bi ticu.

Ciic roi loan tiéu hoa

Su dyng tolterodin tartrat thin trong o nhimg bénh nhin co cie rbi loan tic nghén dudmg tiéu
hoa do nguy co 1t dong da day,

Vién nang cimg chira vi hat phong thich kéo dai wlerodin tartrat, ciing nhur cic thude khing
muscarinic khde, ¢6 thé giam nhu dong da day rudt va nén thin trong & nhimg b¢nh nhan voi
céc tinh trang lién quan dén giam nhu dong da diy rudt (nhur mat truremg lue rudt).

Glocdm goe ding khing duge kiém sodt

Sir dung tolterodin tartrat than trong & nhimg bénh nhin dang duwge didu trf glocom goe dong.
Tic dpng 1én h§ thin kinh trung wong

Tolterodin tartrat ¢6 lién quan dén tic dung khing cholmcrgu, trén hé than kinh trung uong
(CNS) bao gdm chéng mit va budn ngi. Bénh nhin cin duge theo ddi cde diu hiéu cua tdc
dung khang cholinergic trén hé than Kinh trung womg, dac bi¢t li sau khi bat dau didu tri hoje
tang liéu, Bénh nhin khnng nén lai xe hodc van hanh mdy méc cho dén khi xdce dinh duwee
anh huémg cua thude. Néu bénh nhin glp phai tac dyng khéing cholinergic mén h¢ than kinh
trung womg. nén cin nhie giam lidu hodc ngimg thude.

Suy gan

P6 thanh thai eda tolterodin phéng thich wie thoi dang dwimg udng giam ding k& o nhimg

bénh nhin xo gan so voi nhitng ngudi tinh nguy¢n khoe manh. (§ nhimg b¢nh nhin say gar;
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nhe dén vira (Child Pugh logi A hodc B), liéu khuyén cdo cua vién nang cimg chira vi hat
phong thich kéo dai tolterodin tartrat 14 2 mg x 1 lin/ngdy. Khong khuyén cdo sir dung vién
nang elmg chira vi hat phong thich kéo dai tolterodin tartrat ¢ nhung bénh suy gan nghiém
trong (Child Pugh loai C).

Suy thin

Suy thin e thé lim thay d6i dang ké sy phan bd cua tolterodin vi cic chit chuyén hoa cia
thude. Nén giam liéu vién nang phang thich kéo dai tolterodin tartrat con 2 mg x | lan/ngdy &
nhimg bénh nhin suy thin nghiém trong (CrCl 10 = 30 mL/phir). Nhimg b¢nh nhin CrCl <
10 mL/phut chira duge nghién ciu va khang khuyén cdo sir dung tolterodin tartrat & nhimg
bénh nhan nay.

Nhuwge cor

Sir dung tolterodin tartrat thin trong & nhitmg bdnh nhin nhuge co. mot bgnh 1§ dac rung boi
giam hoat tinh cholinergic & nit than kinh co.

Sir dung & nhimg binh nhan kéo dai QT bim sinh hodic méc phai

Trong 1 nghién ciru vé hi¢u qui cha vién nén tolterodin phong thich tire thai dén khoang QT,
dnh hucmg dén khoang QT duimg nhwr ki 16n hon véi liéu 8 me/ngdy (gp 2 lin liéu dicu tri)
so voi 4 mg/ngay va ré rang hon o nhimg nguii CYP2D6 chuyén hod kém (PM) so véi
nhimg ngudi chuyén hod manh (EM). Tac dung cua tolterodin 8 mg/ngdy khong lon nhu di
durgre ghi nhédn sau bén ngay ding thude so vén moxifloxacin ki¢m sodt hoat tinh. Tuy nhién,
khoang tin ciy 1a chong chéo.

Cac ghi nhn nay nén duge xem xét trang e quyCt dinh lam sing dé ké don tolterodin tartrat
cho nhitmg bénh nhin cd ticn sit kéo dai QT hodc nhimg bénh nhin dang sir dyng cac thude
chéng loan nhip nhém IA (nhu quinidin, procainamid) hoje nhom 11 (nhar amiodaron,
sotalol). Khong cé xoin dinh trong kinh nghi¢n sau khi luu hanh trén thé gidi vai vién nang
eimg chira vi hat phong thich kéo dai tolterodin tartrat.

Sir dung thube cho tré em

Hi¢u qua cia tolterodin tartrat chira durge xac dinh & tre em.

Higu qua chua duge xdc dinh trong hai nghién cuu ngau nhién, ¢6 ddi chimg gid duge, ma
ddi. kéo dai 12 tudn, trong d6 ghi danh 710 bénh nhi (486 bénh nhin dung vidn nang cimg
chire vi hat phang thich kéo dai tolterodin tartrat, 224 bhénh nhin ding gia duge) tir 5 - 10
tudi b di tiéu nhiéu lin va ti¢u khong tr chit. Ty I¢ b¢nh nhin bi nhidm tring duémg tiét nigu
¢ao hom o nhimg bénh nhin durge didu tri bing vién nang cimg chira vi hat phong thich kéo
dii tolterodin tartrat (6,6%) so vdi nhimg b¢nh nhan ding g duge (4.5%). Réi loan hx‘ml:\ vi
hung hing, bat thudng, ting dfng va réi loan chii § xdy ra & 2,9% e em duoc diéu tri bing
vién nang cimg chira vi hat phéng thich kéo dai tolterodin tartrat so véi 0.9% tre em duge
didu trj bing gia duoc.

Sir dyng thube cho ngudi cao tudi ' _

Khong cé sir khic bigt tong thé ndo vé do an toan duge quan sat thiy giltm bénh nhin cao ol
vé tré tudi duge didu trj biing tolterodin.

Trong cic nghién ciu da liéu trong 6 sic dung tolterodin gidi phéng tirc thoi 4 mg (2 mg 2
lin/ngdy). ndng d¢ tolterodin va 5-HMT wong huyét thanh twong t shau & nhimg ngudi tinh
nEuyen cao tuoi khoe manh (nr 64 dén 80 i) vi nhimg ngudi tinh nguyen tre khoe I:I'?alﬂj
(dudi 40 tu6i). Trong mt nghién el lam sang khac, nhimg ngwo! tinh nguyén cav udi (o
71 dén 81 méi) duge ding tolterodin giai phong tirc thii 2 hodc 4 mg (1 hojc 2 mg 2

lin/ngiy). Nong d9 trung binh trong huyét thanh cua tolterodin va 5-HMT o nhimg ngué;
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tinh nguyén cao tudi ndy cao hon khoang 20% va 50% so vai nong dé dirge bio cdo & nhimg
ngudi tinh nguyén tre khoe manh. Tuy nhién, khong c6 sy khae bigt chung nao duge quan sit
thiy vé tinh an toin gira b¢nh nhan cao twoi vi té woi ding tolterodin trong cdc nghién ¢t
lam sang ¢6 d6i chimg giai dogn 3, kéo dai 12 min; do do. khong khuyén cio diéu chinh lidu
tolterodin cho bénh nhin cao tbi,

Ta dwge

San pham thude ndy chita ta duge sugar spheres (thinh phin chinh sucrose), Bénh nhan méc
cde van dé di truyén hiém gip vé khong dung nap fructose, kém hip thu glucose-galaciose
hoje thidu hyt sucrase-isomaltase khang nén ding thude nay,

7. Sirdyng thude cho phy nik ¢6 thai via cho con bia

Sir dyng thude cho phy nir ¢6 thai

Tom 141 rii ro

Khéng 6 dir ligu ndo vé vige sir dung vién nang cimg chita vi hat phéng thich kéo dai
tolterodin tartrat & phy nir mang thai dé thong bdo vé cdic rui ro lién quan dén thude. Trong
cée nghién ¢ty vé khi ning sinh san ¢ dong vit. vige ding tolterodine va chat chuyén hoa 5-
HMT duémg uong cho chudt mang thai trong qud trinh hinh thanh ca quan khang gy ra két
qua phat trién bt lgi & liéu gip khoang 9 dén 12 lin mic hap thu lam sang & liéu 20
mg/kg/ngdy; tuy nhién, lidu cao hon gay ra két qua phat trién bat lgi (xem Dt ligu).

Trong dan s6 chung cua Hoa Ky, tv I¢ uée tinh vé dj tét bam sinh nghiém trong vi sy thai
trong cdc thai ky duge xdc dinh vé mat lam sang Iin lugt 13 2-4% va 15-20%.

D lidue

D licu trén dong vit

Khéng ¢6 bét thuimg hoiic di tit ndo duge quan sit thiy sau khi udng tolterodine cho chugt
mang thai trong qui trinh hinh thanh ¢ quan & mire phoi nhiém lam sang gip khoang 9-12
lin so véi cac thanh phan co hogt tinh duge 1y cia vién nang cing chira vi hat phéng thich
kéo dil tolterodin tartrat (dua wén AUC cua mllcrudine vi chiit chuyén héa S-HMT ciia né &
lidu 20 mg/kg/ngay). O mire hip thu lim sing gip 14-18 1&n (liu tlr 30 dén 40 me/kg/ngay)
@ chudt, tolerodine giy ¢hér phm. lam giam ¢in ning :,ua thai nhi va lam ting ty I§ bt

thuomg cua thai nhi (he him éch, bat thudng & ngon tay, xuiit huyét trong & bung va nhidu bit m
thuemg vé xwong, ¢hu véu la giam qui& trinh ¢ot hoa). Tho mang thai duge |L§m lull::n'ldinc AT 4
dudi da & mire phei nhidm 13m sing pip khoang 0,3-2,5 lan (liew 0.8 mg/kg/ngay) khong cho DAI mE:N :

thiy bar ky dae tinh ndo d6i véi phdi thai hoile gdy quat thai. A THANH PH(
Sir dyng thube cho phy nir cho con bi HE CHI MINH
Tém tat rui ro u
Khéng cd thong tin ve sy hién dién coa tolierodine hoge chat chuyén hoa 5-HMT cua no \_\HL./___/

trong sita me, tic ddng Ién tre so sinh bi sira mg hodc tac dong 1én qud trinh san xudl st
Dra trén dir lidu han ché, witerodine duge bai tiét vao sita o chudt vii lugng lhap {xem Dir
||¢u] Chn cin nhic dén sy pht trién va loi ich sire khoe cta viée cho con bl :.ung viiri nhu
ciu lim sng cla ngudi me déi voi tolterodin va bit ky tie dung khong mnng mudn tiém an
ndo dbi véi tré so sinh ba sita me tir tolterodin hoge ur tinh trang benh Iy tiém an cua ngudi
me.

Dir ligu trén dong vit

Viée sur dyung tolterodin gﬂn phéng xa & chudt mang thai tao ra ty 1§ sira : huye ét teerng dao
dong tr 0.0 dén 0.7%.

8. Anh hwing cia thube 1én khi niing 1di xe, vin hinh miy moc
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Théng bio cho bénh nhin cdc thube khing muscarinic nhu tolterodin ¢6 thé ¢6 tie dung
khong mong mutn bao gdm méx mit, chéng mit hodic budn ngi. Khuyén bénh nhan khong
nén Iai xe. van hanh miy mée hojie thye hién cic hoat dong nguy hiém tiém dn khac cho dén
khi xic dinh duge anh huomg cua thube,

9. Twong tic, trong ky, ciia thude

Tuong tic

Cic thudc tie ché CYP2D6 manh

Fluoxetin, mdt chit (e ché manh hoat tinh cita CYP2D6, irc ché dang ké sy chuyén hoi ciia
tolterodin phong thich tirc théi & nhimg nguoi CYP2D6 chuyén hod manh, din dén ting 4.8
lan AUC ctia tolterodin. C6 s giam 52% Caw vt 20% AUC ciia S-hydroxymethyl tolterodin
(5-HMT), chat chuyén hod ¢o hoat tinh dirge 1y cua tolterodin. Néng df tong cong cua
tolterodin va 5-HMT huyét thanh khong gin két chi tang 25% khi twong tac. Khéng can diéu
chinh liéu tolterodin va fluoxetin khi st dung ddng thisi.

Ciic chat ire ché CYP3A4 manh

Ketoconazol (200 mg mdi ngay), mét chit irc ché CYPIA4 manh, 1am ting Cray va AUC
trung binh cua tolterodin khoang 2 dén 2,5 lin, urong img & nhimg ngudi chuyén hod kém
CYP2Dé6.

Déi vai nhimg bénh nhin sir dung ketoconazol hodic ede thube (e ché CYP3A4 manh khic,
nhur itraconazol, clarithromycin hodc ritonavir, liéu khuyén cio ciia vién nang citng chira vi
hat phéng thich kéo dai tolterodin tartrat 1a 2 mg x 1 ldn/ngay.

Cic twong tac khac

Khong c¢o cac twong tac hén quan trén [Am sing di duge ghi nhin khi sir dung déng thén
tolterodin véi warfarin, véi cic thube trinh thai duéng udng két hop chira ethinyl estradiol va
levonorgestrel hode véi cac thuée loi tiéu.

Cic thuébe khic dwge chuyén hod qua cic isvenzym cytochrom P450

Dt lidu trang tie thude in viva 43 cho thiy tolterodin phing thich tic théi khing dan dén sy
ire ché lién quan dén 1im sing CYP1A2, 2D6, 2C9, 2C19 hofic 3IA4 biing ching 1a thiéu anh
hudmg dén cde loai thude dénh diu cafein, debrisoquin, S-warfarin va omeprazol.

Cic trong tic xét nghigm - thudc

Tuong tae gitra tolterodin vi eae xét nghi¢m chua duge nghién el

Ciic thude khing cholinergic khic

Sir dung déng thavi tolterodin tartrat véi cac thude khang cholinergic khac (khang muscarinic)
¢o thé 1am tang tin suit vivhode mie d¢ nghiém trong cta kho miéng, tao bon, nhin mo,
budn ngi v cic tic dung duge |y khiang cholinergic khic.

Twang ky .

Do khéng ¢é cdc nghién ciru vé tinh tong ky cia thude, khang tron |an thude niy vai cae
thude khic.

10. Tic dung khing mong mudn cin thube .

Do cée thir nghi¢gm lam sing duge tién hanh trong cac dicu kign khic nhau, tv 1¢ _t:ér. tac dung_
khong mong mudn duge ghi nhin trong cde thir nghiém lam sing cua mc}l‘lhuﬁc khdng thé
duoc so sinh wye tiép véi tv 1 trong céc thit nghi¢m lam sang cia cic thude khac va co the
khéng thé hign ty ¢ dwge nghi nhan trén thye (.

Kinh nghi¢m cdc thir nghiém lim sang

An toan va hi¢u qua cua vién nang cimg chita vi hat phéng thich kéo dii tolteradin tartrat di

duge dénh gid & 1073 bénh nhan (537 & nhém vién nang cirng chira vi hat phong thich ké:
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dai tolterodin tartrat; 536 & nhom gia dirge) dd duge diéu tri véi 2, 4, 6 va 8 mg/ngdy trong 15
thing. Bao gdm téng cgng 1012 bénh nhin (505 bénh nhan ngdu nhién sit dung vién nang
clmg chira vi hat phong thich kéo dai tolterodin tartrat 4 mg 1 1in/ngdy vi 507 bénh nhin
ngiu nhién st dung @a dwoe) 43 tham gia vao 1 nghién ciru lam sang vé an todn va hi¢u qua
trong 12 wdn, mit d6i, dbi chimg gia duge, nglu nhién.

Cac tdc dung khang mong mudn duge bao cdo & 52% (n = 263) bénh nhin sit dung vién nang
cimg chira vi hat phong thich kéo di wlterodin tartrat va & 49% (n = 247) bénh nhan su dung
gia duge. Céc tic dung khong mong muén phé bién nhit da duge bio cdo & nhitng bénh nhin
str dung vién nang eémg chim vi hat phong thich kéo dai tolterodin tartrat 1a kho miéng, dau
diu, o bon vi dau byng. Khd miéng 13 tic dung khong mong mudn phd bién nhit ¢ nhimg
benh nhan duge diéu tri v vién nang cimy chita vi hat phong thich kéo dai tolterodin tartrar,
xay ra & 23,4% bénh nhian duoe didu i véi vin nang cirng chita vi hat phong thich kéo dai
talterodin tartrat va 7,7% bénh nhin duge diéu i véi gia duge. Khé miéng, tio bon, bat
thwémg thi lye (cde r6i loan diéu tiét), bi tiéu va kho mit 1 cac tic dung khong mong muon
duoe dir dodn cia cc thube khdng musecarinic. Mét tic dung khéng mong mudn nghiém
trong da duge bdo cdo & 1,4% (n = 7) bénh nhan sir dung vién nang cimg chita vi hat phong
thich kéo dai tolterodin tartrat va & 3,6% (n = 18) bénh nhan sir dung gia dugc.

Bang 1 ligt ké cic tde dung khoéng mong mudn, bit ké nguyén nhan, da duge bio cdo trong
nghién cir ngiu nhién, mi déi, dbi chitng gia duge trong 12 tuin o m@t Ly 1§ lon hon gia
duge va lon hon hoac b.’lng 1% bénh nhan duge didu tri vai vién nang cimg chira vi hat phong
thich kéo dai tolterodin tartrat 4 mg x | lin/ngay.

Ty 1% (%) cic the dung khing mong mudn virgt qua ty I gia dwye vi duge bio cio >
1% bénh nhin dwge didu trj vii vien nang cimg chira vi hat phéng thich kéo dai
tolterodin tartrat (4 mg mdi ngay) trong mdt thir nghiém 1am sing pha 3, 12 tuin

Fydn 36 nguyén gan nhit,

Tén sudt ngimg thude do cde tie dung khong monz mu

dn la cao nhat trong 4 tuan dau dicu

6

% vién nang cimg chita vi hat |
. Tie dung khong phong thich kéo dai % gia duge
H co quan mong mudn tolterodin tartrat N =307
N = 505
Than kinh ty chu Kho migng 23 ]
Toan thin Paudiu 6 5
Met moi 3 ]
Thin  kinh  trung | Chéng mit 5 |
wang/ngogi bién |
 Tiéu hod Tao ban | 6 4
BPau bung 4 Z
Khé t1éu 3 |
“Thi lye Khé mit 3 2
Bat II‘Iu‘fﬁ‘lg thi Iye 1 0 ﬁ
Tam than Buon ngu B 3 | 2 kel ] 7
Lo lang 1 !I} u‘g: PHE:G
H.E: haF). \'IE:'I'H .Jfoang f ; !mlzu -9
Tiet nigu Kho tiéu . Sonfa



https://trungtamthuoc.com/

tri. Ty 1§ twong tu & nhimg bénh nhan dirge diéu i vai vién nang cimg chia vi hat phong
thich kéo dai tolterodin tartrat hoiie gia duge ngu‘ng didu 11 do cac tac dung khung mong
mudn. Kho miéng la tic dung khéng mong mudn phé bién nhat din dén ngimg diéu tri trong
nhimg bénh nhan dang sur dung vién nang cimg chira vi hat phang thich kéo dai tolierodin
tartrat [n = 12 (2,4%) so v gia duge n= 6 (1.2%)].

Kinh nghi¢m sau Khi lun hanh

Cée tde dung khﬁng'mong muén sau d3 duge bio cdo lién quan dén wlierodin sau khi dirge
sur dung trén toan the gidi,

Toan thén: cic phan ng phan v¢, bao gdm phi mach;

Tim mach: nhip tim nhanh, dinh Ir::'.-ng ngire, phit ngoai bién;

Tiéu hod: tiéu chay;

Thin kinh trung wong/ngogi bién: nhim Iin, mat phuong hudng, suy gidgm tri nhd, ao gidc.
Cac bdo cdo vé ting manh cic tri¢u chimg mdt tri nhé (bao gdm nhim 1in, mat phuong
hudmg, ao teng) di dirge bao cdo san khi bit dau didu i hfmg tolterodin @ nhimg bénh nhéan
dang sir dung thude re ché cholinesterase trong diéu trj mat tri nhd.

Do cée bién ¢6 duge bio cdo ti phat la tix kinh nghigm sau khi luu hinh trén thé gid, tin sudt
cde bién ¢b va vai o cua tolterodin trong nguyén nhin chira thé duge xac dinh mot cich
ddng tin cdy,

Bio eao tie dung khong mong mudn

Thong bao ngay cho bac s¥ hodc duge si khi gip cac tac dung khong mong muon nhu trén
khi sir dung thude hodc bio cdo cde phan img c6 hai ciia thude v& Trung tim Théng tin thudc
v Theo doi phan fing ¢6 hai cia thude (ADR) Quoc Gia.

11. Qui liéu va cich xir tri

Qué liéu vién nang phang thich kéo dai tolterodin tartrat ¢ thé din dén cie tic dung khing
cholinergic trung uwong nghiém trong va nén dioe diéu tri thich hap.

Khuyén cdo theo ddi ECG khi qua liu. O ché, nhimg thay doi khoang QT (kéo dai nhe tir
10% dén 20%) da duge ghi nhin voi lidu duge 1y ti da 4.5 mg/kg, khodng 68 lin licu duge
Khuyén cao & nguii, Trong edc thu nghiém lim sang & nhimg tinh nguyén vién binh thuong
vit bénh nhin, kéo dii khoang QT dd duge ghi nhin voi tolterodin phong thich tire thin &
nhirng lidu lén dén & mg (4 mg x 2 lan/ngiy) va nhimg liéu ¢ao hon chia duge dinh gid.

12, DBac tinh duwge lye hoe

Nhom duge 1¥: Thude chéng co that dumg tidt nigu.

Mi ATC: GO4BDOT

Co ché tic djng ,
Tolterodin tae dong nhu mét chit ddi vin canh tranh cta acetylcholin o cic thy the
muscarinic. Su co thil bing quang va tiét nirde bot déu qua trung gian céc thy thé muscarinic
c.hullm.rglc

Sau khi ubng, tolterodin duge chuyén hoa trong gan, din dén sir hinh thanh S-hydroxymethyl
tolterodin (5-HMT), chit chuyén hod ¢6 hoat tinh duge ly chinh. 5-HMT, thé hign hoat tinh
khing muscarinic nomg tir voi tolterodin, dong gp dang ké vao higu qua didu wj. Ca
tolterodin vir 5-HMT déu thé hién tinh ddc higu cao véi cac thy lhe muscarinic, do ca hat déu
thé hién hoat tinh hoge di lye khiong ding ké voi cdc thu thé truyén din than kinh va cac mye
{icu té bao tiém nang khdc, nhu eac kénh calei.

Durgce lue hge

Tolterodin c6 tde dung ro rét doi véi chirc nang bang quang. Hi¢u qua ddi vai cac thong sg
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tiét nigu trude va | gior v 5 gicv sau mét lién dom 6,4 mg tolterodin phong thich tie thon di
duge xic dinh o nhing ngudi tinh nguyén khoe manh. Hi¢u qua chinh cua tolterodim & 1 gids
va § gidr 13 ting du hwemg mrde tidu, the hign sy lam rdng bang quang khang hoan toan, va
giam ﬁp‘h,rc bing quang. Céc ghi nhin ndy la phit hgp véi tic dong khing muscarinic &
dudng ticu dudi.

Dién sinh ly tim

Anh huamg ciia liéu 2 mg x 2 ln/mgdy va 4 mg x 2 lin/ngdy ciia vién nén tolterodin phong
thich tirc théi (tolterodin IR} d6i vai khoang QT da dirge danh gid trong mQt nghién ciru chéo
4 chiéu, mi doi, doi chimg gia duge va hoat tinh (moxifloxacin 400 mg méi ngdy) o nhimg
ngudt tinh nguyén nam (N = 25) va nir (N = 23) khoé manh tir 18 - 55 wéi. Cic dbi nrgng
nghién ctru [khoang biang dai dign cho nhimg ngrai chuyén hod manh CYP2D6 va nhimg
ngudi chuyén hod kém CYP2D6] hodn thanh giai doan 4 ngay lién tiép sir dung moxifloxacin
400 mg mdi ngay, tolterodin 2 mg x 2 lan/ngay, tolterodin 4 myg x 2 lan/ngdy v gia duge,
Liéu tolterodin IR 4 mg x 2 lan/ngay (2 lin & liéu cao nhit dige khuyén cdo) di dge chon
do lidu nay din dén nong 46 tolterodin tirong tr 43 duge ghi nhin khi sit dung déng théi
tolterodin 2 mg x 2 ln/ngay véi cdc chit ire ché manh CYPIA4 & nhimg bénh nhan CYP2D6
chuyén hod kém. Khoing QT da duge dinh gid trong thai gian hon 12 giés sau khi sir dung,
bao gbm thisi gian dat ndng 4§ dinh huyét tuong (Tms) cua tolierodin va & giai dogn on dinh
(ngay 4 sau khi uéng}.

Rang 2 1om tit thay 61 trung binh tir ban dau dén giai doan 6n dinh cla khodng QT diroc
diéu chinh (QTe) lién quan dén gia duge o thid diém ndng d§ tolterodin dat dinh (1 gidy) va
nong dé moxifloxacin dat dinh (2 gior). Ca phuong phip Fridericia’s (QTeF) va phuong phip
din s6 en thé (QTcP) dd duge st dung dé diéu chinh khodng QT cua nhip tim. Khong co
phueng phip diéu chinh QT don duge biét ¢é gid tri hon nhimg phuong phip khac. Khoang
QT dd duge danh gid thu céng hofic bing mdy vit dit liu tlr ca hai phwong phap da duge thé
hién. Sy tang trung binh nhip tim lién quan dén licu 4 mg/ngiy cia tolterodin trong nghién
ciru nay 14 2 nhip/phit va 6,3 nhip/phit voi tolterodin 8 mg/mgldy. Thay ddi nhip tim véi
moxifloxacin [d 0.5 nhip/phat,

Bang 2. Thay déi trung binh (C1) trong QT tir ban dAu dén giai doan dn dinh (ngay 4
sau khi ubng) & Twax (lién quan dén gia duge)

"0 Toa | gi; khoang tin ciy 95%.
103 Ty 2 gidr; Khodng tin ey 90%.

QT.F QT.F QTP QT.F
Thudcliéu | N (mili gidy) (mili gidy) (mili gidy) (mili gidy)
(thii cdng) (bing miy) (thii céng) (hing may)
Yoliemdn 5.01 116 445 2,00
2mgx2 1481 hog07a) | (-299:530) | (037:926) | (-1.81;581)
lan/ngay L ET ity U _
Tolierodin 11,84 5,63 1031 834
Amgx2 |48\ g 101658) | (148997 | (5.A4%1512) | (4,53;12.15)
lanngdy” | | R et | atedialiulin 1N )
Maxifloxacin | 19,26¢ 8,90 19,104 9,29
W0mgmoi | 451 (15492309 | 477,13,03) | (15322289) | (5.341324)
ngay i -

‘“cﬁnf

VAN PHONC
DAI DIEN
TAI THANH P¥
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tAnh huréng lén khoang QT trong 4 ngay cua moxifloxacin trong thir nghiém QT nay co thé
1 lim hon so vl quan sat trong cae thir nghiém QT cba cde logi thube khic.

l_.fg do cho su khic bié gitra doc khoang QT thi cong va doc bing méy 13 chua ré.

A.nh huong dén QT cua vién nén tolterodin gidi phong tire thii dudng nhu 1én hom déi vai
licu 8§ mg/ngay (gip 2 lan lidu diéu tri) so vai lidu 4 mg/ngiy. Anh hioma cua tolterodin 8
mg/ngady la khong 1én nhu da ghi nhin duge sau 4 ngay véi lidu diéu tri bang moxifloxacin
L;iém soat hogt tinh. Tuy nhién, khoing tin cdy bj ching chéa.

Anh huong cua tolterodin dén khoang QT duge ghi nhin 14 lién quan dén nong do huyet
tuong cua tolterodin. Dudmg nhu co sy gia ting khodng QTc lon hon ¢ nhimg ngudi
C}"PED6 chuyén hoa kém so véi nhimg ngudai CYP2D6 chuyén hod manh sau khi didu i
hing talterodin trong nghién ciu nay.

Nghién citu nay khong duge thiét ké dé so sinh théng ké tryre tidp gilta cdc logi thube hojie
mire lidu. Khong ¢6 xoin dinh trong cic ghi nhan sau khi lru hanh tén thé gioi vai vién nang
phong thich kéo dai tolterodin tartrat.

13. Bice tinh duge dijng hoe

Hip thu

Trong mét nghién v dung dich *C-tolterodin & nhimg nguéi tinh nguyén khoé manh di su
dung liéu 5 mg duong udng, it nhit 77% liéu danh ddu phong xa dd duge hip thu, Cy va
di¢n tich duoi dudmg cong nc‘mg dé than gian (AUC) di duoc xac dinh sau lidu tolerodin
phéng thich tire thi Ja ty 1é véi liéu trong khoang tir | mg dén 4 mg. Dya vio tong nong d
huyét thanh khong gin két cua wlterodin va S-HMT (chét chuyén hod ¢6 hoat tinh), AUC cua
tolterodin liéu 4 mg phong thich kéo dai mdi ngay la wong duong vii tolterodin phong thich
tire thoi 4 mg (2 mg x 2 lin/ngay). Nong @ Co va Coun cua tolterodin phéng thich kéo dai la
khodng 75% va 150% trong img véi tolterodin phéng thich tirc thoi. Nong d6 tdi da huyét
thanh ctia tolterodin phéng thich kéo dai di duge ghi nhan Ia 2 dén 6 gity sau khi udng.

Anh romg ciia thirc dn

Thire an khong anh huang dén duge dong hoe cla tolterodin phong thich kéo dai.

Phéiin bé

Tolterodin gin két manh vai protein huyét tuang, chi yéu vai ai-acid glycoprotein. Nong do
tolterodin khéng gin két trung binh & 3,7% + 0,13% khodng nong 3 dat duge trong cac
nghién ciru 1dm sang. S-HMT khong gin két nhiéu vai protein, véi nong d phin khang gin
két trung binh 18 36% + 4,0%. Ty 1& mén huyét thanh cia tolterodin va S-HMT nrong img
trung binh 1a 0,6 va 0.8, cho thiy ede hoat chit nay khong phin bé nhicu vio hong cau. The
tich phin bd cia tolterodin sau khi sir dung lidu 1,28 mg dutmg tinh mach 12 113 = 26,7 L.
Chuyén hod |

Tolterodin duge chuyén hod manh boi gan sau khi uong. Con dudng chuyén hod chinh lién
quan dén su oxy hod nhdm S-methyl va qua trung gian cytochrom P450 2D6 (cvpzpﬁn Vi
din dén s hinh thanh chét chuyén hod ¢ hoat tinh duge 1y, 5-HMT. Sy chuyén hod tigp theo
dén dén sy hinh thanh acid S-carboxylic va cht chuyén hod acid S-carboxylic N-dealkyl hod
chiém tuang (g 51% £ 14% vi 29% = 6,3% chit chuyén hoa duge phyc hoi trong nirde tiéw
St bién dil rong chuyén hoa _ _ o
Mt tap hop riéng Ié (khodng 7% ngutsi da tring va khoang 2% ngudi MY goc Phi) 1a nhimg
nawrdi chuyén hod kém déi véi CYP2D6, enzym chiu trinh nhi¢m cho sy hinh thanh J-HMT
tir tolierodin, Con dudng chuyén hoa di duge xac dinh cia nhimg cd nhan nay (nhimg ngudi

chuvén hod kém) 1a dealkyl hoa théng qua cytochrom P4350 3A4 (CYP3A4) thanh Iollcrodig
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N-dealkyl hod. Phin con lai cua dan so duge xem 1a "nhing ngudi chuyén hod manh". Cic
nghién ciru duge dong hoe ¢ cho thay tolterodin duoce chuyén hod & ty 1 chiam hon & nhﬁ-nb
ngudi chuyén hoia kém so vai nhitng ngwéi chuyén hod manh: didu nay dian dén nong do
tolterodin trong huyét thanh cao kon ding ké vi nong 49 5-HMT 14 khong diing ké.

Thai trir

Sau khi uung liéu 5 mg dung dich "C-tolterodin o nhimg ngudi tinh nguyén khoé manh, 77%
hoat tinh phong xa dwoc phuc hoi trong nude tiéu va 17% duge phue hoi trong phén trong 7
ngdy. It hom 1% (< 2.5% ¢ nhi&ng ngudi chuyén hod kém) liéu duge phuc hdi dudi dang
tolterodin khang déi va 5% dén 14% (< 1% & nhimg nguai chuyén hoa kém) duoc phyuc hi
dudsi dang 5-HMT.

Tom Lt cdc thang 36 due dgng hoc trung binh (= d§ l&ch chuin) ciia tolterodin phéng thich
keo dai va S-HMT & nhimg nguéni chuyén hoa manh (EM) va e:l!u;.cn hod kém (PM) duge
cung cap trong Bang 3. Cae dir liéu ndy dwoe thu thip sau nhidu lidu don v lidu da tolrerodin
phang thich kéo dai duge st dung hang ngay a 17 tinh nguyén vién nam khoe moanh (13 EM,
4 PM).

Tom tit cde thng si duwge ding hoe trung binh (= dj léch chuiin) cia tolterodin phing
thich kéo dai va chit chuyén hoi c6 hogt tinh (S-hydroxymethyl tolterodin) o nhirng
tinh nguyén vién khoé manh

Tolterodin S-hydroxymethyl tolteradin

T ™® Chn Cuvg tu bian Crmax Cave b

(gio) | (pg/L) | (ug/ly | (gio) | (i) | dpwl) | (ug/L) [ (mic)
Liéu don
4 mg'
EM 4(2-6) | 1,3(0,8)] 0.8 (05T | 8.4 (3.2)| 4(3-6) | 1.6(0.5) [1,0 (0.32)] 8.8 (5.9)
Licu da 4
mg —
EM 4(2-6) | 34(49)| 1,7(2.8) | 6.9(3,5)| 4(2-6) [2,7(0,90)| 1.4 (0,6)] 9,9 (4,0 ACARE },
PM 4(3-6) | 19016) | 13011y | 18016) | # ¢ t ¢ Ko e
Cinae = Nong d¢ huyet thanh tdi da; tyse = Thin gian dat Coe; DAI DIEN
Cuave = Nbng dd huyét thanh trung binh: tj2 = Théri gian bin thii cudi. THANH PH(
* Thong so binh thuong hod theo liéu tir 8 dén 4 mg v dir liéu liéu don. CHI MINH
+ Dir liéu duere thé hién 1a trung binh (khodng). €
1 = khéng dp dung. =* =
Tuong tie thube

Cide thuoe ke ché CYP2D6 manh

Fluoxetin, mot chit ttc ché manh hoat tinh ciia CYP2D6, e ché ding ké su chuyén hod cua

tolterodin phéng thich tire thoi & nhing ngudi CYP2D6 chuyén hoa manh, din dén ting 4.8

lan AUC cia tolterodin, C6 sy giam 52% Cray va 20% AUC ctia q-h}rdrcmg.rrm{hyl tolterodin

(5-HMT), chit r.huyen hod ¢6 hoat tinh duge 19 cua tolterodin. Néng do téng u}ng cua

tolterodin v S-HMT huyét thanh khong gin két chi tang 25% khi tuong tic. Khong cin diéu

chinh lidu tolterodin vi fluoxetin khi sit dung dong thon,

Ciic chit tre ché CYP3A4 Fl!@ﬂf[

Ketoconazol (200 mg mdi ngay). ms,}l chit tre ché CYP3IA4 manh, lam ting Cpax va AUC

trung binh cua tolterodin khoang 2 dén 2.5 lin, wong tmg & nhimg ngudi chuyén hod kém
10
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CYP2D6.
Déi véi nhing bénh nhin st dung ketoconazol hodc cic thude e ché CYP3IA4 manh khic,
nhu itraconazol, clarithromycin hode ritonavir, lieu khuyén cdo cua vién nang cing chira vi
hat pht'mg thich kéo dai tolterodin tartrat li 2 mg x | ln/ngdy.
O nhimg ngudi tinh nguyén khae manh, viée dimg déng thén tolterodin giai phong tirc tha 4
mg (2 mg x 2 lan/ngay) trong 7 ngay va mot liéu duy nhal warfarin 25 mg vao ngay thir 4
khong anh hirémg dén thii gian prothrombin, fic ché :,'eu t6 VI hoje duge dong hoe cua
warfarin.

Thudc tranh thai dwong uong
Tolterodin giai phéng tire Ihﬂﬂ 4 mg (2 mg bid) khong ¢6 1ac dung 1én duoe dong hoe cin
thudc twinh thai dwimg udng cthinyl estradiol 30 ug/levonorgestrel 150 pg) nhu da duoe
ching minh bﬂ.ng vige theo doi cthinyl estradiol va levonorgestrel trong Khoang thei gian 2
thing ¢ nhitng nguén khoe manh.
Thudc ler tidu
Vige ding dung thasi tolterodin giai ph(m_s: tirc thévi 1én dén 8 mg (4 mg x 2 Bn/ngdy) trong toi
du 12 tuin voi cic thude lon tiéu nhue indapamid, hydrochlorothiazid, triamiteren,
bendroflumethiazid, chlorothiazid, methylehlorothiazid hode furosemid khong giy ra bat ky
tac dyng khong mong mudn ndo trén di¢n tdm 46 (ECG),
Tic dung cua tolierodinién cde loai thude khic diae chuvén hog bei enzvm Criochrome
P450
Tolterodin giai phong tire thivi khong gay ra twong tée co § nghia 1am sang vdi cde thube khac
duoe chuyén hda b cie enzym CYP chuyén hoa thude chinh. Dir lidu twong tic thude trong
cor thé song cha thay tolterodin gidi phang tire thai khéng gy ra e ché b ¥ nghia 1am sang
dbi vai CYPIA2, 2D6, 2C9, 2C19 hoiic 3A4 nhir biing chimg 14 khéng anh huéng dén cic
thube dinh ddu caffein, debrisoquin, S-warfarin va omeprazol. Dir ligu trong dng nghiém cho
thay tolterodin giai phéng tic thoi 1a chit (e ché canh tranh ciia CYP2D6 & néng df cao (K
1,05 uM), trong khi tolterodin giai phéng tie thén cing nhu 5-HMT khang ¢d bét ky tiém
ning (e ché ding ké ndo dbi véi cde isoenzyme khic.
14. Quy cich déng goi: Hop 10 vi x 10 vién.
15, Diéu kién bao quin, han ding, tiéu chuin chit lugng cia thude
Bio quin: Dudi 30°C. Trinh dnh sang va am.
Han ding: 24 thing ké tr ngay san xudt.
Tiéu chudn: TCCS.
16. Tén, dja chi co sir sin xuit thube
INVENTIA HEALTHCARE LIMITED
FI-F1/1-F75/1, Additional Ambernath M.LD.C., Ambernath (East). Thane 421506
Maharashtra State, An Do.
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