Bx Thuéc ban theo don

Thanh phan

Hoat chét:

| vién nén bao phim Nimotop chtra 30 mg nimodipin
Ta dwgc:

Cellulose vi tinh thé, magnesi stearat, tinh bot ngd,
srospovidon, povidon, hypromellose 15¢P, rmacrogol
4000, titan dioxyd (E171), oxyd sé&t vang(E172).

Chi dinh

Diing sau khi da truyén Nimotop dang dung dich tigm
lruyen dé du phong hay diéu trj thiéu mau cuc bo gay
thiéu néng than kinh do co th&t mach néo theo sau
«udt huyét dwdi mang nhén co ngudn gde phinh mach.
|.iéu lwong va cach diing

Ngwoi 16m ( 2 18 tubi)

Liéu ding

Trie trwdng hop duoc ké don cu thé, nén sk dung
lidu diing theo hwéng dén sau:

12uy trinh duwoe khuyén nghi dung Nimotop dang
dung dich tiém truyén trong 5-14 ngay, dugc tiép
theo bang liéu hing ngay 6 x 2 vién Nimotop dang
hao phim (6 x 60 mg nimodipin).

16i v6i nhiing bénh nhan xuat hién cac phan (ng c6
hai, nén gidm lidu ding hoéc ngieng didu tri.

iKhi st¥ dung ddng thi véi cac thube tre ché hodic
¢am tng CYP 3A4, c6 thé can thiét phai didu chinh
fiu (xem muc “Tirong tac véi céc thubc khéc va cac
dang tuong tac khac”).

Hwéng dén céch ding

Nimotop vién dwgce chi dinh dung trong khodng

7 ngay sau khi két thiic ligu trinh 5-14 ngay diéu trj
bang Nimotop dang dung dich tiém truyén.

Noi chung, tHu6c Fén duoc nudt nguyén vien veimot

it nwére, khong phu thudc vao bira &n. Tranh udng
¢ling v6&i nwée budi (xem muc “Tuong tac thude vé
¢4c dang tuong téc khac") Khodng cach gilva céc
idu ké khong duoc qua 4 gio.

Théi gian stz dung thuéc

- Dung diw phong

Sau khi két thiic diéu tri bing truyén dich, nén tiép
iuc udng Nimotop vién véi lidu 6 x 60 mg Nimotop/
rgay véi khoang cach méi 4 gid va udng thém

T ngay niva.

- Dung tri liéu

Sau khi truyén tinh mach, nén diing duwéng ubng 6 x
£0 mg Nimotop/ngay v&i khoang cach méi 4 gid va
udng thém 7 ngay nira.

Eénh nhan dwéi 18 tudi

An toan va hiu qua ciia nimodipin st dung cho d6i
(trong bénh nhan dudi 18 tudi chwa dwoc xac dinh.
[3énh nhan suy gan

E&nh nhén c6 vén d& nghiém trong vé& chic néng gan,
d3c biét 13 xo gan co thé 1am téng sinh kha dung cta
nimodipin do giam chuyén hoé bréc dau qua gan
cfing nhw giam thanh thai chuyén hod. T4c dung cla
thudc va céc téc dung phu nhur gidm huyét 4p cling
i rét.

Trong cac truedng hop trén phu thudc vao huyét ap,
nén gidm lidu diing hoc néu can thiét nén can nhic
ngung didu trj véi nimodipin.

{*héng chi dinh

iKhéng diing thuc vién Nimotop trong céc trwéng
Aorp qué méan véi nimodipin hodic bat ky thanh phan
140 cla thude.

héng chi dinh st dung déng thoi nimodipin véi
“ifampicin vi hiéu qua clia thubc vién Nimotop bj giadm
1ang ké khi str dung ddng thevi véi rifampicin.
“héng chi dinh sk dung déng théi nimodipin

+8n nén voi céc thude chong dang kinh nhuw
shenobarbital, phenytoin hay carbamazepin vi higéu
Ju chia vién Nimotop bi gidm dang ké.

Bayer AG

Canh bao va than trong

Khéng khuyén céo duing Nimotop cho bénh nhan
xuét huyét dwdi mang nhén do chén thuong vi chua
thiét lap duoc ty 18 gitra loi ich dbi véi nguy co va
chua xac dinh dwoc cac nhém bénh nhéan dac biét
nay co thé dwoc didu trj higu qua adi véi chi dinh
nay.

Méc dii chia c6 béng chitng cho thdy méi lién quan
gitka tang ap e ndi so voi didu trj véi nimodipin
nhung can theo déi chat ché va than trong khi ding
cho nhikng tredng hop nay hodc khi ham luwong
nudc trong md ndo tang lén (thwdng 1& phli ndo).
CAn than trong déi véi bénh nhan huyét ap thép
(huyét 4p tam thu thap hon 100mm Hg).

V61 nhirng bénh nhan bj dau that nguc khong 6n
dinh hosic mai bi nhdi mau co tim cap trong vong

4 tudn gan day, bac sT nén can nhéc gitra kha ndng
nguy co (nhu gidm twéi mau mach vanh, thidqu mau
co tim) va loi ich (nhuw cai thién twdi mau néo).
Nimodipin duoc chuyén hoa qua hé cytochrom P450
3A4. Nhirng thubc da dwoc bidt la gay Gc ché hotic
cam tng hé enzym ndy cb thé iam thay ddi chuyén
hod buéc dau hodc d6 thanh thai clia nimodipin.
Nhikng thudc (rc ché hé cytochrom P450 3A4 s& lam
téng ndng dd nimodipin trong mau nhu:

— Khang sinh macrolid (erythromycin).

— Thubc trc ché protease chéng HIV (vi du: ritonevir)
— Thubc chdng ndm nhom azol (vi du ; ketocozazol),
— Thubg chdng trdm cam nefazodon va fluoxetin

— Quinupristin/dalfopristin

~ Cimetidin

- Acid valproic

Khi str dung déng thoi véi cac loai thudc nay, can
theo dbi chat ché huyet ap, trong trrding hop cin
thiét nén can nhéc gidm lidu diing véi nimodipin.
Twong tac véi cac thude khac va cac dang
twong tac khac

Céc thubc c6 anh hwéng téi Nimodipin

Nimodipin duerore chuyén hoa qua hé cytochrom P450
3A4, ¢ & ¢a niém mac rudt va gan. Do d6 nhiing
thudc lam rc ché hodic cdm (ng hé enzym nay cé
thé 1am thay d3i chuyén hoa ban du qua gan hoac
d6 thanh théi cla nimodipin.

Can lwu y 161 mirc d8 va thi gian twong tac khi st
dung ddng thri nimodipin véi cac thude sau:
Rifampicin

Theo kinh nghiém khi s dung v6i cac chét dbi
khang calci khac, c6 thé thay ring rifampicin far
téng chuyén hoa cia nimodipin nhé sw ¢am (g
enzym. Do d6, hiéu qua cla nimodipin c6 thé bj
gidm mot cach dang ké khi st dung dbng thoi véi
rifampicin. Vi vay chdng chi dinh diing két hop
nimodipin va rifampicin (xem muc “Chdng chi dinh").
Nhirng thubc chdng dong kinh gay cam tng

hé cytochrom P450 3A4 nhw phencbarbital,
phenytoin hodc carbamazepin.

Viéc diing kéo dai truée do cac thude chdng dong
kinh nhw phenobarbltal phenytoin hay carbamazepin
s& lam giam dang k& sinh kha dyng, clia thudc udng
nimodipin. Vi vay nimodipin dang udng khang nén
duing ddng thoi voi céc thudc chdng dong kinh ridy
(xern muc “Chéng chi dinh").

Khi diing dong thor cae thudc tc ché clia hé cytochrom
P450 3Ad sau, can theo déi chit ché huyét ap va néu
can thiét nén can nhéc téi giam liéu nimodipin.

Khéng sinh Macrolid (vi du: erythromycin)

Khéng 6 nghién cleu vé trong tac gitka nimodipin
va khang sinh macrolid. M6t sé khang sinh macrolid
trc ché hé cytochrom P450 3A4 va do d6 kha niing
twong tac thudc khong thé loai trir. Do d6 khéng

nén st dung khang sinh nhom macrolid két hop voi
nimodipin.

Nhom azithromycin tuy cb cu triic gan glong VO
khang sinh macrolid nhungkhdng (e ché CYP. 3A4

Céc thubc trc ché protease khéng HIV (vi du:
r/tonawr) L
Chua ¢6 nghién ctru chinh thive dwoc thwc hién vé .
kha néng twong tac gitba nimodipin va.céc thuoc e
ché protease khang HIV. Céc loai thuoc thuoc nhom’
nay dwoc bao cao co kha nang &ic ché hé: cytochrom
P450 3A4. Do d6, khong loai trl¥ nguy co tang dang
ké nong fo[e] nlmodlpm trong.méu va.co.lién quan, dén
lam sang: khi, dung dong tho’l voicac, thuoc rechey,
protease : .
Céc thudc chong ném azol (vi du : ketocozazol);:::.
Hién chwa co nghién ctu chinh thire vé khd
twongtac thuoc gitva nimodipin va, ketocona
Thudc chng .ndm azol (tc. ché he P450
twcrng tac khac nhau da dwec bao,c’

3A4 Do dq kh| sw dung dong thoi ;vm« nefazodon
khéng thé loaitrir sinhi:kha duhg foan than.cla
nimodipin tang dang ké do giam chuy«z hoa oy
dAu qua gan .
Fluoxetin

Dling 1au dai nimodipin véi thudc chdng trani'cam
fluoxetin co thé lam ting 50%hdng fdo'himédip
trong huyét thanh. Sy taép xuc fluoxetin‘giam mot
cach dang ké trong khi chét chuyén hoa hoat
ctia n6 norfluoxetin khong bj anh hwc’mg

Quinupristin/dalfopristin
Dwa trén kinh ngh|em v doi khang ¢al
nifedipin, thi st dung dong thm v Qumupnstm/
dalfopristin c6 thé lam tng néng d6 nlmodlpm trong
huyét thanh. s

Cimetidin =4 % LRTREL A0 e
Strdung d6ng thdi d6ikhang H2:cimetidin co'thé 1am
téng ndng.do:nimedipin: trong huyét thanh.
Acid valproic
St dung déng thoi thude: chong co.giat:acidvalproic:;
c6 thé lam ting ndng dd:nimodipin trong: huyet thanh;

MM

Non‘rlptylm

St dung ddng thoi nimodipin va nortriptylin 6n dinh
14u dai din dén giam nhe st tang ndng dd nimedipin
ma khdng anh hwéng dén ndng dd nortriptylin trong
huyét thanh.

Anh huéng clia nimodipin d8i véi cac thude khac
Céc thubc lém gidm huyét 4p

Nimodipin c6 thé téng hiéu qua ha huyét &p cla
thudc didu trj tang huyét &p diing ddng thoi nhu:

~ thuéc loi tidu

— thubc chen B

— thudc trc ché ACE

cac dbi van - a1

ddi khang calci khac

cac thudc chen - a adrenergic

{rc ché PDE5

o -methyldopa

Tuy nhién, néu budc phai &p dung phéi hap nay, can
phai theo d&i bénh nhan mét cach déc biét can than.
Zidovudin

Trong mdt nghién clru trén khi, st dung ddng thoi
dung dich tiém tinh mach zidovudin chdng HIV va
dung dich truyén tinh mach nimodipin lam ting dang
ké& AUC ciia zidovudin trong khi thé tich phan b va
do thanh thai giam dang k&.

Céc tuong tac voi thire dn

Nwéc buwdi

Nuére budi (vc ché hé cytochrom P450 3A4. St dung
ddng thoi dbi khang calci dihydropyridin va nudc
burdi co thé 1am tang ndng d6 huyét thanh va kéo dai

I

I

hoat:ddng:cia nimodipin do-gidm:chuyén hoa buéc -
dhu:qua gan hodc.giam dd thanh:thai::
Két quia I3 tac diing ha huyét apco 'thé:"tan'g 1&n; Sau’
khi GG nirdre bidi; tac dung Ray ¢6 thékéo daii =
trong it nhét 4 ngay. Do do:nén: franh-an bwow hodc. =
udng nwée budi khi dangks du i i

Kha néng-sinh.san
Trong motvai: trwcng hO’p neng 18 thu‘tmh trong:éng
0 lié

quan dén nhitng thay dbi sinh hoa & dau tinh trung )
co the h0| phuc co, the fam g|am chirc. nang, c0a tink

chwng nlmod|p|n N-2496 den ngay:> 1/8/2005)
dugc Ilet ke dLPO’I dayio e

p (217"
Thisomg gap (> 11100't0'<1/10
Khéng thuong gép (2 1/1;000:40.< 1/1
Hiém 9ap-(=:1/10,000;to <141, 000)
Rét hiém.gép. {2 1/10 000),0 e )

quan:
(MedDRA) z ;
Réiloan mauva: he
bach huyet

Ro; Ioan tleu hoa 3
Réi loan.gan-mét.:

moiig midh
Qualigu

cac kho ChIU ve tiéu h

Didu tri nhlem doce,
Khi qué lidu cap t|nh phas ngu’ng;‘ , -
Nimotop ngay 1&p tirc. Céc bién phap cap cthu ¢én
duoc tlen hanh v&i mbi trigu chwng Néu dung
duwong udng nén riva da day cling véi than hoat tinh
|2 bién phap tri liéu cAp ctru. Nén chi dinh dopamin
hay noradrenalin dwéng tinh mach néu c6 tut huyét

&p déng ké.'Vi-chwa:biét chét chdng dc-ddc higu:=:
nén diéu trtiéptheo chorcag: tac dung:phtr khao chu;,
trong vao nhwng tneu chwng ndibat nht: o ;

b&i mau'va c4c san pham thoai bién‘cliamat'co™”
thé duge ngan nglra hay han.ché bdinimodipine:
NlmOdeIn cung c6 dac hnh dwoc Iy hoc trén-tam.. .-
than kinh.- [T i ’

Cac khdo: sa’c tren cac benh nhan b| roi: |oan dong
maunao capdaicho thiyrangnimodipinlam gignisb
mach:maunéo va>|am‘fté,ng‘d6ng'imau; nao. Nh:l
mot quy luét, sy gia téng tudi mau'énhiing ving
néo trudc d6 bj thidu mau hay da bj tén thuong -
tréc.dd & nhidu han:viing lanh.. ‘Nimodipin.far
gidm dang ké ton: thwo’ng than kinh do thiéu:mau; drén,

bénh nh“ bi-xuét, huyet dudi mang nhén va et
vong . it

bac dlem dwoc dong hoc

Hap thu

Hoat chét nimodipin diing theo dudmg ubng tren thuc
té dudc hap thu hoan toan R :

30 mg/ ngay)thi’ nong a6’ dinh trong huyét tron
(Cmax) la 7,3 — 43,2 ng/mL & nhitng bénh nhancac”
tudi, dat duoc sau 0,6 — 1,6 h ( Tmax): Ding:don lidu
30 mg ho#c 60 mg ¢:bénh nhan:ré tudi; thindng 4o,
dinh:rung-binhdrong:huyét twong:dat duoc tuong::.
{ng12:16:+8ing/mkand 31 £42:ng/ml. .
Nbng d3'tbi da: trong huyet twong vadignitich’ du’ow
dwong cong tahgddng bién voiliel cao: nhat dU'O'I
didu kién clia test (90 mg). e
Truyn:lién'tuc:0,03:mg/kg/h; ndng d6 trung binh8ni
dinhtrong huyét twong datdiroc1an7;6+126,6: ng/
mLiSatrkhiitiérvbolus: dinh nach;nong dd ni ]
trong-huyét tiiong tut xuéng:thanh:hai pha; VO’I thr =0
gian ban thal la 5—10 phut Va; khoang 60 phut

97-99% nlmedlplnigan\ket,\vm,protem huyétifure
Trong céc thirc nghiém trén dﬁng vat;:hoattinh
phong xa.cla [14C]-ni
nhau thai. St phan

duworc trong dich nao tdy bang kh an
o thuoc do dwdc trong huyet twong.

Nimodipin dwec dao thai qua chuyen 04 q
cytochrom P450 3A4 chdi yéu 1a do sw khiy hydro
cua vong dlhydropyndm va su, pha t‘ch este

o Gl

Tac dung~tren men gan.guasu, cam:tng-hodede o0
@ ngud;: cac: chat chuyén, :

hoa dugc bai i
mat..

Dong hot thai trivlatuyén tinhi7
Thoi giaban thai cia hirodipiry trong'khoang ik
131 den:1,7:gio:Thdi gian ban:thai:¢-giai doan cudis -

khibhg:quar trong.ddiiveivide thiét 1ap

duwoc la 5- 15%
Dir heu an toan &n lam sang

gay ung thu?'
khi dung heu

Khong

San xuéat béi:
Bayer AG, Kaiser-Wil
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Composition

Active ingredient:

1 film-coated tablet contains 30 mg nimodipine.
Excipients:

Cellulose microcrystalline, maize starch, crospovidene,
magnesium stearate, povidone, hypromeliose 15 cF,
macrogol 4000, titanium dioxide (E 171), iron oxide yellow
(E 172).

Indication(s)

After a preceding infusion of Nimotop infusion sciut on,
for prophylaxis and treatment of ischaemic neurclogical
deficits caused by cerebral vasospasm following
subarachnoid haemorrhage of aneurysmal origir.

Dosage and method of administration

Aduit patient ( > 18 years of age)

Posology

Unless otherwise prescribed, the following dose is
recommended:

The recommended procedure is administration of
Nimotop infusion solution for 5-14 days, followed by a
daily dose of 6 x 2 Nimotop film-coated tablets (€ x 30 mg
nimodipine)

In patients who develop adverse reactions the dose
should be reduced as necessary or the treatment
discontinued.

Upon co-administration with CYP 3A4 inhibitors or CYP
3A4 inducers a dose-adaptation may be necessery (see
“Interaction with other medicinal products and other
forms of interaction’).

Method of administration

Administration of Nimotop tablets is recommended for
about 7 day after the end of 5-14 days infusion therapy
with Nimotop infusion solution

In general, the tablets should be swallowed in whole with
a little liquid, independently of meal times. Grapefruit
juice is to be avoided.

The interval between successive doses must not be less
than 4 h.

Duration of use

~ Prophylactic Use:

After the end of the infusion therapy, it is advisable 1o
continue with oral administration of 6 x 60 mg Nirmolop
tablets daily at four-hourly intervals for about further

7 days.

— Therapeutic Use:

After intravenous application, oral administration of 5 x
60 mg Nimotop tablet per day at four-hourly intervals for
7 days is recommended.

Patients under 18 years of age

Safety and efficacy of nimodipine in patients undar

18 years of age have not been established.

Patients with hepatic impairment

Severely disturbed fiver function, particularly liver cirthosis,
may result in an increased bioavailabifity of Nimodipine: due
to a decreased first-pass capacity and a reduced metabolic
clearance. The effects and side-effects, e.g. reduction in
blood-pressure, may be more pronounced. In suich cases
the dose should if appropriate be reduced, depending on
the blood pressure; if necessary, discontinuation of the
treatment should be considered.

Contraindications

Nimotop tablets must not be used in cases of
hypersensitivity to nimodipine or to any of the excipients.
The use of nimodipine in combination with rifampicin is
contraindicated as efficacy of Nimotop tablets could be
significantly reduced when concomitantly administered
with rifampicin

The concomitant use of oral nimodipine and the
antiepileptic drugs phenobarbital, phenytoin or
carbamazepine is contraindicated as efficacy of Nimotop
tablets could be significantly reduced.

Bayer AG

Special warnings and precautions for use
Nimotop is not recommended for use in patients with
{raumatic subarachnoid haemorrhage as a positive
benefit to risk ratio has not been established and the
specific patient groups that might benefit cannot be
identified for this indication.

Although treatment with Nimotop has not been shown
to be associated with increases in intracranial pressure,
close monitoring is recommended in these cases or
when the water content of the brain tissue is elevated
(generalized cerebral oedema).

Caution is required in patients with hypotension (systolic
blood pressure <100 mm Hg).

In patients with unstable angina or within the first 4 weeks
after acute myocardial infarction, physicians should
consider the potential risk (e.g. reduced coronary artery
perfusion and myocardial ischemia) versus the benefit
(e.g. improvement of brain perfusion).

Nimodipine is metabolized via the cytochrome P450 3A4
system. Drugs that are known to either inhibit or to induce
this enzyme system may therefore alter the first pass or
the clearance of nimodipine.

Drugs, which are known inhibitors of the cytochrome
P450 3A4 system and therefore may lead to increased
plasma concentrations of nimodipine are, e.g.: -
macrolide antibiotics (e.g., erythromycin),

- anti-HIV protease inhibitors (e.g., ritonavir),

- azole antimycotics (e.g., ketoconazole),

— the antidepressants nefazodone and fluoxetine

- quinupristin/dalfopristin,

- cimetidine,

- valproic acid.

Upon co-administration with these drugs, the blood
pressure should be monitored and, if necessary, a
reduction of the nimodipine dose should be considered.

Interaction with other medicinal products and
other forms of interaction

Drugs that affect nimodipine:

Nimodipine is metabolised via the cytochrome P450

3A4 system, located both in the intestinal mucosa and

in the liver. Drugs that are known to either inhibit or

to induce this enzyme system may therefore alter the
first pass or the clearance of nimodipine.The extent as
well the duration of interactions should be taken info
account when administering nimodipine together with the
following drugs:

Rifampicin

From the experience with the other calcium antagonists
it has to be expected that rifampicin accelerates the
metabolism of nimodipine due to enzyme induction. Thus,
efficacy of nimodipine could be significantly reduced
when concomitantly administered with rifampicin. The
use of nimodipine in combination with rifampicin is
therefore contraindicated (see “Contraindications”).
Cytochrome P450 3A4 system-inducing anti-
epileptic drugs, such as phenobarbital, phenytoin or
carbamazepine

Previous chronic administration of the antiepileptic drugs
phenobarbital, phenytoin or carbamazepine markedly
reduces the bioavailability of orally administered
nimodipine. Therefore, the concomitant use of oral
nimodipine and these antiepileptic drugs is not
recommended. contraindicated.

Upon co-administration with the following inhibitors of the
cytochrome P450 3A4 system the blood pressure should
be monitored and, if necessary, an adaptation in the
nimodipine dose should be considered.

Macrolide antibiotics (e.g., erythromycin)

No interaction studies have been carried out between
nimodipine and macrolid antibiotics. Certain macrolid
antibiotics are known to inhibit the cytochrome P450 3A4
system and the potential for drug interaction cannot be

ruled out at this stage. Theréfore, macrolide antibiotics
should not:be used in combination with:nimodipine. .
Azrthromycm although structurally related:to:the class ot :
macrolid antibiotic is'void-of CYR3A4:inhibition. :

Anti-HIV protease inhibitors (e.g., ritonavir) =" 1=
No formal studies have been performed to investigate -
the potential interaction between nimodipine and anti- =
HIV protease inhibitors. Drugs of this class have been™ =
reported to be potent inhibitors of the cytochrome P450
3A4 system. Therefore, the potential for a marked |
and clinically relevant increase in nimodipine plasma; .
concentrations upon co-administration with these -
protease inhibitors cannot-be excluded. -

Azole anti-mycotics (e g " ketoconaz‘ole)

first-passs metabolist cannot be‘exclude ;

Nefazodone
No formal studreshave b

Fluoxetme exposure was marked (
active metabolite norﬂuoxetlne as nota fe

Qumupnstm/dalfopnstr
Based on experience: withihe calcmm-antagonrs S
nifedipine, co-administration of quinupristin/dalfopristin- -
may lead fo increased plasma concentratrons ot
nimodipine. !
Cimetidine

The simultaneous administration of the H2-antagonist; -2
cimetiding can.lead fo an-increase in-the plasms
nimodipine concentration.

Valproic acid .
The srmultaneous admmrstratron

mmodrpme concentration.”
Further drug mteractlons. L
Nortriptyline SRR
The steady-state concomitant admmrstratron of
nimodipine and nortriptyline led tofe Slight increase
decreasg;in-nimodipine-exposure with’unaffected
nortriptyline.plasma concentrations. :
Effects of nimodipine on other drudS'
Blood pressure lowering drugs. ...
Nimodipine may increase the blood pressure lowering, -
effect of concomrtantly applied anti-hypertensives, su
as: o
- diuretics,
- B-blockers,
<ACE inhibitors,

o1-antagonists,

other calcium antagonists,

o-adrenergic blocking agents,

PDES inhibitors,

o-methyldopa.

However, if a combination of this type proves unavoidable
particularly careful monitoring of the patient is necessary.
Zidovudine

In & monkey study simultaneous administration of
anti-HIV drug zidovudine i.v. and nimodipine bolus i.v.
resulted for zidovudine in significantly higher AUC,
whereas the distribution volume and clearance were
significantly reduced.

Drug-food interactions:

Grapefruit juice

GrapefritjLiice:inhibits theeytochrome P450 3A4:
system: Administrationof dyhydropyridine calgium s » e
antagonists together with grapefruit jliice thus results in-+
elevated plasma concentrations and prolonged action of -
nimodipine due to a decreased first pass metab Sm 0
reduced clearance e

Pregnancy and lactatron
Pregnancy: e
There are no adequate and welI controlled studres infa
pregnant women:f nimodipine is to:be:administered
during pregnancy; the:benefits-and the potential risks: -+
must therefore bercarefully werghed accordrng tothe .z
severity of the clinical prcture [

Lactation:” : ¢
Nlmodlpme andits’ metabolrtes have been shown fo-
appear‘in'human-milk at concentrations of the same
orderof magnitude 'as'corresponding maternal ’plasma'
concentrations. Nursing mothers are advised not to e
breastfeed their babies when taking.the drug:: w255 -

Fertility :
In:single cases of in-vitro fertilization calcium’ antagonrsts

have been associated with reversible: biochemical
changes in.the spermatozoa’s head section tha
result in impaired sperm | functron .

|mparred m connectron
dlzzmess

Undesrrable effects
Adverse driig réactions’(ADRs :
with nimodiping’in the indication:aSAH sortad by CIOMSH
1 categories of fredliency (placebo-controlled:stiidies:/
nimodipine Ni='703; placebo N=:692; uncontrolied -
studies: nimodipine N =.2496; statu ::81:Aug:2005); are
listed befow: Jor '

The'frequencies of ADRs reported with mmodrplne are 7
summarized inthe table:below: Within each:frequency =i
grouping;undesirable-effects are presented-in‘order-of.
decreasing seriousriess:Frequencies are-defined as;
very common (/105 common (2 1/100 fo €110)
uncomman: (2:1/1,000t0:<:1/100),-rare >%l/10 000~to
<A/t OOO) wery-rare:(<-1410; 000)‘ '

Table 01:ADR table’"

System Organ Class |

(MedDRA)
Blood@nd the 1 :
lymphatic system
disorders::.;i -
Immune system:
disorders - -
Nervous, syste
disordersas: i
Cardiac dlsorders ol
Vascular disorders

the possible occurrence of

—

hcarmmon

Bradvcar‘diai

Gastrotntestlnal'
drsorders ‘

Symptormis of intoxication /=
Syrmptoms of:dcite:overddsage to-be anticipated are
markeidlowering of the'blood presslire; tachycatdia or
bradycardra and‘gastrorntestmal complaints‘and haiisea:
Treatment of int lcatron
Inthe evént of acute overdosage treatment
tablet must be discontinued immédiately. Emergency
measures shiotld be'governed by:the symiptomsf.t o
the' stibstance was ingested orally; pastriclavageio oo
with:additior-of charéoal should-baconsiderad as'

in blood pressure; :dopamine or-noradrenaline:can be =
administered intravenously.‘Since no:specific:antidote < 5
is known; subsequent treatment for other side effects .7
should be governed. by the most promment symptom,

Pharmacological propertres
Pharmacodynamic propertles B :
Nimodipine, the active ingredient of, Nlmotop, ha
a preferential cerebral antivasoconstrictive and °
antiischaemic activity. Vasoconstnctrons provoked in
vitro by vanous vasoactiv 'ubstances (e.0. serotonl
prostaglandrns and h!stamme) orby blood and blodd
degradatron products can be prevented or ellmrnated by

prevro sly damaged or underperfused rain gion
in healthy regions. The ischaemic neurological damage‘
in patients with subarachnoid haemorrhage‘and the"
mittality fate are’ significantly reduced by mmodrpme‘
Pharmacokmetrc propertre
Absorptto ce
The orally administered active'substance mmodrpme i

practrcally completely absorbed. '

The unchanged activé'substanceand its early irst pass”
metabolites are detected in plasma already 10 =45:miri::
after ingestion:of the tablet: Following multiple-dose .
oral administration (3 x-30-mg/day), the peak plasmai
concentrations (Cmax) are 7.3-43.2 ng/ml. in elderly.
rndrwduals these being, reached after 0.6-16 h (tmax) :

g%

Usrng contmuous mtusrons of 0. 03 mg/kg/h mean
steady—state plasma ¢ concentratrons of, 176 26 .6 ng/

The dtstnbutron volume (Vss 2 compartment model) for.
i.v. administration is calculated to:be; 0 kg bodyz
weight. The total (systemic) clearance i 0.6 1.9//h/kg--
Protein binding and distribution "
Nimodipine is 97 - 99'% botind to plasnid protein
In animal experiments radroait'wty from [14C} ntmodrprne
passed the- -placental barrier: Similar distribation:is likely™ |
tor humans though expenmental evrdence in this area

shown to- appear in rat niilk at:concentration; much hrgher
thanin matemal plasma. Parent drug concentratrons ¢
determined in'human milk were®of the:same: magnltudv :

as correspondrng maternal plasma concentrations. ;-

After oral and 1.v. administratior'nimodipine éanbe:
detected in CSF in concentrations about 0.5 % ot
the measured plasma concentratrons These:: are:
approxmately the free concentrations in plasma.
Metabolism, elimination‘and excretion *: * sl
N|modlp|ne is eliminated: metabollcally via the cytochrome
P450:3A4' system mainly By dehydrogenatron of the”
drhydropyndlne ring and oxidative ester cleavage: :
Oxidative'ester cleavage, hydroxylation of the 2- and |
6-methyl groups, and glucuronidation as a conjugation
reaction, are furth important metabolic steps. .Th

therapeutrcally'unrmportant residual activit
Effects on liver enzymes by induction or |
unknown In humans themetabolltes ar

oralf admlnrstratron of 30'mgin tablet form] and‘followmg
mtravenous |ntusron of 0 015 mg/kg tor 1 h (n 24 elderly

Broavarlabllrt
Attnbuted to the exte ivi

day and higher rnhlblted foetal growth‘and resulted in
reduced fcetal werghts At1 00 mg/kg/day embryolethalrty
il of 18 bg s

at doses up t010° rrnyg/kg/day_ fioné pen postnatal Stiidy
in rats; mortalrty anid'delayed physical development were-
obseived at doses of 10 mg/kg/day and higher.“Th
fmdmgs were not conflrmed in sUbsequent studles
Incompatrbllrtres e
None

Shelf life. - f g
Nlmotop fablets: 48 ‘months
Storage condition
Store'below-30°C:
Nature and contents of contairier
Box of 3x10's tablets of 30 m
Instructrops foruse/ handlmg
None:

Keep medicine out of reach of children
Read the leaflet insert carefully before use
For further information please: ask Doctor’s: adwc

Manufactured by: Bayer AG; Kaiser: Wllhelm-AlIee,
51368 Leverkusen, Germany
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