®
Amocerebral Plus

Cinnarizine 20 mg, & Dimenhydrinate 40 mg Tablets

For Treatment of Vertigo Symptoms

1- NAME OF THE MEDICINAL PRODUCT

Amocerebral Plus® 20 mg/40 mg tablets

2- QUALITATIVE AND QUANTITATIVE COMPOSITION

Active ingredients:

Each tablet contains 20 mg cinnarizine and 40 mg dimenhydrinate.

Inactive ingredients:

Lactose monohydrate, Microcrystalline Cellulose (aricel ph 200), povidone k30,
croscarmellose sodium, sodium stearyl fumarate.

3- PHARMACEUTICAL FORM

Tablet form.

4- CLINICAL PARTICULARS

4.1 Therapeutic indications

Treatment of vertigo symptoms of various origins.

Amocerebral Plus® is indicated in adults.

4.2 Posology and method of administration

Posoloy

Adults: 1 tablet three times daily.

Elderly: Dosage as for adults.

Renal impairment:

Amocerebral Plus® should be used with caution in patients with mild to moderate renal
impairment. Amocerebral Plus® should not be used by patients with a creatinine
clearance of < 25mL/min (severe renal impairment).

Hepatic impairment:

No studies in patients with hepatic impairment are available. Amocerebral Plus® should
not be used by patients with severe hepatic impairment.

Paediatric population:

The safety and efficacy of cinnarizine and dimenhydrinate combination in children and
adolescents under the age of 18 years has not been established. No data are available.

In general, the duration of treatment should not exceed four weeks. The physician shall
decide whether longer treatment s required

Method of administration

Amocerebral Plus tablets are to be taken unchewed, with some liquid after meals.

43 Contraindications
Hyp y to the active substance:
similar structure or to any of the excipients listed,
Diphenhydramine is completely excreted renally, and patients with severe renal
impairment were excluded from the clinical development program. Amocerebral Plus®
should not be used by patients with a creatinine clearance of < 25 ml/min (severe renal
impairment). Since both active components of Amocerebral are extensively metabolised
by hepatic cytochrome P450 enzymes, the plasma concentrations of the unchanged
drugs and their half-lives will increase in patients with severe hepatic impairment. This
has been shown for diphenhydramine in patients with cirrhosis. Amocerebral Plus should
therefore not be used by patients with severe hepatic impairment.

Amocerebral Plus® should not be used in patients with angle-closure glaucoma,
convulsions, suspicion of raised intracranial pressure, alcohol abuse or urine retention
due to urethroprostatic disorders.

4.4 Special warnings and precautions for use

Amocerebral Plus® does not reduce blood pressure significantly, however, it should be
used with caution in hypotensive patients,

Amocerebral Plus® should be taken after meals to minimise any gastric irritation.
Amocerebral Plus® should be used with caution in patients with conditions that might
be aggravated by anticholinergic therapy, eg. raised intra-ocular pressure,
pyloro-duodenal obstruction, prostatic hypertrophy, hypertension, hyp ism or
severe coronary heart disease. Caution should be exercised when administering
Amocerebral Plus® to patients with Parkinson’s disease.

Patients with rare hereditary problems of galactose intolerance, the lop lactose deficiency
or glucose — galactose malabsorption should not take this medicine.

4.5 Interaction with other medicinal products and other forms of interaction

No interaction studies have been performed.

The anticholinergic and sedative effects of Amocerebral Plus® may be potentiated by
monoamine oxidase inhibitors. Procarbazine may enhance the effect of Amocerebral Plus.
In common with other antihistamines, Amocerebral Plus® may potentiate the sedative
effects of CNS depressants including alcohol, barbiturates, narcotic analgesics and
tranquillisers. Patients should be advised to avoid alcoholic drinks. Amocerebral Plus®
may also enhance the effects of antihypertensives, ephedrine and anticholinergics such as
atropine and tricyclic antidepressants. Amocerebral Plus® may mask ototoxic
symptoms associated with amino glycosidic antibiotics and mask the response of the
skin to allergic skin tests. The concomitant administration of medicines that prolong the
QT interval of the ECG (such as Class la and Class Il anti-arrhythmics) should be
avoided. The information about potential pharmacokinetic interactions with cinnarizine
and diphenhydramine and other medicinal products is limited. Diphenhydramine inhibits
CYP2D6 mediated metabolism and caution is advised if Amocerebral Plus® is combined
with substrates of this enzyme, especially those with narrow therapeutic range.
pregnancy and lactation

or other of

Pregnancy

The safety of cinnarizine and dimenhydrinate combination in human pregnancy has not
been established. Animal studies are insufficient with respect to effects on pregnancy,
embryonal/foetal development and postnatal development. The teratogenic risk of the
single actives dimenhydrinate/diphenhydramine and cinnarizine is low. No teratogenic
effects were observed in animal studies. There are no data from the use of this
combination in pregnant women. Animal studies are insufficient with respect to
reproductive toxicity. Based on human experience dimenhydrinate is suspected to have
an oxytoxic effect and may shorten labour. Plus® is not rec

during pregnancy.

Breasl-feeding

Dimenhydrinate and cinnarizine are excreted in human breast milk. Amocerebral Plus®
should not be used during breast-feeding.

Fertility

Not known.

4.7 Effects on ability to drive and use machines

Amocerebral Plus® may have minor influence on the ability to drive and use machines.
Amocerebral Plus® may cause drowsiness, especially at the start of treatment. Patients
affected in this way should not drive or operate machinery.

4.8 Undesirable effects

The most frequently occurring ADRs are somnolence (including drowsiness, tiredness,
fatigue, daze) occurring in about 8% of patients and dry mouth occurring in about 5% of
patients in clinical trials. These reactions are usually mild and disappear within a few days
even if treatment is continued. The frequency of ADRs associated with cinnarizine and
dimenhydrinate combination, in clinical trials and following spontaneous reports are
included in the next table.

Tabulated list of adverse reactions:
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In addition the following adverse reactions are associated with dimenhydrinate and
cinnarizine (frequency cannot be estimated from the available data): Dimenhydrinate:
paradoxical excitability (especially in children), worsening of an existing angle-closure
glaucoma, reversible agranulocytosis. Cinnarizine: constipation, weight gain, tightness of
the chest, cholestatic jaundice, extrapyramidal symptoms, lupus-like skin reactions, lichen
planus.
4.9 Overdose
Symptoms of overdosage with cinnarizine and dimenhydrinate combination, include
drowsiness, dizziness and ataxia with anticholinergic effects such as dry mouth, flushing
of the face, dilated pupils, tachycardia, pyrexia, headache and urinary retention.
Convulsions, hallucinations, excitement, respiratory depression, hypertension, tremor and
coma may occur, particularly in cases of massive overdosage. Management of overdose:
General supportive measures should be used to treat respiratory insufficiency or
circulatory failure.  Gastric lavage with isotonic sodium chloride solution is
recommended. Body temperature should be closely monitored, since pyrexia may occur
as a consequence of antihistamine intoxication, especially in children. Cramp-like
symptoms may be controlled by careful application of a shortacting barbiturate. In cases
of marked central-anticholinergic effects, physostigmine (after physostigmine test) should
be administered slowly intravenously (or, if necessary, intramuscularly): 0.03 mg/kg body
weight (adults max. 2 mg, children max. 0.5 mg). Dimenhydrinate is dialyzable, however
treatment of overdosage by this measure is considered as unsatisfactory. Sufficient
elimination can be achieved by means of haemoperfusion using activated charcoal. No
data are available concerning the dialysability of cinnarizine.
5.1 Pharmacodynamic properties

hyd the d phylline salt of diphenhyd; , acls as
with anticholinergic (antimuscarinic) properties, exerting parasympatholytic and
centrally-depressant effects. The substance exhibits antiemetic and antivertiginous effects
through influencing the chemoreceptor trigger zone in the region of the 4th ventricle.
Dimenhydrinate thus acts predominantly on the central vestibular system. Due to its
calcium antagonistic properties, cinnarizine acts mainly as a vestibular sedative through
inhibition of the calcium influx into the vestibular sensory cells. Cinnarizine thus acts
predominantly on the peripheral vesfibular system. Both cinnarizine and dimenhydrinate
are known to be effective in the treatment of vertigo. The combination product is more
effective than the individual compounds in the population studied. The product has not
been evaluated in motion sickness.
5.2 Pharmacokinetic properties
Absorption and distribution:
Dimenhydrinate rapidly releases its diphenhydramine moiety after oral administration.
Diphenhydramine and cinnarizine are rapidly absorbed from the gastro-intestinal tract.
Maximum plasma concentrations (Cmax) of cinnarizine and diphenhydramine are
reached in humans within 2-4 hours. The plasma elimination half-lives of both
substances range from 4-5 hours, when given either alone or as the combination
product.
Biotransformation:
Cinnarizine and diphenhy y in the liver. The
metabolism of cinnarizine involves ring hydroxylation reactions that are in part catalysed
by CYP2D6 and Ndesalkylation reactions of low CYP-enzyme specificity. The main
pathway in the diphenhydrami bolism is the sequential Ndemethyl of the
tertiary amine. Studies in human liver microsomes in vitro indicate the involvement of
various CYP-enzymes, including CYP2D6.
Elimination:
Cinnarizine is mainly eliminated via the faeces (40-60%) and to a lower extent also in
urine, mainly in the form of metabolites conjugated with glucuronic acid. The major route
of elimination of diphenhydramine is in the urine, mainly in the form of metabolites, with
the compound, dipt b acetic acid, being the predominant
metabolite (40-60%).
6- PHARMACEUTICAL PARTICULARS
6.1 Incompatibilities
Not applicable
6.2 Shelf life
3 years
6.3 Storage
Stored at temperature not exceeding 25 €', in a dry place.
6.4 How Supplied
Carton box containing. 1, 2, 3 PVC strips of 10 tablets + enclosed leaflet.

|Keep all medicaments out of reach of children

Product of:
AMOUN PHARMACEUTICAL CO.

El-Obour City, Al Qalyubia, Egypt. SAE

(bl ) 150 s 34a1) 230slS 0 =
<l dais i gl -

25T 130 i (3 b 2 s o (gl Ll Gy £33) ol gl 5iaadl (S =
o peall i g das 35 Y i Gy It pusgal

)l L e 3l puid ) s e ol O i parsal 3353 o
Bl L o e ol e e U "ol I i el 5 5

Gy plalall ge gy s pugal

s a3 55T ke (e i (S g1 ingl) e oy O i pagal oL I oS
il pos el 3 58 "l J1 gl 3l LT g 5l e gLl Con

g a1y Ranadad | AL 15 Jand |

Sl g5 3 il 20505 5] Byapi Ao Lin (a5 o el € 131 ks J1 ot pangal 2255
Jsi5 o) 5303 (e B Can 138 ) i 131 lally pa llany 5l Iyt paugal
o

“ouls 1y pugal 255 S Y

o ol Chamg LS Ll “uly J1 i gl 337 s
LoSle w6

g s ¥ 1 4 o3l ol .Qgﬂjvw.‘t_.,,_mw,ﬂc.mmsm)g?,@w,u !
53340 a1 i pargal S5l ) petals lasds gy 33 5 gl § 3 53le M1 538 pas
.J,U

© ol 1 3l (ys 51313 By G 1)

e ot g Lonay Jalal 531130 1 ol 39 ¢y Ui [y e Laidl gyl e i 3] -
eyl g Lo Bl 3l

ol B gl 15Vl sl capatl) il s Bl I pd gl ey 5315 -
e 31 3213 ) Sl s Jane 33l sl B ol iy Joi) pnio

i 1) agla o s ol oy 0 (St "l it gl (503528 S sl 13 -
S B 3 pudl] Bigass i
Ol I3l 0 By

g a3 A a3l S5 soiege 2 "l Ot pursal o3 355 0 o 8 S 1)
il g3l pagel Bieline ey 2515 Y 3alial 2 youl

s s pngal 351y a2

el ool s 0 el Gy iy e e 0 1 gl O i pagl 315 e i ¥
10 il o 63T Al g sl 1S 5]y S0 3y 2 23l e s 13 630550134
hasall s dbds Jlad celst

At Al HYI-¢

08 e igan e (on el e il SBT Gty 1 pid parsal s 0 (5 g e e
PR

131 sl 5 s Zun o e Coms

o2 3aal) 3Tl s all Calin el s(palingl Ve S (pa ) le y535) Aailad! Al 5Y1
Py O pursal 335 135 28 15] i oL By a2 iy Ak (555 Labsle
gl e alall Sl pen) (G pall (e Ve IS (e ) e 835 RallAd) pd Acdlal Y
Gt el 5 a1 a5 oo sl lnis s camnill Jlgud) Ol

ol Agubn gl Bl 0| Cini 1 (G Vo S (0 e Y358) 85001 Bl S
R

ALl ol 35 se B o(pmid Voo 21 o BT le ,355) T 5001 bt 531
ALl 203 51 ilu ol Canal orens 13 Lot 130y ¢yl il S paind By dugeal pilially

il Balall s 2 405 9859 35yl Ea 3 i) e bl ool 1312, 5l
FUM TP PRSI VIA

Agn el Lol 5305 s Jedd (Lgdgan Jleint Bbyne (e ¥) Aalos pii duily U1
il 33 M1 93 Ol 2 50) LasSsladl 2y 3L (o) 51 bl 5 sl ) (il puil]
(gt Bals Rl (JLbY e Buals) BLail) 33U Aslyl Y S o o (ol 315
LY e ¢33

o582 G et Al ST gl s 2 Ly sl f Wil 5l il BT 6l ) s 130

128 Za3bas Jg claglall (30 s o ot 2 5t Ll iy uiland 5B oy LI IO (30 35200
welsll

oy O i pgal (223530 RS .0

JUYI b e Vs

sl e sl A Sall elgiil ks aay sl 1 335 Y -

gl s egaall (he dagms Bl (1S o 5 Tushe 2200 YO (pe Y 5yl o By o dadmy =

a8 e lasall Jlul a3 UL il 8 pual olas oyl (e ol 6l (30 palin ¥ -
Al Bl e el Cagen el oln Lgaiind 4 o i duga¥ (e il

Oilostal! (ya Ui 5 3 gual! Olygliona .1

A3 el 311 ey S a8 T STY ST e g (1S e

[ Sassdtr gotie e oas aga¥1 pres daasd |

& .
V09-10/12/2020 . [ (@’)
4 - 1% -
P150016.00 ., Amt9 SN (igmmdl 4S50

203 JUUSE TE JUNPT PTHY

®

|t juss gal
. J e o0

e bt alinagials: @ee ¥ (il
BITRS(Iw) JEE% 5 EY)
sl il Rege laglan e (gt 4 elgall 58 o5 2 el 3 3lins 3,200 o2 T30

<6313 50 Ll 30 7103 B 3 5801 gy dain
sall sf ol gl 6,31 2l gl bt IS 131 -

ool

0ol el i gl SIS i a3 0B Y (O e Bl e ol gl | iy 5 -
dis il gl oyl

il s 131 -
il oua 2
13,201 218 2. 13l

A3Latuiu g Lo g "l 1 p pursel g La )

s 1 it sl 2305 5 B 4 a1 Lo Lo Y
“ouly 1 pugal 155 S Y

A Aedladl YL ¢

ol 01 pagal (55 S 0
Oilestall (sa syl g 3 guall Olsgiions .4
ilatiiaat 3 Lo 5 guls 1y passal 38 Lo -\
Wlaall 319t

ogute yu 63T Bl ST T 13yt Ll 5 s Sl il

£llglun 513+ e T iusbiae A S o 0l e oy Iyt pusgal gsioms
o=

Wlad allalgt)

o o psagen spgaigen dsllae Sng S cpgss sl sl sungisa 55Y

o Ao paa o i songian 513 oy Ly pugund IS 3L o B e ) o005 b i
(i Lesie Ll (03300 ppa) 5l sl oo ol e (331 IS o il slins
Loy Lagie IS plaimial (e dilels 561 (535S Lne (sl luial

e e 4 0 0 (S gl oIl e Al gl gl 5L gl O pasgl i
A gl AtV ) ¥l e il of oS "y I gl sl 2Bl Ll
b BLaY! e Bo 055

s 1 it sl 2305 5 LB 4 a1 Lo Lo Y

i€ 13 ° gl I ygal 235 Y

Lol VA gy 51 -

gl 1) 3 s gl (o s iy nginn 613 0 oo (0 Bl st =

o (0oL e i ng g paniial Jia) 65331 Opalisnsgl calin Y Apulias ol =
el s 131 9] sl on 3l e e

(el gyl gy cama £33) 8301 ol 0 3 il =

gl e il -

(sl o 05 98) el ks L)y il =

Sl plesl (e s =

51 2 Bppne s bl ) 3 A ol -

PRSP RESERI IR

Ol ¥y pudlat!

0 s 2 131 "l it gl 251 U3 sl S s ) 1003

all ks gL - ] i i) gl -

byl i -

a2 syl s

el sl -

a3 )all 5l ol ya -
soble ) Ll 20 =
Gl gl I pargal 050 5 Tyl ) 5 s 35 gy 01 sl ol
e 2 S5l om 231 I s plimy 815

i 35130 2 J3L5 s s cnly Sl il e Jao e il 8 131 35830 =
JUmX]

ol I purgal o 55 gl s

Ol paugal Jelin 3 53 dusal gl 3553 51 il 51 g5l i 131 losaall 5l e sl
Lehim Gl g a3 sl gl

e Y oY1 3L e el g1 sl 301 1 s i el 3 5

(Bl agga¥l o) @lysigoll -

creopl] Jie 3yl el -

(3Lally Y1 £ 3d Roiiad | 23959 53) clingl =

(3L LY 3 i) syl onalsign clladia =

A T ¥ 85305 1 ol O e pagal 32 48

(BLag LSV g3 painis ) colaladl A5 lESY) wlslias -

(ol pamdl gy Wl s dlaall danls ely) o33

(il Jlasdl £301) (sl —




