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Nimotop®

Nimodipine

On prescription only.

To be taken as prescribed by the physician

1 film-coaled tablet cantains 30 mg nimodipine
Read the package insert for further information

0.
Read the package insert carefully before use! i
Keep medicament out of reach of children.
30 film-coated tablets (3 bisters x 10 tablets) i
Not to be stored above 30 °C=86°F 81097976
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PMR 81106436 (67/01)
Pantone Schwarz
PHZNR 15761 (215,8 mm = 98,09%)
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Vién nén bao phim
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Bayer Pharma AG

Thanh phin

Hoat chit: ™

1 vién nén bao phim Nimotop chira 3¢ mg nimodipin \]J-{
Ta dupc: ) i

Cellulose vi tinh thé, magnesi stearat. tinh bft ngd, crospovidon, povidon, hypromellose 15¢cP,
macrogol 4000, titan dioxyd (E171), oxyd sat vang(E172).

Chi dinh

Dung sau khi da truyen Nimotop dang dung dich tiém truyén, de du phong hay diéu tri thiéu mau cyc
bd gy thiéu nang thin kinh do co that mach ndo theo sau xuat huyét dudi mang nhén cé ngudn goc
phinh mach.

Liéu lwgng va cach diing

Nguwdi 16n (> 18 tudi)

Liéu diing

Trir trudmg hop durge ké don cu thé, nén sir dung lidu dung theo hudng dé'm sau:

Quy trinh duge khuyen nghi dung Nimotop dang dung dich tiém truyén trong 5-14 ngay, duoc tiép
theo bang liéu hing ngay 6 x 2 vién Nimotop dang bao phim (6 x 60 mg nimodipin).

Dbi véi nhitng bénh nhan xuit hién cac phan img c6 hai, nén giam ligu dung hodc ngimng didu tri,

Khi st dyng dong thoi véi cée thude tre ché hodc cam (mg CYP 3A4, c6 thé cin thiét phai didu chinh
lidu (xem muc “Tuong tde véi cde thudc khde va cde dang neong tde khdc”).

Hiréng dén cdch ding

Nimotop vién dugc chi dinh ding trong khoang 7 ngay sau khi két thic ligu trinh 5-14 ngay diéu tri
bang Nimotop dang dung dich tiém truyén.

Néi chung. thube nén duge nubt nguyén vién véi mét it nuéc. khéng phu thudge vao bita dn. Tranh
udng cong voi nudc budi (xem muc “Tuwong tdc thuée va cde dang tuong tdc khac™y Khoang cach
giita cac lidu ké khong duge qua 4 gio.

Thoi gian sir dung thudc

- Dung dy phong

Sau khi két thic diéu tri bang truyen dich, nén tiép tuc udng Nimotop vién vai lidu 6 x 60 mg
Nimotop/ngay v&i kheang cach moéi 4 gior va uong thém 7 ngay nita.

- Dung tri liéu

Sau khi truyén tinh mach. nén diing dudmg vdng 6 x 60 mg Nimotop/ngay vdi khoang cach mdi 4 gier
va udng thém 7 ngay nita.

Bénh nhén dudi 18 tudi

An 10an va hiéu qua ctia nimodipin st dung cho d6i tuong bénh nhan duéi 18 tudi chua duge xac dinh.
Bénh nhan suy gan

Benh nhéin ¢é van dé nghidm trong vé chire nang gan. dic biét la xo gan ¢6 thé lam tang sinh kha dung
cua nimodipin do giam chuyén hoa buéc diu qua gan ciing nhu giam thanh thai chuyén hod. Téc dung
clia thude va cic tac dung phu nhw giam huyét ap clng 10 rét.

Trong céc trudmg hop trén phy thude vao huyét 4p, nén giam lidu ding ho3c néu cin thiét nén cin
nhic ngumg diéu tri véi nimodipin.

Nimotop Tab/CCDS5/25(211/P] VNO3 I
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Chong chi dinh

Khéng dung thudc vién Nimotop trong céc trudng hop qua man véi nimodipin hodc bat ky thanh phan
nao cua thudc. . )

Chéng chi dinh st dung dong thoi nimodipin voi rifampicin vi hi¢u qua cua thude vién Nimotop bi
giam dang ké khi sir dung dong thai véi rifampicin.

Chéng chi dinh sir dung dong thoi nimodipin vién nén vdi cac thudc chong dong kinh nhu
phenobarbital, phenytoin hay carbamazepin vi hiéu qua cua vién Nimotop bi giam dang ké.

Canh bao va than trong

Khéng khuyén céo diing Nimotop cho bénh nhén xuét huyét dudi mang nhén do chén thuong vi chua
thiét lap duoc ty 18 gilra lgi ich doi voi nguy co va chua xéc dinh dugc cac nhém bénh nhén dac biét
nay c6 thé duge diéu tri hiéu qua dbi vai chi dinh nay.

Mic di chua c6 bang chimg cho thiy méi lién quan gira tang ap luc ndi so véi diéu tri véi nimodipin
nhung cén theo ddi chat ché va than trong khi dung cho nhirng truémg hop nay hodc khi ham luong
nudc trong md ndo téng lén (thuong la phu nao).

Cén than trong ddi voi bénh nhén huyét ap thap (huyét ap tim thu thip hon 100mm Hg).

V¢i nhirng bénh nhén bi dau thit nguc khong én dinh hodc méi bi nhdi mau co tim cap trong vong 4
tuan gin day. bac si nén can nhic giira kha nang nguy co (nhu giam tudi mau mach vanh, thiéu mau
co tim) va loi ich (nhu cai thién tudi mau néo).

Nimodipin dugc chuyén hoa qua hé cytochrom P450 3A4. Nhimg thudc da dugc biét 1a gy (rc ché
hoac cam ung hé enzym nay c6 thé lam thay ddi chuyén hod buéc dau hodc do thanh thai cua
nimodipin.

Nhimg thudc trc ché hé cytochrom P450 3A4 s& lam tang ndng dé nimodipin trong mau nhur:

- Khang sinh macrolid (erytlhromycin)‘

- Thubc trc ché protease chéng HIV (vi du: ritonavir)

- Thudc chéng nam nhém azol (vi du : ketocozazol), @7
- Thubc chéng traim cam nefazodon va fluoxetin -
- Quinupristin/dalfopristin

- Cimetidin

Acid valproic
Kh| su dung dong thoi véi cac loai thude nay, can theo ddi chat ché huyét ap, trong truong hop can thiét
nén can nhac giam liéu dung véi nimodipin.

Twong tic véi cic thude khac va cac dang twong tic khac

Cdc thuéc cé anh huwong téi Nimodipin

Nimodipin dugc chuyen hoa qua hé cytochrom P450 3A4, c6 & ca niém mac rudt va gan. Do d6 nhirng
thudc 1am trc ché hoac cam ing hé enzym ndy c6 thé lam thay ddi chuyén hod ban diu qua gan hoic
d thanh thai cua nimodipin.

Cén luu y t6i mic d¢ va thoi gian tuong tac khi sir dung dong thoi nimodipin véi céc thude sau:
Rifampicin

Theo kinh nghiém khi sir dung véi cac chét dbi khang calci khéc, c6 thé thdy ring rifampicin lam tng
chuyén hoa ciia nimodipin nh&r sy cam Lrng enzym. Do d6. hi¢u qua cua nimodipin cé thé bi giam mot
cach dang ké khi sir dung dong thoi vai rifampicin. Vi vay chéng chi dinh dung két hop nimodipin va
rifampicin (xem muc “Chdong chi dinh™).

Nhirng thuée chéng dong kinh giy cam irng hé cytochrom P450 3A4 nhwr phenobarbital,
phenytoin hodc carbamazepin.

Viéc dung kéo dai truoc do cac thude chéng dong kinh nhu phenobarbital, phenytoin hay
carbamazepin s& lam giam dang ké sinh kha dung cua thudc uong nimodipin. Vi vdy nimodipin dang
udng khong nén dung ddng thoi vai cac thube chong dong kinh nay (xem muc “Choéng chi dinh™).

Khi dung dong thoi cac lhuoc trc ché cua hé cytochrom P450 3A4 sau. cin theo ddi chat ché huyét ap
va néu can thiét nén can nhic t6i giam lidu nimodipin.

Khdng sinh Macrolid (vi du: erythromycin)

Nimotop Tab/CCDS5/250211/P1 VNO3 -
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Khéng ¢6 nghién ciru vé tuong tic gitta nimodipin va khang sinh macrolid. Mot s6 khang sinh
macrolid irc ché hé cytochrom P450 3A4 va do d6 kha nang tuong tac thude khéng thé loai trir. Do dé
khong nén st dung khang sinh nhém macrolid két hop véi nimodipin.

Nhém azithromycin tuy ¢6 cdu triic gan gidng véi khang sinh macrolid nhung khéng (rc ché CYP 3A4.

Cdc thudc irc ché protease khang HIV (vi du: ritonavir)

Chua c6 nghién ciru chinh thire dugc thuc hién vé kha nang tuong tac giltra nimodipin va cac thube trc
ché protease khang HIV. Cac loai thudc thudc nhém nay dugc bdo cdo c6 kha nang ic ché hé
cytochrom P450 3A4. Do d6. khong loai trir nguy co tang dang ké nong d¢ nimodipin trong mau va cé
lién quan dén 1am sang khi ding déng thoi véi cac thude tre ché protease.

Cdc thuéc chong nam azol (vi du : ketocozazol),

Hién chua ¢ nghién ctru chinh thice vé kha nang tuong tac thudc gitra nimodipin va ketoconazol.
Thube chong nim azol irc ché hé P450 3A4, cac tuong tac khac nhau da dugc bao cdo khi dung dong
thoi vai cac chit d01 khéang calci dihydropyridin khac. Do do, khi sir dung dong thari véi thude ubng
nimodipin khong thé loai trir sinh kha dung toan than cua nimodipin tang dang ké do giam chuyén hoa
budc dau qua gan.

Nefazodon

Chua c6 nghién ciru chinh thirc dugc thuc hién dé xac dinh kha ning tuong tac cua nimodipin va sputh
nefazodon. Theo bao cdo, cac loai thubc chong trdim cam 13 thudc ¢ kha nang tre ché cytochrom P450 63 Ch
3A4. Do d6, khi sur dung ddng thoi véi nefazodon khong thé loai trir sinh kha dung toan than cua Centr:
nimodipin tang dang ké do giam chuyén hoa budc dau qua gan . Singap
Fluoxetin

Dung lau dai nimodipin véi thudc chong trdm cam fluoxetin c6 thé lam tang 50% nong d6 nimodipin .

trong huyét thanh. Su tiép xic fluoxetin giam mét cach dang ké trong khi chat chuyén hoa hoat déng

cua no norfluoxetin khong bj anh huong.

Quinupristin/dalfopristin ) )

Dua trén kinh nghiém vdi chat doi khang calci nifedipin, thi sir dung dong thoi véi
Quinupristin/dalfopristin c6 thé lam tang nng dd nimodipin trong huyét thanh. 4

Cimetidin

Sir dung déng thoi dbi khang H2-cimetidin ¢6 thé lam ting ndng dd nimodipin trong huyét thanh.

Acid valproic

Sir dung dong thoi thude chéng co giat acid valproic c6 thé lam ting ndng dd nimodipin trong huyét

BRej s,

thanh .
Céc tuong tac khac Q-l
Nortriptylin -

Sir dung dong thoi nimodipin va nortnptyhn 6n dinh lau dai din dén giam nhe su tang nong do
nimodipin ma khéng anh huong dén ndng do nortriptylin trong huyét thanh.

Anh hudng cua nimodipin déi véi cac thudc khac

Cdc thuoc lam giam huyét ap

Nimodipin ¢6 thé tang hig¢u qua ha huyét ap cua thude diéu tri tang huyét ap ding dbng thoi nhu:
- thudc lgi tiéu

- thudc chen

- thudc (rc ché ACE

- céc dbi van - al

- doi khang calci khac

- cac thuoc chen - a adrenergic

- tc ché PDES

- o -methyldopa

Thliy nhién, néu budc phai ap dung phdi hop nay, can phai theo ddi bénh nhan mét cach dic biét cin
than.

Zidovudin

Nimotop Tab/CCDS5/250211/P1 VNO3 3
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Trong mét nghién ciru trén khi, sur dung déng thoi dung dich tiém tinh mach zidovudin chong HIV va
dung dich truyén tinh mach nimedipin lam tang dang ké AUC cua zidovudin trong khi thé tich phan

b6 va dg thanh thai giam dang ke.

Cdc tuong tdc voi thire dn

Nwée bwdi

Nudc budi trc ché hé cytochrom P450 3A4. St dung dong thoi d6i khang calci dihydropyridin va nuéc
budi co thé lam ting ndng do huyét thanh va kéo dai hoat dong cua nimodipin do giam chuyén hod
bu:crc dau qua gan hodc glan:l d thanh thai. ] )

Két qua la tac dung ha huyet ap co6 the tang lén. Sau khi udng nudce buoi, tac dung ndy c6 thé kéo dai
trong it nhat 4 ngay. Do d6 nén tranh an budi hoac uong nudc budi khi dang sir dung nimodipin.

Sir dung & phu ni¥ ¢6 thai va cho con b @T

Phu nit co thai

Hién chua c6 nghién ciru day du va hé thong trén phuy nir c6 thai. Néu udng nimodipin trong thoi ky
mang thai, can can nhéc can than vé lgi ich cling nhu rui ro khi sir dung thude dua trén tinh nghiém
trong cua bénh canh 1am sang.

Phu nit dang cho con b _

Nimodipin va cac chét chuyén hoa cua né da dugc chimg minh 12 c6 trong sita me voi nong do tuong
g v6i nong d6 trong huyét thanh ngudi me. Do dé cac ba me khong nén cho con b trong thoi gian
dung thudec.

Kha ning sinh san

Trong mot vai truong hop riéng 1€ thu tinh trong dng nghiém cho thiy dung chat ddi khang calci ¢6
lién quan dén nhimg thay déi sinh hoa & dau tinh triung c6 thé hdi phuc ¢6 thé lam giam chirc ning
cua tinh tring.

Tac dung trén kha ning lai xe va vin hanh may moc
Vé nguyén tic kha nang lai xe va van hanh may moc s& bi giam di trong truomg hop xuét hién chéng
mat.

Tac dung khéng mong mudn

Phan (g c6 hai cua thubc (ADRs) dugc ghi nhdn qua cac thir nghiém lam sang voi nimodipin trong
chi dinh xuat huyét duéi mang nhén do phinh mach (aSAH) duoc phén loai theo cac loal tan suat
CIOM 1II (cac nghién ciru so sénh véi gia dugc: nimodipine N=703; gia duoc N=692; cac nghién ciru
khéng dbi chimg: n1m0d1pm N=2496; dén ngay: 31/8/2005) duoc liét ké duéi day:

Bang duéi day liét ké tan suat céac phan (rng c6 hai khi sir dung nimodipin. Voi mdi nhém tin sudt, cac
phan tng ¢6 hai dugc sip xép theo mirc do nghiém trong giam dan. Céc tan suit duoc dinh nghia nhu
sau:

Rét thuong gap (> 1/10),

Thuong gap (> 1/100 to < 1/10),

Khéng thuong gép (= 1/1.000 to < 1/100),
Hiém gap (> 1/10.000 to < 1/1,000),

Rét hiém gap (< 1/10,000).

3 A =
Phin loai hé co quan Khong thuong gip Hiém gip

(MedDRA)

Nimotop Tab/CCDS5/250211/P1 VNO3 4
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Théng bdo cho bdc s nhitng tdc dung khéng mong mudn gip phii khi stv dung thubc.

Qua liéu

Tridu chiing nhiém doc _ )

Triéu chirng qué liéu cap tinh duge tién liéu trude 14 ha huyét dp dang ke, nhip tim nhanh hay cham,
va cac khé chiu vé tiéu hda va budn ndn.

Diéu tri nhiém déc

Khi qua lidu cap tinh, phai ngung diéu tri vién Nimotep ngay 1dp tirc. Cac bign phap cap citu cin dirge
tién hanh véi moi tri¢u ching. Néu dung dudng udng nén rira da day cling véi than hoat tinh la bi¢n
phap trj liéu cdp ciru. Nén chi dinh dopamin hay noradrenalin duéng tinh mach néu ¢6 tut huyét ap
dang ké&. Vi chura biét chat chong doc dac hiu nén didu tri tiép theo cho céc tac dung phu khac, chu
trong vao nhimng triéu chirng ndi bit nhat.

Pic diém dwoe Iy hoe

Pic diém dwge lwe hoc

Nimodipine. hoat chét chinh ciia Nimotop, duoe lua chon trong chéng thiéu mau cuc bd va co that
mach n3o. Hién tugng co mach duge kich hoat trong in vitro béng cdc chét hoat mach khac nhau (nhu
serotonin, cac prostaglandin. va histamin) hay bdi mau va cac san phim thoai bién clia mau c6 thé
duge ngin ngira hay han ché boi nimodipine. Nimodipin ciing ¢é dac tinh duge ly hoc trén tim thén
kinh.

Ciac khao sét trén cac bénh nhan bi rdi loan ddng méu nio cp da cho thay rang nimodipin lam gin
mach mau ndo va lam ting dong mau ndo. Nhu la mt quy ludt, sy gia tdng tudi mdu & nhilg ving
néo trude do bi thiéu mau hay d3 bj ton thuong trude d6 s& nhiéu hon viing lanh. Nimodipin 1am giam
dang ké ton thuong than kinh do thiéu mau trén bénh nhan bi xuét huyét dudi mang nhén va ti 1& wr
vong .

biac diém dwoc dong hoc

Héap thu

Hoat chét nimodipin ding theo dutng udng trén thue té duoc hip thu hoan toan.

Nhirng hoat chit khéng b blen ddi va cdc chit chuyén héa som burac diu ciia ching da dugc phat hién
trong huyét tuong sau khi udng vién thudc 10-15 phat . Sau khi uong lidu thubc nhiéu 14n (3 x 30 mg/
ngay), thi nbng d6 dinh trong huyét tuong (Cmax) 1a 7,3 — 43,2 ng/mL & nhdng bénh nhén cao tudi,
dat dugc sau 0.6 — 1.6 h { Tmax). Ding don liéu 30 mg hogc 60 mg & bénh nhén tré tudi, thi ndng do
dinh trung binh trong huyét twong dat duge tuong (mg 3 16 + 8 ng/mL and 31 + 12 ng/mL

Nimotop Tab/CCDS525021 1/P1 VNO3 5
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Nong do tdi da trong huyét twong va dién tich dudi duong cong tang ddng bién vai liéu cao nhét dudi
diéu kign cua test (90 mg).

Truyén lién tuc 0,03 mg/kg/h, nong do trung binh on dinh trong huyet tuong dat dugc 1a 17,6 — 26,6
ng/mL. Sau khi tiém bolus tinh mach. nong d¢ nimodipin trong huyét twong tut xudng thanh hai pha
véi thai gian ban thai 1a 5-10 phat va khoang 60 phut.

Thé tich phan bé (Vss, theo m6 hinh 2 ngan) déi véi dung dich tiém truyen tinh mach do duoc 1a 0,9-
1,6l/kg can nang co thé. Ty 1& thanh thai (toan than) 1a 0,6 — 1,91/h/kg c4n ndng co thé.

Su phén bé va gén két véi protein ' (‘B_,
97-99% nimodipin gan két véi protein huyét tuong. pl

Trong céc thuc nghiém trén dong vat. hoat tinh phong xa cua [14C]-nimodipin qua dugc hang rao nhau
thai. Sy phan phéi nay ciing ¢6 18 tuong tu cho ngudi mac du con thiéu cac chimg c(r thyc nghiém trong
lanh vue nay. Nimodipin va/ hodc cac chat chuyén hoa cuia thude dugc thiy c6 xuat hién trong sira chugt
& ndng dd cao hon nhiéu so véi nong do trong huyét tuong cua chudt me. Nong do thudc xac dinh trong
sira nguoi ¢ mirc d tuong (mg voi nong do trong huyét tuong ciia ngudi me.

Sau khi uong hoac tiém truyén tinh mach, nong d nimodipin do dugc trong dich ndo tuy bing khoang
0,5 % ndng do thube do duge trong huyét tuong. Pay la khoang nng do xap xi néng do tu do trong
huyét tuong.

Chuyén hoa. dio thai va bai tiét _

Nimodipin dugc dao thai qua chuyén hoa qua hé cytochrom P450 3A4 chu yéu 1a do sy khir hydro cua
vong dihydropyridin va su phén tach este oxy hoa. Phan ng lién hop cua phéan tach este oxy hoa,
hydroxyl héa nhém 2- va 6- methyl, va glucuronid héa 1a céc buée chuyén hoéa quan trong hon nira.
Ba chat chuyén hoa dau tién c6 trong huyét tuong cho thay khong cé hoac chi la hoat tinh con du lai

khong quan trong vé mat dieu trj. ) o ) ) ) Pt

Tac dung tl:én men gan qua sy cam ung hodc tic ché chua dugc biét dén. O ngudi, cac chat chuyén héa

dugc bai tiét khoang 50% qua thén va 30% qua mat. h Fic

Dong hoc thai trir 1a tuyén tinh

Thoi gian ban thai cua nimodipin trong khoang tir 1,1 dén 1,7 gio. Thoi gian ban thai ¢ giai doan cudi \

l1a 5-10 glb thi khong quan trong d6i véi viée thiét 1ap khoang liéu. -
e ;‘f\z\ i

a e
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Duong cong néng dé trung binh nimodipin trong huyét tuwong sau khi udng vién nén 30 mg va sau do
tiém truyén tinh mach 0,015 mg/kg trong 1 gicr (n = 24 ngudi tinh nguyén cao tudi).

Sinh kha dung

Do ty 1& Nimodipin chuyén hoa budc dau qua gan cao (khoang 85-95%), sinh kha dung tuyét dbi dat
duoc 1a 5-15%.

Dir li¢u an toan tién 1am sang

Céc s6 ligu tién 1am sang cho thay khong cé nguy co dac biét nao cho ngudi dya trén cac nghién ciru
quy udc ve doc tinh, dgc tinh gen, kha nang gay ung thu va kha nang sinh san cua ca nam va nir khi
ding liéu duy nhat hay khi dung nhéc lai. O chudt dang mang thai, liéu dung 30mg/kg/ngay va cao
hon gay (rc ché sy phat trién va lam giam can nang cua phoi thai. V&i mirc liéu 100mg/kg/ngay Xuét
hién kha nang thai chét luu. Khong ¢o béng chimg cho thay kha nang gay qudi thai. O tho, khong cé
hién tuong nhiém doc thai va kha niang gy quai thai & muc lidu 1én téi 10mg/kg/ngay. Mot nghién
cu trén chudt sip-sau dé da ghi nhan ti 18 tr vong va chim phat trién co thé ¢ mic lidu la
10mg/kg/ngay va cao hon. Céc phat hién nay chua dugc khing dinh tai céc nghién ciru tiép theo.

Tinh trong ky
Khong
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Han diing , ;
Nimotop vién nén: 48 thang ké tir ngdy san xuét.

Piéu ki¢n bio quin
Béo quan & nhiét d¢ dudi 30°C.

P

Quy cach dong goi
Nimotop vién 30 mg nimodipin. Hop 30 vién. (03 vi x 10 vién )

Hwéng din sir dyng/tiéu huy
Khong

Dé xa tam tay tré em
Doc kj huedng din sir dung trudc khi diing
Néu cin thém théng tin, xin héi y kién bdc st

San xuét béi:
Bayer Pharma AG
51368 Leverkusen, CHLB Duc
] , * Ltd
Ngay duyét ndi dung tom tit san pham: 25/2/2011
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